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KOPOHABUPYCHAA BOJIE3Hb (COVID-19): COBPEMEHHBIN
B3IJIA4 HA ITPOBJEMY C IIO3NIINUN PUINOJIOTNMIYECKUX
DDODEKTOB MEJIIATOHUHA

For citation: J.A. Rizaev, E. A. Rizaev, N.N. Ahmadaliyev, Coronavirus disease (covid-
19): a modern view of the problem from the position of physiological effects of melatonin,
Journal of Biomedicine and Practice, 2020 Journal of Biomedicine and Practice 2020,
Special issue, pp.7-18

d ' http:// dx.doi.org/10.26739/2181-9300-2020-SI-1

AHHOTAIIUA
B nanHOli cTaThe mpeacTaBieHa MH@OpMalKsg 00 AHTUOKCUAAHTHBIX M
WMMYHOCTUMYJIMPYIOLINX 3(PeKTax METaTOHWHA U €r0 POJIM B MOAIEPXKAHUU TOMEOCTA3a
opranusma. IlokazaHo, 4YTO BCAEACTBHME HEMPABUJIBHOIO O0Opa3a XW3HU, YBEIUYCHUS
BO3pacTa, prMeMa HeKOTOPbIX JJEKAPCTBEHHBIX MPenapaToB U JIp. MOAABISIETCS BbIpabOTKa
MesatoHrHa. [IprBeneHbl peKOMeHIAlMKY C YY€TOM BaXKHBIX (DU3UOJIOTMYEeCKUX 3(PPEeKTOB
MEJIaTOHWHA, KOTOpble HEOOXOAMMO MPUHATH BO BHUMaHWE MPU pa3pab0oTKe CTpaTeruu
JedeHus u npoduiraktuku COVIDI19.
Kmouessie ciaoBa: COVID-19, menaroHuH, jgedyeHue, NpoduiakTuKa
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Buomenuuuna Ba amanmér xypuaau / XKypuaa omomenuuuuni u npaktuku / Journal of biomedicine and practice BENYRIY]

KOPOHABUPYC KACAJLJIUTHU (COVID-19):
MEJIATOHUHHUHI ®U3NOJOI'UK TABCUPU HYKTAU
HA3ZAPUJIAH MYAMMOHHUHI 3AMOHABUUM KYPUHHUIIIN

AHHOTAIIUA
Y6y makojiaga MeJIaTOHMHHUHT aHTUMOKCUAAHT Ba UMMYHOCTUMYJIJIOBUM TabCUPU
Ba YHMHI OpraHu3MJard roMeocTa3Hu cakJalljaru pojii TyrpucHIa MabayMoTiap
KeaTtupwirad. Horyrpu Typmyiil Tap3u, €IIHUHT OILIUILM, MAabIyM JOpU-IapMOHJIapHU
KaOyJl KWJMII Ba Oolukagap Tydaiiau MeJaTOHWH MIIad YMKApWIMIIM CyCalMIlIun
Kypcatwirad. MeJ1aTOHUHHUHT MyXUM (pU3UOJIOTMK TAbCUPUHM MHOOATTa OJIraH XoJj1a
COVID-191u naBosain Ba npoduiaKTUKa CTPATErMSICUHU MIILUIA0 YMKHUIIAA XMCOoOra
OJIMHUIIIM KepakK OyJiraH TaBcUsUlap TaKAUM KUJIMHTaH.
Kamar cy3nap: COVID-19, menaroHuH, naBoJjail, npo@uiakKThuKa

Jasur Alimjanovich RIZAEV

Samarkand State Medical Institute, Uzbekistan
Ezozbek Alimjanovich RIZAEV

Tashkent Medical Academy, Uzbekistan
Nusrat Numonovich. AHMADALIYEV
Tashkent State Dental Institute, Uzbekistan

CORONAVIRUS DISEASE (COVID-19): A MODERN VIEW OF
THE PROBLEM FROM THE POSITION OF PHYSIOLOGICAL

EFFECTS OF MELATONIN
ANNOTATION

This article provides information about the antioxidant and immunostimulatory effects
of melatonin and its role in maintaining the homeostasis of the organism. It is shown that
due to improper lifestyle, increasing age, taking certain medications, etc., the production
of melatonin is suppressed. Recommendations are given taking into account the important
physiological effects of melatonin, which must be taken into account when developing
a treatment and prevention strategy for COVID19.

Key words: COVID-19, melatonin, treatment, prevention

opoHaBupycHas 6o1e3Hb (COVID-19). KoponaBupycHasa nHdexkuus COVID-19
(a66peBuatypa ot aHrj. Corona Virus Disease 2019), paHee KopoHaBUpYyCHasl
nHpekumga 2019-nCoV - noTeHUMaIbHO TSDKENIasd ocTpas pecnupaTopHas WH(pEKINs,
BbI3bIBaeMasi KopoHaBupycoM SARS-CoV-2 [5,16]. IIpencTtaBisgeT coboii ormacHoe
3a00J1eBaHUE, KOTOPOE MOXKET MPOTEKATh KaK B (pOpME OCTPOI peCIMpaTOPHON BUPYCHOM
WHMEKIIMU JIETKOTO TEYEHHUS, TaK U B TSLKENOM (popme, cielinPruIecKre OCIOXKHEHUS
KOTOpPOM MOTYT BKJIIOYaTh BUPYCHYIO IMHEBMOHMIO, BJIEKYIIYIO 3a COOOM OCTpbIi
pecnupaTOpHbI AUCTPECC-CUHAPOM WM AbIXaTeJbHYI0 HEIOCTATOUHOCTh C PUCKOM
cmeptu [28].
3abojieBaHME BBI3bIBAETCSI HOBBIM BUPYCOM, V JIOJE K HEMY HET MPHUOOPETEHHOTO
WMMYHUTETA, TI03TOMY K MH(PEKIUY BOCITIPUMMY MBI JIIOIU BCEX BO3PACTHBIX KATETOPUIA.
PacnipocTpaHsieTcs BUpyC BO3AYIIIHO-KAMEIbHBIM ITyTEM Yepe3 BAbIXaHUE PaCbLIEHHBIX
B BO3IyX€ B MPOLIECCE KalllIsl UJIM YUXaHMSI KarleJib C BUPYCOM, a TakKxKe uepes MornagaHue
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BUpYyCa Ha MOBEPXHOCTU C MOCJIECAYIOIINM 3aHECEHWEM B TJla3a, HOC Wiu poT. K yucny
3P HEKTUBHBIX Mep NPOPUIAKTUKIA OTHOCUTCS 4aCTOE MBIThE PYK U COOJIIOAEHNE TIPaBUII
pecrupaTtopHoOil rurueHsl [33].

[TpumepHo B 15% cnyyaeB 3abojeBaHME IMpOTeKaeT B TIXKENON dopme ¢
HEOOXOIMMOCTBIO IPUMEHEHMSI KMCIOPOIHOM Tepaniu, elé B 5 % cocTostHre 0OJTbHBIX
Kputnueckoe. I'mobanbHO 1o cocTtossHUIO Ha 01 ampenst JieTaJbHOCTb3aboaeBaHUS
olleHMBaeTcs npuMepHo B 5 %. CornacHo aHanu3y JaHHBIX 1o 1099 mamyeHTam o
coctogHuio Ha 28 despans 2020 roma y 91,1 % manumentoB ¢ COVID-19
MUArHOCTUpOBaaach MHeBMOHMS. [1oKkazaTenn ¢ TeueHUEM BpeMEHU MOTYT U3MEHUTHCS
[18].

11 mapra pacnpocTpaHeHHE BUpyca OBLIO MPU3HAHO IMaHAEMUEN. DTa SNUAECMUS
SIBJISIETCSI TIEPBOM B MCTOPUM YEIOBEYECTBA IMAHAECMMEN, IMOMIAIOLICHCS KOHTPOJIIO.
[TpaBuTENBCTBAM MUMEET CMBICI ITOATOTOBUTH CIUCKHA OOYYEHHOIO MEPCOHaNa, KOTOPBI
CHOCOOEH B3STb CUTYalIMIO MOJA KOHTPOJb, a TAKXKE CIIMCKA MEIUKAMEHTOB, CPEIACTB
WHIWBUAYAIBHOW 3alUThI, TIPUITACOB X 00OPYAOBAHUS, HEOOXOAMMBIX IS JICUCHMUSI.
BO3 npu3sbiBaeT cTpaHbl K NOATOTOBKE OOJBLHULL, 00ECIIEUEHUIO 3aLLUThl MEIULIMHCKUX
PabOTHUKOB 1 K PEILIEHUIO O HEOOXOAUMOCTH MPUHSITUS TE€X WU MHBIX MEP COLIMATIBHOIO
OUCTaHLUPOBaHUS [25].

B cBa3u ¢ snunemueii BO3 o0bsiBieHa ype3BblUaiiHasl CUTYalMsl MEXIYHAPOJHOTO
3HAYEHMS B 00JIACTH 3APAaBOOXPAHEHMSI, 4 PUCKM HA II100aIbHOM YPOBHE OLIEHUBAIOTCS
KakK O4YeHb BbICOKME. CuTyanusi ObICTPO Pa3BMBAETCS, €XEIHEBHO YBEJIWYMBACTCS
KOJIMYECTBO 3a00JI€BIIMX 1 ITOruo1mmx. BeayTcs paszandyHbie HAyYHbIE U KITMHAYECKHUE
HCCJICTOBAHNSL.

[TamMm 2019-nCoV BriepBbie 0OHapy:KeH B nekadpe 2019 roga B pe3ybTaTe aHaIM3a
HYKJIEMHOBOI KMCJOTBHIy HalueHTa ¢ nmHeBMoHuel [28]. Tak kak comepxKaHue
HYKJICMHOBBIX KHCJIOT OOJbIIE BCETO B SApe, TO OHU IMOJYYWJIM CBOE Ha3BaHUE OT
JlaTuHCKOro cioBa nucleus ("sapo”, nat.). Bmpouem, HyKJIeMHOBBIE KUCIOThI COAEPKATCS
HE TOJBKO B sape, Tae, 0e3yCIOBHO, MX OOJbllEe BCEro, HO M B XJIOPOILIACTaX U
mutoxoHapusx. HyknenHnosbsle kuciorel JJTHK 1 PHK mpucyTcTByIOT B KieTkax Bcex
>KMBBIX OPraHM3MOB 1 BBIMOJHSIOT BaxKHelIe (GyHKIMU 110 XpaHEeHUIo, repenadye u
peanu3auny HACAEeACTBEHHOM MH(pOpPMAaLNK.

KoponasupycHasg mHpekuus COVID-19 rnyboko BXOAUT B KJIETKU IO YPOBHS
saapbiKo. Ilocae MpOHMKHOBEHMS B KJIETKY BUpyca (MY €r0 HYKJIEMHOBOIM KUCJIOTHI)
NPOUCXOAUT TEPEKIIOUEHUE PECYPCOB KIIETKM HA CUHTE3 BUPYCHOM HYKJIEMHOBOWM
KMCJIOTBI 1 O€JKOB. [IporcxoauT sKcnpeccusi reHOB. DKCIPECCUS TEeHOB - MPOLIECC, B
X0J€ KOTOpPOIr0 HacJIeACTBEHHass MH@opMalus OT TreHa (MoCJeToBaTeIbHOCTHU
nykiieotuaoB JIHK) npeobpasyercs B pyHKuMoHaAbHBIN MTpoayKT - PHK niu 6enok.
HekoTtopble 3Tanmbl 3KCIPECCUM T€HOB MOTYT PErYJIMPOBATHCS: 3TO TPAHCKPUIILIMS,
TpaHcadauus, craiicuar PHK 1 ctanus moCTTpaHCISILIMOHHBIX MOAU(DUKALIAIN OETKOB.
[Tpouecce akTMBaLMK SKCITPECCUUM T€HOB KOPOTKMMU AByLernodyeuHbiMu PHK HazbiBaeTcs
aktuBaumein PHK.

Korga kierouHble pecypCchbl MCUEPIIBIBAIOTCS, €€ 000J04YKa pa3pblBACTCS U U3 HEe
BbIBAJIMBAIOTCS TOTOBbIE BUPYCHBIE YACTULIbI. TaKuM 0Opa3oM, IMOpaXkaroTCs APYrue
KJIETKU. B MecTo pa3BbIBLIEICS KIIeTKU (popMupyeTcss pudpo3Hasi TKaHb. DKCIPECCUsI
TE€HOB SBJISIETCSI CYOCTPAaTOM TSI SBOJIOLIMOHHBIX U3MEHEHU I, TaK KaK KOHTPOJIb Hal
BPEMEHEM, MECTOM 1 KOJIMYECTBEHHBIMUXaPAKTEPUCTUKAMU 3KCIIPECCUN OJHOTO TeHa
MOXET UMETh BIMSIHME HAa (DYHKIIMU IPYTMX TEHOB B LIEJIOM OpPraHW3Me. DTO Ha3bIBACTCS
- MyTallus TeHa.
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[TpoTuB 60J€3HM MMOKA OTCYTCTBYIOT KaKME-TUOO CIIelM(pUIECKUE TTIPOTUBOBUPYCHBIE
CpeAcTBa JieueHUs1 Win npoduaakTuku. Tak Kak, 10 YPOBHS SIAPHIIIKO IMOKA HE KaKOi
AHTUBUPYCHBIN TIperapaT He pocturaet [28,33]. B 6oablIMHCTBE CydaeB (IPUMEPHO B
80%) xakoe-nmbo cmenmduueckoe JedeHHEe He TpeOyeTcs, a BBI3TOPOBIICHUE
MPOUCXOIUT caMo 1o cebe. Tskenbie GopMbl 00J€3HU C OObIIEH BEPOSITHOCTHIO MOTYT
pa3BUTHLCS Yy MOXMIBIX JIOAEH U y Jiojaeil ¢ omnpeaeJéHHbIMU 3a00JeBaHUSIMU,
BKJIIOYAIOLIMMU acTMy, AMa0eT U cepaeuyHble 3abojeBaHMs. B TKENBIX ciaydasix
MPUMEHSIIOTCSI CPeICcTBa ISl MoAaepKaHUsl (YHKIIUI KU3HEHHO BaXKHBIX OPraHOB.

CerogHs1 Mbl XOTMM paccka3aTh BaM O MeJJaTOHMHE - "TOpMOHa cHa".

MenaToHUH - 3TO TOPMOH, KOTOPbII €CTECTBEHHBIM 00pa30M BBIACISIETCS] HAILIUM
OPraHM3MOM M UbM (PYHKLIMU SIBJISIFOTCS OMPEAEISIOIIUMU I Halllero (pu3n4eckoro
U Ticuxuyeckoro oyarononyuusi. OH TeCHO CBSI3aH C KOHTPOJIEM LIMPKAAHbIX PUTMOB -
HallMX OMOJIOrMYeCKUX YacoB, 1, TAKMM 00pa3oM, MOMOraeT HaM JIyyllle CIaTh.

[ToMuMo Bcero mpouero, 3TO BEILIECTBO y4YaCTBYET B HEUPOIHIAOKPUHHBIX,
Hepo(pU3NOTOTMUECKUX U MMMYHHBIX IIpolieccax, KOTOpble HEOOXOAMMBI IS
BBIMOJTHEHUSI MHOTMX XKM3HEHHO BaxKHBIX 3aJ1ay opraHuaMa. OgHaKo ero mpou3BOACTBO
MPOUCXOAUT TOJABKO HOUBIO U, €CJIM YTO-TO MPEMHSTCTBYET 3TOMY, YEJI0BEK UCIBIThIBAET
TPYAHOCTUCOCHOM M MOJHOLIEHHBIM OTIBIXOM.

I'opMoH MenaToHuH ObLT OTKPBIT B 1958 rony A.b. JlepHepom. DTO OCHOBHOM TOPMOH
snudu3a - opraHa, rnepenaroliinero MHMGOpPMaIMO O CBETOBOM pexXUMe OKpYyXKalollen
cpeabl BO BHYTPEHHIOIO Cpely opraHusma. MiaMeHeHUs] KOHLIEHTpalMy MeJaTOHMHA
HMMEIOT 3aMETHBIN CYTOUHBII PUTM - KaK MPaBUJIO, BEICOKMI YPOBEHb TOPMOHA B TEUEHNE
HOYM M HM3KMI YPOBEHb B TeueHMe OHSI. MakcuMalibHble 3HaU€HMSI KOHLEHTpaluu
MeJIaTOHMHA B KPOBU YeJIOBeKa HaOII0Jal0TCsl MEXIY TTOJYHOUBIO U 5 yacaMu yTpa Io
MECTHOMY COJTHEUHOMY BpeMeH!. BbrIpabaThIiBaeTCsl OCHOBHBIMY CEKPETOPHBIMU KJIETKAMU
snu@u3a - MMHEATOLUTAMU.

BpeMmst buosiornueckoro rnojypacnaga MeJaToOHUHA - 45 MUHYT. DTO O3HAYaeT, YTO
IS UICCIIeIOBATebCKUX 1ieJielt 00pa3Libl KPOBU JOJIXKHBI OBITh COOpaHbI Yepe3 KOPOTKIE
MPOMEXYTKH BPEMEHU JJIS1 TOTO, YTOOBI ONPENEIUTh MEPUO/ B MPOAYKIIMY MeJIaTOHMHA.
Kpome Toro, HapylleHMe CHa TalydeHTa B Te€UeHHE HOYU C 1LeJblo cOopa oOpa3loB
MOXET TOBJIUSITh Ha YPOBEHb MeJaTOHMHA B KPOBU. DTUX MPOOJIEM MOXHO M30eXKaTh,
€CJIM OIIpenesiATh YPOBHM METAa0OJMTOB MeJaTOHMHA: MEJIAaTOHUH cyibdaTta (6-
CcyJIb(aTOKCUMETATOHNHA) U 6-TUIPOKCUTITIOKYpoHuaa B Moue. 80-90 % menaToHMHA
CEeKpeTUpyeTCcsl B MOUY B BUJIe MEJIAaTOHUH cyJibdarta. KoHLieHTpalus MeIaTOHUH CyJibdaTa
B MOYE XOPOIIIO KOppeJupyeT ¢ OOLIMM YpPOBHEM MeJIaTOHMHA B KPOBU B TE€UEHUE
nepuonga coopa odpasuos [1,2,6].

CHHTEe3MpOBAaHHBIN B a1 (U3e MEJIATOHUH ITOCTyNaeT B KPOBb U CIMHHOMO3TOBYIO
>KUJIKOCTD - JTUKBOP, MPOIsI uepe3 KOTOPYIO, HaKalIMBaeTcs B rTunoTaiamyce. [Tomumo
KPOBU M 1LIEPEOPOCIIMHANIBHON XUAKOCTHA, MEJIATOHMH OOHapyXeH B MoOue, CIIOHE,
AMHUOTUYECKOMN XKUIKOCTH.

MenaToHUH - peaKuii TIpuMep TOPMOHA, Y KOTOPOro MMEIOTCS KaK MeMOpaHHbIE,
TaK U siepHbIe pelenTopbl. B opraHu3Me yeaoBeKa MeJaTOHUMH CHHTE3UPYETCS U3
AaMUHOKMCJIOTH TpulTodaHa, KOTopas ydyacTByeT B CHMHTE3€ HelipoMeauaTopa
(HeiiponepenaTyrka) CEpOTOHMHA, a OH, B CBOIO OuYepeib, Mo BO3AeHCTBUEM (hepMeHTa
N-auerunrpancdepasbl mpeBpallaercs B MeaaTtoHuH. [1okazaHo, UTo MeTaTOHUH SIBJISIETCS
WHIOJBHBIM TIPOM3BOJHBIM CEPOTOHMHA M CUHTE3UpYyeTCsl HOublo (epmeHTamMu N-
alieTUaTpaHcepas3oil U ruapoKCUUHIOI-O-MeTUATpaHchepa3oil. Y B3pOCIoro yeaoBeka
3a CYTKU CUHTe3upyeTcsl oKojio 30 MKI MeJlaTOHMHA, €ro KOHLIEHTpalUsl B ChIBOPOTKE
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KpoBu Houbio B 30 pa3 OoJibllie, yeM AHEM, NPUYEM MAKCUMYM KOHLIEHTpALIMU B
CpeIHEM IO MHOXECTBY HAOJIOACHUM MPUXOAUTCS MPUOIU3UTEIBHO HAa 2 Yyaca HOUM
10 MECTHOMY COJIHEUHOMY BpeMeHM. MelaTOHUH TPAHCIIOPTUPYETCS ChIBOPOTOYHBIM
aTbOYMUHOM, MOCJI€ OCBOOOXIECHUS OT aIbOyMUHA CBSI3BIBAETCS CO CELU(PUIECKUMU
peuenTopaMu Ha MeMOpaHe KJIETOK-MUILEHEN, IIPOHUKAET B SIAPO Y TaM OCYILECTBIISIET
CBOE AericTBUMe. MenaTOHUH OBICTPO TUIAPOJMU3YETCS B MEYEHU U SKCKPETUPYETCS C
MOYO0I1, OCHOBHBIM METAa00JIUTOM SIBJISIETCS] 6-TUApOKCUMeETaToHUH-cyabdat (6-COMT),
COJIEP>XKaHUE KOTOPOrO MO3BOJISIET KOCBEHHO CYIMTb O MNPOAYKLIMM MeEJAaTOHMHA
snudusom [3,4,7].

B opranusme mpuCyTCTBYeT M MEJIATOHWH, OOpa3ylolIviics BHE snudusa. DTo
oTkpbiTHE B 1974 rony caenanu poccuiickue yueéHole H.T. Paitxnun u U.M. KBetHoit
- OHU OOHAPYKWJIM, YTO MEJIATOHWH CUHTE3UPYETCS B KJIETKAX YEPBEOOPA3HOIO OTPOCTKA
KMIIIEYHUKA. 3aTEM BBISCHWIOCH, UTO MEJIATOHWH OOpa3yeTcss W B JAPYIMX OTAEIax
KEJIYIOYHO-KMILIEYHOTO TPAaKTa, a TAKXKE BO MHOTHMX JIPyruMx opraHax [27].

Cekpeunsi MeJIaTOHUMHA MOAYMHEHA CYTOYHOMY PUTMY, OMPEIECSIOLIEMY, B CBOIO

Perynupyer
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o4yepeab, pPUTMUYHOCTb TOHAIOTPONHBIX 3(P(EKTOB U 1MOJI0BOKM (QYyHKUUU. CUHTE3 U
CEeKpelMs MeJaTOHMHA 3aBUCIT OT OCBEIUEHHOCTU - M30BITOK CBETA IMOHWXKAET €ro
o0pa3oBaHue, a CHUKEHHUE OCBEIIEHHOCTH YBEJINMYMBAET CUHTE3 U CEKPELIIO0 TOPMOHA.
Y 4denoBeka ¢ HOpPMaJbHBIM PACIIOPSIAKOM JIHS (CO CHOM HOYbIO) Ha HOYHBIEC YacChl
npuxonutcs npuMmepHo 70% CyTOYHOM TPOAYKLUMU MeJIaTOHMHA. B KIMHMYecKux
YCJIOBUSIX YCTAHOBJIEHO, YTO JACMPUBALIMS CHA B HOYHBIE YaChl TPUBOAUT K HAPYLIECHUIO
CYTOYHOIO pUTMA BBIPAOOTKM MEJIATOHMHA - MPOAYKIIMS B HOUHOE BpPEMSI CHUXKAETCS
Y TIpUOIMKAETCSI K JHEBHOMY YPOBHIO [7].

CaBur puTMa CEKpELIMM MeJTaTOHUHA TIPOUCXOINUT U TIPU TIEPEJIETE B IPYTUE YACOBbIE
nosica.

MenaToHMH Takxke M3BecTeH Kak N-acetyl-5-methoxytryptamine and N-[2-(5-
Methoxy-1H-indol-3-yl) ethyl] acetamide.

BripaboTka MenaTOHMHA BCELEJO 3aBUCUT OT OMOJOTMYECKMX YacOB OpraHuU3Ma
YyeJJ0BeKa 1 CMEHBI HaTypaJlbHOTO LIMKJIA "AeHb-HOUB . Tak Kak MpoayKIiius MeJIaTOHMHA
3aBUCUT OT JUIMHBI CBETOBOTO AHSI, MHOTHE XXMBOTHbIE MCIOJIB3YIOT €€ KaK "CEe30HHbIE
yacel". Y J1o[eil, KaKk U y XXMBOTHBIX, MPOAYKIIMS MEJaTOHMHA JIETOM MEHbIIIe, YeM
3UMOW.

Takum 006pa3oM, METAaTOHMH MOXET PeryaupoBaThb (PYHKLMM, 3aBUCSIIIUE OT
(hoTorneprona - pa3MHOXEHUE, MUTPALIMOHHOE TTOBEICHUE, CE30HHYIO JIMHBKY. Y BUIOB
NTUL 1 MJIEKOMUTAIOIINX, KOTOPbIE PAa3MHOXAIOTCS NPU TJIUHHOM OHE, MEJIAaTOHUH
MOJABJISIET CEKPELIMIO TOHAAOTPOIIMHOB M CHUXKAET YPOBEHb ITOJIOBOM aKTUBHOCTH. Y
>KMBOTHBIX, PA3MHOXKAIOILIUXCS MMPU KOPOTKOM CBETOBOM JHE, MEJIATOHWUH CTUMYJIMPYET
MOJIOBYIO aKTUBHOCTh. BIMsiHME MeIaTOHMHA Ha peNpOAyKTUBHYIO (PYHKIIMIO Y YETOBEKa
HEeJIOCTAaTOYHO M3y4yeHO. B mepuoa mojoBOro co3peBaHMS ITMKOBass (HOYHas)
KOHILICHTPALMSI MEJIATOHWHA PE3KO CHYDKAETCS. 3UMOM YMCIIO MEHCTPYAJIbHBIX LIMKJIOB,
HE 3aKaHYMBAIOIIMXCS OBYJSILMEH, B CPEAHEM BBIIIE, YEM JIETOM. Y XEHIIUH C
runogu3apHO aMEHOPEE KOHLEHTpAalUs MEJIATOHWHA JTOCTOBEPHO BBIIIE, YEM Y
300POBBIX. DTU JAaHHBIC ITO3BOJIOT IpEarojaratb, YTO MEJATOHWH ITOAABISET
penpoayKTUBHbIE (PYHKIIWU y XEHIIUH [9].

MenaToHUH - TBepAasi, MOJIOLAIOLIAS WX PACTBOPSIIOLLIAS XXUP, BOOOHEPACTBOPUMAS
CcyOCTaHLMS, SBJSIOIIASICS MOIIHBIM €CTeCTBEHHBIM aHTHOKCUAAHTOM. OpraHusm,
CUHTE3UPYS €10, 3alUIIAECTCS OT U30BITOYHOTO 00pa30BaHUsI CBOOOIHBIX PAAUKAJIOB -
MPOAYKTOB OOMEHA BEILECTB, BHI3bIBAIOIIMX OBICTPOE CTapeHHWE M pak. MenaToHUH
00JlagaeT YHMKAJbHOW CIIOCOOHOCTBHIO, B OTJAMYME OT APYTMX AHTUOKCHUIAHTOB,
IMPOHUKATh B JIIOOYIO KJIETKY B JIIOOOI YacTh OpraHM3Ma M OKa3bIBaTh CHELIM(PUIECKOE
3allMTHOE JCHMCTBUE HA SIAPO - LIEHTPAJIbHYIO CTPYKTYpY KJIeTKU, coaepxkaiiyo JHK,
T.€. Ha CTPYKTYPY, MTO3BOJISIIOLLYIO MMOBPEXICHHOMN KJIETKE BOCCTAHOBUTBCS. MI3BECTHO,
YTO MEJAaTOHWH OKa3blBA€T CTUMYJHUpYIOLIEe OelUcTBUE Ha (GEPMEHT
JIIOTaTUOHIIEPOKCH A3y, 00JIadalolIy0 aHTUOKCUAAHTHBIMU CBOMCTBaMU. MeJlaTOHUH
MOXET TaKXe CYIIECTBOBAaTb B CMHTETUYECKOU (hopme, KOTOpasi MPUMEHSETCs, KakK
nmobaBka, 00J1agarolas CHOTBOPHBIM M aHTUOKCUIAHTHBIM CBOMCTBAMU. DTO CTAHOBUTCS
aKTyaJbHBIM C BO3pAaCTOM Y€JOBEKA, KOTJa aKTUBHOCTD K€JIe3 BHYTPEHHEN CeKpeLun
OpraHMW3Ma yracaer.

AHTHOKCUIAHTHBIN 3(PdeKT

MenaToHMH HEWTpaJiM3yeT pa3pyLIUTEeAbHBIC MOCIEACTBUS OKHUCIUTEIbHBIX
MPOLIECCOB, KOTOPBIE SIBISIIOTCS OCHOBHOM MPUYMHONM CTApEHUS] W YBSIIAHUS KOXM.
Baxwneiiimasa GyHKIMs MeJIaTOHMHA - aHTUOKCUIAHTHAsI aKTUBHOCTD, MPOSIBIISTIOLIASICS
B OpraHu3Me MOBCEMECTHO, TaK KaK MEJIATOHWH MPOHUKAET BO BCE OpraHbl U TKAHM.
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MexaHn3M aHTMOKCUIAHTHOTO I€HUCTBUS MPOSIBIISIETCS B TOM, UTO MEJIATOHUH 00JIamaeT
BBIPaXX€HHOW CIOCOOHOCTBIO CBSI3bIBaTh CBOOOAHBIE paauKalbl, B TOM YUCIE
00pasyrolImecs Ipy IMePEKUCHOM OKMCIECHUU JTUITUAO0B TUAPOKCUIBHBIX PaAUKaIOB, U
BK30r€HHbIE KaHLEPOTE€HbI, TAKXE OH aKTUBUPYET INIYTAaTMOHIIEPOKCHUAA3y - (haKTOp
3aIUMTBI OpraHM3Ma OT CBOOOTHOPAAUMKAIBHOIO MoBpexaeHus. OCHOBHbIE (DYHKIIMU
AHTUOKCUIAHTHOTO ACWCTBUS MeJIaTOHWHA HarpabieHbl Ha 3amuTty JJHK. B MeHb1ieit
CTEIIeHM - Ha 3alUUTy O€JIKOB 1 JunuaoB [31].

MenaToHUWH - CaMblii CUJIbHBIN M3 U3BECTHBIX YHAOT€HHBIX MOIIOTUTENEH CBOOOIHBIX
panukanoB. B mociaeaHue roabl NOSIBUIUCH JAHHBIE, YTO METATOHMH MOXKET HAaXOOUThCS
HE TOJIbKO B IUIa3M€, HO U B SIIpaxX KJIETOK W MPEAOXPAHITh MAKPOMOJEKYJbI Sapa OT
OKHCJIUTEJIbHOTO MMOBPEXIECHUS BO BCEX CYOKJIIETOYHBIX CTPYKTYpax.

NmMMmyHOCTUMYIMpPYIOIINIA 3D ¢HEKT

BaxxHbpIM moceacTBreM JUIMTETBHBIX CTPECCOB SIBJIIETCSI CTPECCOBBIA UMMYHOIE(MUIIUT.
MenaToHrH CNOCOOCTBYET HOPMAIM3aLM UMMYHOJIOTMYECKMX TToKa3aTeneil. MenaToHuH
U Ipyrue 3nudu3apHble TOPMOHBI MOTYT OBITh OTHECEHBI K YMCITY T€POIPOTEKTUBHBIX.
YcraHoBIIEHA CBSI3b MEXIY CTENEHBIO BO3PACTHOM MHBOIIOLMHY SMM(U3a U IPSIXJICHUEM
TKaHew. VI3BeCTHO, 4TO MpU CTAPEHUU CHUIKAETCSI CTENEHb UMMYHOJIOTUYECKOM 3allUTHI,
a MEJATOHMH, KaK Y€ HEOOZHOKPATHO YKa3bIBAJIOCh, UMEET UMMYHOMOIYJIUPYIOIIYIO
aKTUBHOCTh. C BO3pacTOM Y YeJIOBEKAa B KPOBM KOHLIEHTPALIKSI MEJTATOHMHA TTOHKAETCS.
[Tpu moHkeHnu ero ypoBHs HKe 20% OT HOPMBI JISHKOLIMTHI TIEPECTaloOT paciio3HaBaTh
B KPOBM Iapa3uTOB, 1 BUPYCOB, HAUMHAETCS 3apakeHue opraHusma [24].

MenaToHMH CTUMYJIMPYET UMMYHHYIO CUCTEMY (MMMYHOCTUMYJSTOP), TaK Kak
YYACTBYET B PETYISLIMU (PYHKIIMA TUMYCA U IIIUTOBUIHOM XKeJI€3bl, MOBBIIIAS aKTUBHOCTD
T-kJmeToK U (parouuToB, YTO SIBISIETCS IPEIYIIPEXKICHUEM I psiia 3a00J€eBaHUI U,
KaK ITOKa3bIBaIOT Ja0OpaTOPHBIE NUCCAECIOBAHMS, 3aMEIISIET POCT CEMU BUIOB PAaKOBBIX
KJIETOK, BKJIIOYAsl PAKOBbI€ KJIETKM MOJIOYHON M MPEACTATEIILHOM KeJe3.

Henocratok MemaToHMHaA B OpraHu3me

DKCINEPUMEHTBI Ha J1a0OpPaTOPHBIX XMBOTHBIX MOKAa3aJli, YTO MPU HEAOCTATKE
MEJAaTOHWHA, BbI3BAHHOM YIAJEHUEM PELENTOPOB, XMBOTHbIE HAUMHAIMU OBICTpEe
CTapeTh. paHbllle HAaYMHAJIACh MEHOIAay3a, HaKaIllJIMBAJIUCh CBOOOMHOpAIVKAIbHbIC
MOBPEXIECHUSI KIETOK, CHMXAaJach YYBCTBUTEIBHOCTb K MHCYJWHY, Pa3BUBAINCH
oXHpeHue u pak [27].

DKCTpalMHEATbHbI CUHTE3 MEJIaTOHUHA

KonnuyectBa ropmoHa, KOTOpOe BbIpa0aThIBA€TCS B IIUILKOBUIHOM XKeJIe3€e, HE XBaTaeT
IJISE 00eCTIeYeHUS CTOJIb MHOTOYMCIEHHBIX OMonornyeckux 3(@EeKTOB MeJTaTOHUHA.
HMccnenoBaHussMu ObLIO MOKa3aHO, YTO IMOCJE YOaJ€HUs IMUHEAJTbHOU XeJe3bl y
BKCIEPUMEHTAJIbHBIX XXMBOTHBIX B KPOBU OOHAPY>XKMBAIOTCS 3HAYMMbIE KOJIMYECTBA
MenaToHMHA. B HacTosiee BpeMsl TBEPIO YCTAaHOBJIEHO, YTO IMHEAbHAS Kejie3a He
SIBJISIETCSI MOHOMNOJIBHBIM OPraHOM BBIPAOOTKM MEJIAaTOHMHA. DKCTpalMHeaTbHbIMUA
WCTOYHUKAMU CHUHTE3a MEJAaTOHUHA SBJISIOTCSI 3HTEpOXpoMadOUHHBIE KIETKU
KenyaouyHo-KuiedHoro tpakta (EC-kiaeTku), OoCHOBHBIE KJIETKM-AENO CEpOTOHMHA
(comepxar 10 95 % Bcero SHIOreHHOIO CEPOTOHMHA) - TIPEAIIeCTBEHHUKA MEJIaTOHMHA.
BbIsiBIIEH CMHTE3 3TOr0 rTOpMOHA B OOJIBIIOM KOJIWYECTBE HEMPOIHAOKPUHHBIX KJIETOK
BO3IYXOHOCHBIX ITyTe€M, JETKWX, B KOPKOBOM CJIO€ TTOYE€K M BHOJb TPAHMIILI MEXIY
KOPKOBBIM M MO3TOBBIM CJI0€M HaANOYEYHMKOB, IMOJ IEYEHOYHOU Karcyaou, B
naparaHmivsx, SMYHUKAX, SHIOMETPUH, IIPEACTATEILHOM Xele3e, ITaleHTE, XKeJTYHOM
MMy3bIpe ¥ BHYTpeHHEM yXxe. CMHTe3 MeJTaTOHMHA OOHAPYKEH TaKXKe M B HE SHIOKPUHHBIX
KJIeTKaX, TaKMX KaK TYYHBIX KJIETKax, JUM@OILMTaX, TPOMOOLIMTAX, 303UHOPDUIBHBIX
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JIeiKoIIUTax, B TUMYCe, MOMXKETYIOYHOM Xeje3e, MO3XeuKe, ceTyaTKe Ijiasa U B
HEKOTOPBIX SHAOTEIMANBHBIX KJIeTKax [8,25].

DyYHKIMOHATBHO MHOTME KJIETKHU, TIPOAYLIMPYIOIIKE MeJTaTOHUH, OTHOCITCS K TaK
Ha3biBaeMori IU(@PYy3HOU HEHPOIHIOKPUHHON CHUCTEME - YHUBEPCAIBHOW CHUCTEME
ajanTauvy ¥ MoAaepKaHMs TOMeocTa3a OpraHm3Ma.

B nipenenax 3Toil cucTteMbl BBIIESIOT ABa 3B€HA MEJIaTOHUH MPOLYLIMPYIOLINX KIIETOK:

- LIeHTpajbHOE (BKJIIOYAET MMHEAJbHYIO XKejle3y 1 KJIeTKU 3pUTEJIbHON CUCTEMBI),
B KOTOPOM PUTM CEKpellMi MeJaTOHMHA COBIIAJaeT C pUTMOM 'CBET-TEMHOTA";

- mepudepruyecKoe - BCe OCTaJIbHbIE KJIETKU, TJIe CeKpelrs TOPMOHA HE 3aBUCUT
OT OCBEILIEHHOCTH.

C BO3pacTOM aKTMBHOCTH 3MM(U3a CHUXKAETCS, TO3TOMY KOJMYECTBO MeJIaTOHUHA
YMEHbIIIaeTCsI, COH CTAaHOBUTCSI MOBEPXHOCTHBIM M O€CIOKOMHBIM, BO3MOXHAa
OecCoOHHMIIA.

CuUMIITOMBI HEXBaTKM MeJIaTOHUHA

- becconHuua u apyrue paccTpoucTBa cHa

- HapymeHue uukiaoB cHa U GOAPCTBOBAHMS

- OcnabjseHue IMMYHHOW CUCTEMBbI

- Konebanusa aprepuajJbHOTO AaBJICHUS

- HapymeHus ncuxuyeckoil amanTtaiyiu

- TpeBOXHO-IENPECCUBHBIE COCTOSIHUS

OcCHOBHBIE NMPUYMHBI HAPYILLIEHUS] €CTEeCTBEHHOM BHIPAOOTKM MeJIaTOHMHA:

- HapymeHnus pexxuma cHa U 00JpCTBOBAHUS,

- PerynsgpHoe motpebjieHUE aJKOroJyisi U HUKOTUHA

- Hecb6amaHncupoBaHHOE NTUTaHUE

- EcrecTBEeHHOE CHMXXEHUE BHIPAOOTKM MEJTAaTOHMHA C BO3pAacTOM

- BaxrtoBblili MeTOI pabOThl, HOYHBIE CMEHBI

- COH B OCBEILIEHHOM IMOMEIIEHUH

AcniupuH, 0eTta-0JI0KaTOpbl MOTYT MPUBECTU K CHYDKEHUIO YPOBHS MEJIAaTOHWHA B
opranusMe. CemgaTUBHBIE aHTUIEINPECCAHThl, TPAHKBMJIM3ATOPbl U APYrue
yCIIOKauBalollye CpeacTBa MOTYT IIPUBECTU K YMEHBIIEHUIO OXKaaeMoro 3¢gdekra.

BosBpalasicb K Ha4aTOMy, MOYTH BCE JIETYYHE MBIIIN (KaK 1 BOOOIE PYKOKPBLIbIC)
BEIyT HOUHOM 00pa3 XKM3HU, a THEM CITIIT. Kpome Toro, geTydyre MbIIK YacTO YCTPauBaroT
cebe YIOTHBbIE YKPBITHSI, 3a0MBIIMCHh B TPELIMHBI AEpPeBbEeB, CKajJl WM B IIEIU B
MOCTpoiKax. YOexXMIIaMyd MOTYT CIYXUTb MOJOCTU B AEPEBbSIX, IMEIIEPhl, TPOTH U
pa3IMuYHbIE UCKYCCTBEHHBIE COOPYXKEHMsI, KaK HaJ3eMHbIE, TaK 1 MOoA3eMHbIE. JleTyune
MBIILIM CITOCOOHBI BIIaAaTh B OLIETIEHEHME, COMPOBOXKIAIOIIEECS YMEHbILIEHEM CKOPOCTH
oOMeHa BelleCTB, MHTEHCUBHOCTH JIbIXaHUSI M YaCTOThI CEPACYHBIX COKpallleHUIi, MHOT1E
CHOCOOHBI BMAAaTh B IJUTEIbHYIO CE30HHYIO CHSUYKY (IO 8 MeCslEeB). YCTAaHOBJIEHO,
YTO CoAepKaHUe PETUHOMA U TOKO(epoaa y JETYUYUX MbIIIeH Ha MPOTSKEHUU CHSTUYKU
ObLIO JOCTATOYHO BBICOKMM Y MO3BOJIWIO JUTMTEIbHOE BPEMSI BBIACPXKUBATh OTCYTCTBUE
MOCTYIUIEHUsSI OOJIMTaTHBIX aHTMOKCHUIAHTOB, COXpaHss IPU 3TOM pPE3epPBHI,
HEoOXOoAuMBbIe I PeHpPOAYKIIMU.

JleTyune MbIIIKM SIBJISIIOTCSI €CTECTBEHHBIM pe3epByapoM OelleHCTBa U, MO JaHHBIM
BO3, BupycoB Map0Oypr, D060j1a 1 KOpPOHABUPYCOB, BXOASILIMX B TPYIIITY 0COO0 OMACHBIX
MHGEKIUN - CIMCOK CaMbIX OMACHBIX 151 YeJIOBEeKa U3BECTHBIX MaTOT€HHBIX BUPYCOB,
SIBJISIIOIMXCSI IPUYMHOM CMepTeJIbHBIX 3a001eBaHuii. UMeroTcs (hakTuueckue JaHHbIe
O MPUYACTHOCTH JIETYYMX MBILIEH K nepenadye MHOEKINUN.

BoiBoapbl:
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1. C Bo3pacToM BbIpabOTKA MeJIATOHMHA CHIKAETCSI, YTO MOXKET IIJIOXO OTPaKaThCs
Ha KJIMHAYECKOM TeYeHUM KopoHaBUpycHON mHpekuu COVID-19.

2. He 3m0poBbIii 00pa3 XXM3HU CHUKAET BbIPAOOTKY MeJIaTOHWHA

3. JlekapcTBeHHbIE MpenapaThl CHUXKAIOT YPOBEHb MEJIAaTOHUHA

4. MWM3z-3a MelaTOHMHA JIETy4YME€ MBI HE YMHUPAIOT, a CTAHOBITCS HOCUTEISIMU
WH(EKLNN.

5. JleTHble TepuOAbl Toga MOXET YBEJIWUYUTHCS KOJMYECTBO 3apakKeHHBIX
KOPOHABUPYCOM 3a CYET YIJIMHEHMUS CBETOBOro AHs. M30BITOK CBeTa MOHMXaeT
o0pa3oBaHuE MeJIaTOHUHA

Pexomenpauuu:

[TpumeHeHuss MenatoHMHaA MpuU JledeHUM OONBHBIX ¢ KopoHaBupycom COVIDI19
MOXET OJJarONMPUSITHO MOBIUSATH HA MUCXO U PE3yJIbTaT JIeueHMs. Tak, KaK, 9K30T€HHbII
MEJIATOHWH aKTUBUPYET KJIETKU-KWLJIEPbl 1 MOHOLIUTHI KaK B KOCTHOM MO3Te, TaK U B
CeJIE3€HKE C JIATEHTHBIM MEpUOAOM B 7-14 mHE. DTO KOMITOHEHTHI HeCTIeLIU(PUIECKOI
WMMYHHOW 3alllThl, HEKOTOPbIE aBTOPbl CUMTAIOT, YTO MEJIATOHMH CHOCOOEH
OJOKMpPOBATh OITYXOJEBBI POCT M YHMUYTOXATh 3apakCHHBIE BUPYCOM KIIETKH.
YcTaHOBIEHO, YTO MEIATOHWH CTUMYJMPYET CUHTE3 U BBICBOOOXKIEHUE OMUOUIHBIX
NEeNTUI0B M TaKMM OOpa3oM Y4YyaCTBYET B PEryJSILIMMA KJIETOYHOIO TeMOMNo33a U
TYMOpPaJbHOTO MMMYHUTETA. BBemeHMEe MeJIaTOHMHA NPU BaKUMHALIMU ITOTEHLUPYET
BBIPAOOTKY CeIM(PUIECKUX aHTUTEIT. VI3BECTHO, YTO ITPU CTPECCOBBIX ¥ 3HAYUTEIbHBIX
(buznyeckux Harpyskax IMPOMCXOIUT aKTHUBALIMS IMPOBOCIIAIUTEIbHBIX (PAKTOPOB
(LLUTOKWHOB M 3MKO3aHOUJIOB), pPacTeT YpOBEeHb (paKTopa HeKpo3a omyxoJjeil anabda
(TNF-a), noBbliiaercsd ypoBeHb JUM@POLMTOB B KpoBU. Jlunomnonucaxapuabl (LPS)
MOTEHUUPYIOT 3TU 3(P(PEKTh - CUTyalrsi, KOTOpasi MOXET UMETb MECTO MpU
HEeaaeKBAaTHBIX, UCTOILIAIOIINX 3allUTHBbIE CUJIbl OpraHu3Ma (pU3MYECKHUX HarpysKax.
[Ipu sTOM HapacTarT NPOSBIACHUS OKHUCIWUTEIBHOTO CTpecca, NPUBOASIIME K
HapylLIEHUIO LEJOCTHOCTU FreMaTOKUILIEUHOro 6apbepa 1 Bbixoay B KpoBb LPS. To, uto
MEJATOHUH ITTOAABISET MPO BOCIIAIMUTEbHYIO PEaKIIMIO B OTBET Ha (PU3UUYECKYIO
Harpys3Kky, cleayeT MMETb B BUAY INPU IMOATOTOBKE CIOPTCMEHOB M IIpU
BOCCTAHOBUTEIbHBIX MEPOIIPUSITUSIX Y JIIOACH, 3aHATHIX TSLKEIBIM (PU3UYECKUM TPYIOM.
MenatoHuH 61arogapsi CBOMM aHTUOKCUAAHTHBIM U IPOTUBOBOCHAIMTEIbHBIM CBOMCTBAM
CIOCOOEH CHMXaThb YPOBEHb IMOBPEXICHUI CIM3UCTOM XKeJyaKa Mpu BO3AECHCTBUU
MHOIMX IOBpeXaaomnx (HaKTOpPOB: CTpecca, aJaKOrojs, XeJI4u U HECTEPOUAHBIX
MPOTUBOBOCIAIMTEbHBIX TTPENApPaTOB.

AKTrBanuysg MakpodaroB Ipy MAaTOJIOTMYECKUX COCTOSTHUSIX TTPUBOAUT K MTOBBILLIEHUIO
npoaykiuu okcuaa azora (NO). DToT npouecc Hebe3pa3nudeH AJ1sl OpraHu3Ma U MOXET
MPUBECTU K Pa3BUTHIO JET€HEPATUBHBIX 3a00jieBaHMIi. MeJIaTOHUH TIOOABISIET 3TU
W3MEHEHUS, MHTUOUPYS dKcnpeccuto MHayuuoenabHor NO-cuMHTa3bl Makpodaros.
BBenenue (apMakoJOormyeckKkux Q03 MeEJAaTOHMHA MPEAyINpexaalio pa3BUTHUE
MOBPEXICHUM in vivo, a TakKe MOAABIsIO MEPEKMCHOE OKUCIeHUEe U MHAYyKLIMIo NO
B KYJIBTYyp€ KJIETOK TOJICTOIO KHUIIEYHHUKA.

bmaropapss MHTEHCUMBHBIM HCCIAECIOBAHUSM IOCIEAHMUX JIET CTAJIM TOSIBIISITHCS
CcOO0IIIeHUS 00 YCIIEIITHOM MPUMEHEHUY METAaTOHWHA MPU 0aKTepUaJIbHOM MEHUHTUTE
B KauyeCTBE 3allMThl HEMPOHOB MO3ra OT MOBPEXICHMS, IS HOpMalM3allMM CHA U
OOIIIEr0 COCTOSIHUS MPU HapylIeHUM BHUMaHUS U TMIEPAKTUBHOCTU, TIPU CUHIPOME
HapylueHui (a3 cHa, IIpU MUTPEHSIX Y MPUCTYIIaX T'OJOBHOM O0JIM, B KOMILUIEKCHOM
Tepanuu pacCesTHHOIO CKJIEPO03a, IMIPU CUHIPOME XPOHUYECKON YCTATIOCTH, TP HOYHBIX
MpUCTynax OpOHXUATBLHOM aCTMBbI, TIpU GUOPOMUAITUSIX, TPA CUHIPOME pa3apakeHHOMN
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TOJICTOM KMIIKWU, IPU PECIIUPATOPHOM AUCTPECC CUHAPOME HOBOPOXKICHHBIX.

Takum oOpa3oMm, M3ydeHUE XUMMUKO-OMOJOTMYECKMX CBOMCTB MeJIaTOHMHA OaeT
BO3MOXXHOCTh IIIUPOKOTO MPUMEHEHUS €ro B MEAMILIMHCKON IPAKTUKE, MOCKOJBKY
3KCIIEPUMEHTAJIBHBIC TaHHBIE TTOATBEPKIAIOT €r0 MOJOXKUTEIBHOE BIMSIHUE HA TEUEHUE,
KakK (pU3HUOJOTMYECKMX IMPOLIECCOB, TaK MU HUBEJIMPOBAHUE MHOTMX MATOJOIMUYECKUX
COCTOSTHUU.
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ANNOTATION
The purpose of this study was to examine the relationship between vitamin D levels
and glucose metabolism in pregnant women. This study compared serum levels of 25-
hydroxy vitamin D3 in pregnant women with gestational diabetes mellitus (GDM) and
non-GDM control subjects. We analyzed serum 250HD concentrations in 95 pregnant
women, 75 women with diagnosed GDM and 20 women non-GDM. Maternal serum
25-hydroxy vitamin D3 concentration in GDM group at 18-32 weeks of gestation were
significantly lower than non-GDM controls, 16.76¢6.88 and 21.06€9.83 respectively
(P = 0.03).Maternal 250HD concentrations are inversely related to glucose levels and
the relationship between vitamin D status and glucose tolerance in pregnancy needs
further study.
Key words: gestational diabetes mellitus, vitamin D, pregnancy
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O'ZBEKISTONDA VITAMIN "D"NING YETISHMOVCHILIGI VA
GESTASION DIABET

ANNOTATSIYA
Ushbu tadgiqotning magsadi homilador ayollarda D vitamini darajasi va glyukoza
metabolizmi o'rtasidagi bog'liglikni o'rganish edi. Ushbu tadqiqotda homilador ayollarda
homiladorlikdagi gandli diabet kasalligi (GDM) va GDM bo'lmagan nazorat guruhidagi
sarum 25-OH-D3 vitaminini taqqoslandi. 95 homilador ayolda, GDM tashxisi qo'yilgan
75 ayolda va 20 sog'lom homilador ayollarda sarum 250HD kontsentratsiyasini tahlil
qilindi. 18-32 xaftalik homiladorlik davrida GDM bo'lgan onalarda 25-gidroksi-D3
kontsentratsiyasi GDM holda nazorat guruhiga qaraganda 16,76 € 6,88 va 21,06 € 9,83
ancha pastligi aniglandi (p = 0.03). D vitamini va glyukoza darajasi o'rtasida bog'likligi
mavjud bo'ldi . D vitamini darajasi va homiladorlik paytida glyukoza bardoshliligi o'rtasidagi
bog'liglik go'shimcha o'rganishni talab giladi.
Kalit so'zlar: homiladorlik diabet, D vitamini, homiladorlik.

HNpona Mupcosmesna Toxuena

I'MHexosior oTAeNeHU KOHCYIbTaTUBHON MOJMKIMHUKY, PecnybaukaHCKui
CneuunanusupoBaHHblii HayuHo-IIpaktuueckuit Menuuunckuii LleHTp
DHOOKpUHOJIOTMM uMeHn akagemuka f.X. TypakynoBa, Y30eKucTaH

TE®UIIAT BUTAMUHA 1 W TECTAITMOHHBIN CAXAPHBIN
JIUABET B Y3BEKVCTAHE

AHHOTALIUS

Llenpo HacTOSIIIETO MCCAEOOBAHUS SIBUJIOCh M3YYUTb B3aMMOCBSI3b YPOBHS
BuTaMuHa /I ¢ MeTaboan3MOM IIIOKO3bl Y OepeMeHHBIX. B 3TOM HcclienoBaHUM MBI
CpPaBHMUBAJIU CHIBOPOTOUYHbIE YypoBHM 25-OH-ButammHa D3 y O6epeMEeHHBIX C
recraiMOHHBIM caxapHbiM auabetoM (I'CJl) u koHTpoabHOU rpynmnoi 6e3 I'C. Mubl
npoaHaau3upoBaiu KoHueHTpauuu 250HD B cbhiBopoTKe KpoBu y 95 GepeMeHHbBIX
KEHIIWH,75 XeHwuH ¢ auarHo3oM I'CI u 20 3m10pOBBIX OepeMEHHBIX XXEHIIMH.
Konuentpauusa 25-ruapokcu-sutamuHa D3 y marepeit ¢ I'CJl Ha 18-32 Henmene
OepeMeHHOCTH OblJTa 3HAUYMTEILHO HIDKE, YeM B KOHTpoJIbHOM Trpymiie 6e3 'CJI, 16,76
€ 6,88 m 21,06 € 9,83 coorBercTBeHHO (p = 0,03). IMemach KoppeasioHHasT 3aBUCHMOCTD
ypOBHs BUTaMMHa [l ¢ ypoBHeM IIIOKO3bl. CBSI3b MEXIy ypOBHEM BUTaMMHA D u
TOJIEPAHTHOCTBIO K IIIOKO3€ BO BpeMsl O6peMEHHOCTH TPeOYEeT TaTbHENIIETO N3YYCHUSI.

KioueBble cjioBa: recTallMOHHBIN AuadeT, BUTaMuH [, OepeMEHHOCTb

Introduction. Gestational diabetes mellitus (GDM) is known as glucose intolerance,
with its onset or first recognition during pregnancy [1]. The prevalence of GDM is
increasing, reached almost 15% - 20% [2]. Unmanaged gestational diabetes increases
the risk of developing T2DM after pregnancy and predisposes the offspring to childhood
obesity and T2DM later in life [3]. Vitamin D deficiency is common all around the
world and has a prevalence of 26-98% in pregnancy, bringing concerns about its
consequences and need for supplementation [4,5].Compelling evidence suggests a role
of vitamin D deficiency in the pathogenesis of insulin resistance and insulin secretion
derangements. Poor Vitamin D status has also been linked with type-2 diabetes, obesity
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and other elements of metabolic syndrome [6]. Immense interest persists in vitamin D
and its potential effects on several pregnancy outcomes including gestational diabetes
mellitus (GDM) [7]. Although [1.25 (OH) D] supplementation was reported to decrease
glucose and increase insulin levels [8], other studies found no significant differences in
vitamin D status between women with GDM and NGT [9,10]. Emerging evidence
suggests that vitamin D administration can improve insulin sensitivity and glucose
tolerance, but whether vitamin D supplementation can prevent GDM is unknown [7].
Although, vitamin D deficiency is associated with a higher risk of GDM, conflicting
evidence is provided as to whether low serum 25-hydroxyvitmain D (25 (OH) D)
levels are associated with GDM. Therefore, we conducted this study for:

- Comparison of vit D status in pregnant women;

- Trying to determine the level of vitamin D associated with GDM, and its sensitivity
and specificity;

Materials and Methods. Pregnant women were screened for GDM at 18-32 weeks of
gestation using a two-hour 75 g oral glucose tolerance test (OGTT). According to the
guidelines of the international association of diabetes and pregnancy study groups
(IADPSG) 2010 , GDM was diagnosed if the OGTT results exceeded cut-offs for one
or more values: fasting plasma glucose >5.3 mmol/l, 1-h > 10.0 mmol/l and 2- h > 8.6
mmol/1 [11].However, when risk factors such as positive family history of diabetes, age
greater than 30 years, obesity (body mass index [BMI] >30 kg/m?2), previous history
of GDM, and history of macrosomia were present, the OGCT was done at the 14th
and18th week of gestation.

All the participants were subjected to:

- Full history taking including gestational age, history of previous GDM, family
history of diabetes and history of maternal and neonatal complications; Education was
categorised into 'lower' and 'higher' education (lower = lower or upper secondary or
postsecondary

non-tertiary education, higher = first or second stage of tertiary education);

- Thorough clinical examination including assessment of blood pressure, calculation
of the body mass index (BMI).Prepregnancy body mass index (BMI) (kg/m2) was
categorised into underweight (<18.5), normal weight (18.5-24.9), overweight (25.0-
29.9) and obese (>30.0);

- Laboratory assay including fasting blood glucose, 1 hour glucose and serum 25-OH
vit D. Vitamin D sufficiency, insufficiency, and deficiency were defined as serum
250HD concentrations 30 - 100, 10 - 29 and <10 ng/mL respectively.

Table 1. Clinical characteristics metabolic factors, 25 hydroxy vitamin D among the
study groups and their statistical significance

GDM (75) Non-GDM(20) | P value
Age (years) mean £ SD | 28,52+5,10 29,45+4,79 0,832"
Gestational age (wk) 25,92+43.76 26,35+3,71 0,965"
Mean + SD
Gravity mean = SD 2,62+1,15 3,1541,22 0,319%
Parity mean + SD 2,333+0,96 2,904,7881 0,131#
FH of DM (yes/No) % | (19/56)25% (1/19)5% 0.000**
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SBP (mmHg) mean + | 103,73+8,2648 105,0+8,8852 0,522*
SD

DBP (mmHg) mean =+ | 67,02+10,3362 70,50£7,5915 0,383"
SD

Prepregnancy  height | 160,427+6,1516 160,167+6,2332 | 0,556"
(cm)

Prepregnancy  weight | 64,267+16,2109 61,333+8,0147 0,01%*
(kg)

Pre preg BMI (kg/m2) | 24,92+5,97 24,06+4,68 0,265"
mean + SD

FBS (mmol/l) mean =+ | 6.23+0.81 4.534+0.34 0,000%**
SD

1 hour glucose (mmol/l) | 10,42+0,493 4,82+0,88 0,000%**
mean + SD

Vitamin D (ng/ml) 16,76+6,88 21,06+9,83 0,036*
mean + SD

Quantitative variables are expressed as mean + SD and compared using student t test.
FH = family history; BMI = body mass index; SBP = systolic blood pressure; DBP =
diastolic blood pressure. FBS = fasting blood sugar, * = significant; ** = highly
significant; # = insignificant

Results.Ninety-five pregnant women participated in this study (75 GDM, 20 normal
GTT).The mean gestational age of the participants was 26.01 + 3.74 weeks, and the
mean maternal age in the 2 groups was 28.7 + 5.03 years.

The comparison of maternal characteristics of GDM and non-GDM mothers is
summarized in Table 1. No differences between the groups were observed in age,
weight, duration of gestation. However, there were difference in several other
characteristics, including pre-pregnancy BMI, fasting glucose, 1-hour glucose and
concentration of vitamin D3.

The mean age of the patients with GDM was 28, 52+5, 10 years; it was 29,45+4,79
in Non-GDM group (p = 0,832). The mean BMI of patients with GDM and in Non-
GDM were 24,92+5,97 and 24,06:4,68 kg/m?, respectively (p=0,265).

FBG levels were higher in-group with GDM than in Non-GDM (p= 0.00). Group
with higher glucose levels after the 75 gr OGTT (GDM) also had higher FBG levels
than the group that had normal glucose levels after the 75 gr OGTT (Non-GDM)
(p=0.00).

With regard to the serum 25-hydroxy vitamin D3 levels, deficient status (<20 ng/
mL) was present in 64.2% of patients, insufficient status (20-29 ng/mL) was present in
27.3% of patients, and sufficient status (>30 ng/mL) was present in 8.4% of all women
studied (Table 2). 25-hydroxy vitamin D3 deficiency was higher in group with GDM
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than the control group, 16,76+6,88 and 21,06+9,83 respectively ( p =0,03) . The serum
levels of 25-hydroxy vitamin D3 had no significant correlation with age (r = -0.15, P
= 0.1), parity (r = -0.11, P = 0.2), BMI (r = -0.16, P = 0.11), or fasting blood
glucose level (r = -0.22, P = 0.3), but it correlated with glucose level after the 75gr
OGTT ( r=-0,22, P=0,02)

Table 2. Frequency (and Group Percentage) of Different Serum Levels of 25-
Hydroxy Vitamin D3 According to Groups

Vitamin D3 | GDM Non-GDM Total P Value
Level, ng/mL 75 20 95 <0.05
<20 52(69,3%) 9(45%) 61(64,2%) 0,036*
20-29 19(25,3%) 7(35%) 26(27,3%)

>30 4(5,3%) 4(20%) 8(8,4%)

GDM, gestation diabetes mellitus;

P value between 2 groups

Discussion. The primary focus of this work was to determine whether 25(OH)D
concentration differs between mothers with and without GDM. There are still contradictions
about the exact role of vit. D deficiency in the pathogenesis of GDM. Many previous
studies [12,13] reported high prevalence of vitamin D deficiency that reached
approximately 95% among both pregnant and non-pregnant women. This problem also
exists in sunny Tashkent, we found a high prevalence of vitamin D deficiency during
pregnancy. This can be explained by insufficient time spent in the sun, poor diet and lack
of physical activity.

Our results showed that serum levels of 25-hydroxy-vitamin D3 were significantly
lower in GDM compared with the control group. Vitamin D is thought to play a role in
secretion and possibly in the action of insulin. There are some suggested mechanisms that
describe the relationship between vitamin D deficiency and the risk of developing
GDM.

Vitamin D can directly or indirectly regulate the function and secretion of f -cells by

binding their circulating active form, 1,25-hydroxy vitamin D, to the p-cell receptor
of vitamin D, as well as regulating the balance between extracellular and intracellular
pools of calcium B -cells. [14] In addition, vitamin D can increase insulin sensitivity by

stimulating the expression of insulin receptors and enhancing the response of insulin to
glucose transport [15].

There are no sufficient datato describe the relationship between GDM and vitamin
D deficiency. Our findings are in line with those of Maghbooli et al [17] in which serum
concentrations of 25-hydroxy vitamin D levels during 24-28 weeks of gestation were
significantly lower in GDM women than in groups with normal levels of vitamin D.
Clifton-Bligh et al [18] showed that maternal serum 25-hydroxy vitamin D concentrations
were significantly and inversely associated with fasting serum glucose levels. Nevertheless,
some studies could not show any relation between hypovitaminosis D and GDM. Farrant
et al [10] in the United Kingdom showed that, in total, 66% of women had hypovitaminosis
D (serum 25-hydroxy vitamin D concentrations <50 nmol/L), and 31%had levels
below 28 nmol/L. There was no significant association between maternal serum vitamin
D levels and GDM [10]. Also, another study performed in India showed no significant
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association between serum 25-hydroxy vitamin D concentrations (30 weeks of gestation)
and GDM risk.[13,18].

There is acomplexrelationship between vitamin D and obesity.Our study found no
significant association between vitamin D and BMI while other many studies reported
an inverse relation between vit D levels and BMI [19,20].

Conclusion. Our results suggested that rates of vitamin D deficiency are higher
among women with GDM, and the relationship between vitamin D status and glucose
tolerance in pregnancy needs further study.
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AHHOTALIUS
B pesynbTaTe nzydeHus JuTepaTyphl BHISIBJIEHO JOCTOBEPHO BHICOKAS YaCTOTA YIPO3bI
npepbIBaHUS OEPEMEHHOCTH Y KEHIIWH ¢ SHAOKPUHHBIMU NATOJOTMSIMU, B YACTHOCTHU
runepaHaporeHue. A Takxke OOHapyKeHO JOCTOBEPHOE HEraTUBHOE BIUSHHUE
MIIOKOKOPTUKOMAHOM TeparMy Ha 3MOPMOreHe3 M pa3IMUHbIE CUCTEMBbI >KEHIIWHBI.
Koppexkiiys runepaHaporeHuu 1 nepcoHuruUrpoBaHHAas Tepanus B peaArpaBuIapHOM
MEepUOAEL Y XKEHILMH ¢ TUIIEpaHIPOTreHMel MO3BOJISIIOT MPEOI0JIETh KPUTUYECKUE CPOKU
recTaliy U J00UTHCS 0JaronojydyHOro TeYeHUsI U Ucxoaa 0epeMEHHOCTH.
KialoueBble caoBa: runepaHIpOreHus, Hekjaccudeckas (opma BpOXKIECHHOM
JUCHYHKIMU KOPHlI HAAIIOYEYHUKOB, HEBbIHAILIMBAHE OEPEMEHHOCTH.

CLINICAL AND PATHOGENETIC SUBSTANTIATION OF
TREATMENT OF PATIENTS WITH HYPERANDROGENISM

Nigora Marifovna SIDIKOVA

Nodira Hakimovna RUZIEVA

Department of Obstetrics and Gynecology, Pediatric Gynecology,
Tashkent Pediatric Medical Institute, Uzbekistan.

ANNOTATION
A study of the literature revealed a significantly high frequency of threatened abortion
in women with endocrine pathologies, in particular hyperandrogenism. A significant
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negative effect of glucocorticoid therapy on embryogenesis and various systems of a
woman was also found. Correction of hyperandrogenism and individually selected therapy
in the pregravid period in women with hyperandrogenism can overcome the critical
periods of gestation and achieve a successful course and outcome of pregnancy.

Key words: hyperandrogenism, non-classical form of congenital dysfunction of the
adrenal cortex, miscarriage.

Huropa Maspudosaa CUJINKOBA

Homupa XakumoBna PY3UEBA

AKYyILIIEpJIMK Ba TMHEKOJIOTUsI, OoJiajlap TMHEKOJOrusICUu Kadeapacu,
Towkent IMemuatpust Tu66uét UucTUTYTH, Y36€KUCTOH.

IT'NIIEPAHIAPOTEHUA BUJIAH OFPUTAH BEMOPJAPHU
JABOJIAIIHUHI KIIMHUK BA ITATOTEHETUK
ACOCJIAHAIIIN

AHHOTALIUS
ApabuéTimapHu YpraHuIl SHAOKPUH MNATOJIOTUSIIAM a€ajapiaa, XycycaH
TUTIEPaHAPOreHU3MIa XOMMWIAJIOPJAMKHU TYraTUIl XaB(PUHUHI ce3uiapiaud Japaxkana
IOKOpM YacToTacuHU aHukjgaau. LIIyHUHrOexk, TIIOKOKOPTUKOWA TepanmusiCUHUHT
SMOpUOreHe3 Ba a€JIAPHUHT TYypJMd TU3MMJIApUra Ce3wIapid CaJlOuil TabCUPUHU
Kypcatnu. ['unmepanaporeHu3M OujaH aéiapaa OJAMHIAH TpaBUAAp AaBpuia
TUTIEpaHAPOreHU3M Ba MOCJALUTUPUIITAH TePANUSIHU Ty3aTULI MYXUM XOMUJIad0PJIMK
JIaBpJIapUHU €HTUO0, XOMUIAJOPJAMKHUHT XaB(PCU3 KypCU Ba HaTWKajlapura 3pUILIAILI
MYMKVH.
Kaymr cy3aap: runepaHaporeHu3M, TyFMa Oyipak yCTU ITYCTIIOFA AUCHYHKCUSICUHUHT
KJIACCUK OyJIMaraH IIaKjau, TYLIWIIH.

Ha CEerOAHSIIIHMUI IEHb HapsIIy C TMOJUATUOJIOTMUYHOCTBIO JAHHOM ITpo0JIeMbl, OJIHOMU
W3 TIPUYMH HEBBIHALIMBAHUS OCpPEMEHHOCTH SIBAsETCs rurnepaHaporeHus (I'A),
KoTopast BcTpeuaercst y 12-21% xeHmmH u B 21-32% ciaydyaeB sBsieTCsS TTPUYMHON
HEBbIHAILIMBaHUS 6epemeHHocTH [1, 2, 3]. HaubGosee yacteiMu mpuarHamu ['A SIBJISIIOTCS
HekJiaccuueckasi (hopMa BpoxKAeHHOM auchyHKIMKU Kopbl HaanodyeuHukoB (H® BAKH),
OOJILIIMHCTBO CJIydaeB KOTOPOW OOYCJOBJIEHO HEAOCTATOYHOCThIO (pepMeHTa 21-
ruapokcunasbl (21-I'), a Takke CMHAPOMOM MOJMKUCTO3HBIX SMYHUKOB (CITK).
Knaununyeckast kapruna H® BIAKH u CITKA MoxeT ObITh CX0Xel 1 TpeOyeT IpoBeIeHUS
nuddepeHIrnaIbHON TMarHoCTUKM [4, 3].

Hapyuienne obMeHa aHApPOT€HOB IPU OEPEMEHHOCTH IIOBBIIIAET PUCK Pa3BUTHUS
IUTALIEHTAPHOM HEAOCTATOYHOCTH C XapaKTEPHBIMU MOP(POIOrMYeCKUMHU TTPU3HAKAMM:
CHMXXEHHE YAEIbHOTO 00beMa COCYIUCTOrO pyciia U MEXXBOPCUHYATOrO MPOCTPAHCTBA,
U30BITOYHOE OTIOXEHME (PUOpMHOMAA, YBEIMUYEHHE O0beMa CKJIEEHHBIX BOPCHUH,
HaJIM4Yre BbIPaXXEHHOTO (pMOPMHOMIHOrO HEKPO3a, TMAaJIMHO3a 1 CKJIEPO3a COCYIUCTOMN
CTEHKH! C M3MEHEHHEM IPOCBeTa cocynoB [6, 7].

M306b6ITOK aHAPOreHOB BO BpeMsl O€peMEHHOCTH HETaTMBHO BJIMSET Ha IPOLIECCHI
WMIJIAaHTAlMU TJIOAHOTO siilla, COCOOCTBYET HAPYILIEHUIO KpOBOOOpAIlIEHUS B MaTKe,
CKJIEPO3UPOBAHUIO COCYI0B MUOMETPUS W XOPUOHA, Pa3pbiBy COCYA0B, OOpPa30BaAHUIO
PETPOXOPUATBHBIX T€MAaTOM, OTCJIOMKKW XOPUOHA, PA3BUTHUIO MCTMUKO-1LIEPBUKAIbHOMN
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HEAOCTaTOYHOCTH, BBI3bIBAET BUPWJIM3ALMIO MJI0AA KEHCKOro nosia [8, 9 |.

Ha cerogHsmHuii neHb, OCHOBHBIM MAaTOT€HETUYECKUM METOAOM TepaIuu
agpeHaioBoli ['A sBiIsIeTCS HA3HAYEHUE CYIIPECCUBHOM TEpAvM TJTIOKOKOPTUKOUIHBIMU
(I'K) nmpenaparamu. Ilo gaHHBIM JuTepaTypbl, paHHEE Ha3HAY€HUE BBICOKUX 103
JMIeKCaMeTa30Ha MOXET YMEHbBIIATh YaCTOTY YTPO3bl HEBbIHALLIMBAHMS, TIPEIOTBPALLATh
PUCK XpPOHMYECKHUX JIETOYHBIX 3a00JIEBaHUI Y HEIOHOILIEHHBIX HOBOPOXIEHHBIX, HO
HaOMoAa0TCs U HebaronpusITHbIe 3(PMEKThI BKII0Yask TUIIEPTEH3UIO U TUTIEPIJIMKEMUIO
y muagenues [6, 10]. ITo manabeM ['yp C. ¥ coaBT. IpUMeHEHNE TTIOKOKOPTUKOCTEPOUIOB
pekomeHnoBaHo 6oibHbIM H® BI'KH Ha sTame miaHupoBaHust OepeMeHHOCTU. B
OOBIYHON MPAKTUKE, MHOTHE CIIELUATUCTBl HAa3HAYaIOT MIIOKOKOPTUKOCTEPOUIbI YKE
MocCJie HACTYMJEHUSI O0epeMEHHOCTH, Ha OCHOBAHMM IlOKa3aTeJied ypoBHS 17-
TMIPOKCUIPOreCTEpOHa U JeTUAPOINMAHIPOCTEPOHA cyabdaTa B KpoBu. [11]. [1pu sTom
B pabote [perep A. coaBTopoB [12] ObLIO yOeauMTENbHO MOKAa3aHO, YTO IIpU
oepeMeHHocTH Bepudukauus-guarHoda H® BI'KH Bo3MoxHa TOJXBKO NMyTeM
MOJIEKYJISIPHO-TEHETUUECKOTO MCCJIENOBAHMS, a OMNpPEACICHUE YPOBHS aIpeHaT0BbIX
aHAPOTr€HOB B KPOBU HeE SIBIsIETCS MHPOpMaTUBHBIM [ 13].

BiusiHue riioKOKOPTUKOMAOB Ha pa3BUTHE TMIlepTeH3MBHBIX HapyweHuit (I'H) oo
CUX MOp SBJISIETCS OAHMM M3 CHOPHBIX BOIIPOCOB aKyllepckoil mpaktuku. Ho k
COXaJICHUIO, Y KEHIIWH C MPUBBIYHBIM HEBbIHAIIMBAHUEM OEPEMEHHOCTH, CTPAIAIOILINX
runepanaporeHueii (I'A) (HezaBUCUMO OT (DOPMBI), J€UYEHUE TITIOKOKOPTUKOUIHBIMU
npenapatamu (I'K) 1o HacTynieHust 6epeMeHHOCTH, € MOCIEAYIOLIMM MPOAOIKEHUEM
npueMa JeKapCTBEHHOrO CPEICTBAa B T€YEHUE BCE OCEPEMEHHOCTU CUMTAETCS
ob1enpuHATON TakTUKOM [8,10]. B mocinegHee BpeMs IIMPOKO 00CyKAaeTcs TOT (haxT,
yto mMTeabHbIA npueM 'K mpu 6epeMeHHOCTH COMpPSIKEH C BHICOKMM PUCKOM LTS
Matepu U 1uioga. He cMOTpsi Ha MOCTENEHHOE CHMXKEHWM JI03bl C CEPEeAMHBI 2-TO
TPUMECTpaA, COXPAHSIETCS PUCK 3TUX ocaoxHeHuil[14]. Takke, IIUTEIbHBINA MpUEM
I'K mpuBOOUT K aHOMAaJIMSIM pa3BUTUSI COEIUHUTEIbHOM TKaHM, 3aA€PXKKHU pOCTa IUI0JA,
runieprmkemMun [15], 16 |. ITo manueim E.A. IllyctukoBoii (2012) y 1/3 XeHIIMH ¢
I'A, mprHUMAaBIIKX TIIOKOKOPTUKOUIbI, 0EPEMEHHOCTD OCJIOXXHSETCS TUTIEPTEH3UBHBIMU
HapylmeHusaIMu, 3 HUX y 90% xenmuH ¢ A cMmemraHHOTO TreHe3a, KOTOPOe
noareepxkaaercsa nopeilieHUeM 17-OHII, JII'DAC, TectocTepoHa M KopTtu3ona. Tak
KaK FMMNepKOPTU30JIEMUSI MOKET paCCMaTPUBATLCS KaK aHAJIOT MHCYJIMHPE3UCTEHTHOCTHU
W TUNEPUHCYJIUHEMUM, Y BCEX ITUX KECHILMH UMEETCS a0JOMUHATbHO-BUCLIEPAIbHbBIN
TUI OXUPEHUS, apTepualibHas runepreHsusd. [lo BuauMomMy, 5TM MNalMEHTKUA C
HEAWArHOCTUPOBAHHBIM META0O0JMYECKUM CUHApOMOM. Kak M3BeCTHO, B MaTOreHe3e
METa00JIMYECKOTO CUHAPOMA, KaK W MPU TUIEPTEH3MOHHBIX HAPYLICHUSIX, TJIaBHYIO
posib urpaer aUCyHKIUS 3HIoTeamounToB. Ilo manHbeiM Makanapus A.Jl. (2006),
MOBPEXICHUE JUIIOMPOTEUIOB HU3KOW MJIOTHOCTU M OEJIIKOB M3-3a BO3IECWCTBUS
MOBBIIIEHHBIX YPOBHEN TJTFOKO3bI 1 CBOOOAHBIX PAAMKAIOB MPUBOAUT K BOCTIAIUTEIbHBIM
MpoleccaM, B YaCTHOCTU, B COCYIMCTOM CTEHKE pa3BUBAECTCS CUHIPOM CUCTEMHOTO
BocnajurteabHoro orBetra. MHcynuHpesnucreHTHOCTh (MP) crmocoOGcTByeT yCcuiieHUIo
CMHTE3a aHTMOTEH3UHA-2, YCWIEHUIO 0OpaTHOIO TPAaHCTIOPTa HATPUSI M BOABI B MOYKAX,
CHIDXKEHUIO aKTMBHOCTM MeMOpaHHoro ¢gepmeHta Na/K-3aBucumoit AT®-a3bl, 4TO
MPUBOAUT K Pa3BUTHIO apTepuaibHOU rurnepteH3un (Al) Ha poHe GEpeMEHHOCTH U
pUCKY pa3BUTUs npeskiuamicuu. I1o Halmm HabmoneHusM, y oepemeHHbIX ¢ OAA n
I'A, moBbiieHHBbIE YpoBHU aHAaporeHoB (17-OIl, JII'DAC u TectoctepoHa B 1-M
TPUMECTPE MOTYT CIYXWUTh MOBOAOM [JIsI HA3HAYEHUS TJIIOKOKOPTUKOUAOB, C LIEIBIO
KOPPEKIIUU TUIIEPAHAPOTEHWM, HO CJEIYET PAaCCMOTPETb BEPOSTHBIC OCIOXHEHUS
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HaszHaueHUs1 ['KC. Y naHHOI rpyrnmnbl 6€peMEHHBIX UMEET MECTO TUIIEPPEAKTUBHOCTD
TMNOTAJTaMO-MUATYUTAPHO-HAAMOYEYHUKOBOIW CUCTEMBI M T10 3TOMY, YK€ UMEIOLIUICS
M30BbITOK KOPTU30JIa B COYETAHUU C DK30T€HHO BBOAWMBIMU TIIOKOKOPTUKOUIHBIMU
npenaparamMu JIMTEAbHOTO AEWMCTBUS (I€KCAMETa30H) IPUBOISAT K CHUXEHUIO
YYBCTBUTEJBHOCTU TKAaHEM K MHCYJIMHY, 4TO cIlocoOcTByeT pazButuio MP c
KOMITEHCATOPHOM TUIIEpUHCYINHEMHUEH, [16]; sHIoTeInanbHON TUCHYHKIIUMU, YTO B
CBOIO OYepedb NPUBOAUT K pa3BUTHIO MpeskiuamIiicuu. [17]. Y GepemeHHbIX ¢ T'A,
MPUHUMABIINX TIIOKOKOPTUKOWIbI, UMEETCSI COCTOSIHWE TUMEpKoaryasuuu. Takxke
WMEIOTCSI TIPU3HAKKW CHHIpPOMa BHYTpUCOCYAUCTOro cBepThiBaHus (ABC-cunapoma)
[11, 18].

HecmoTpss Ha moOouyHBbIe OEMCTBUSI, IPUMEHEHME JeKcaMeTa30Ha OCTaeTcCs
YHUBEPCAJIILHBIM JICUCHUEM TIPU TUIIEPAHAPOreHUM BO BpeMs OEpEMEHHOCTH, TaK KakK
TOJIBKO 3TOT TJIIOKOKOPTUKOM IMIPOHUKAET Yyepe3 IUaleHTy 0e3 motepb. [1peqHuszomnoH,
TUAPOKOPTU30H Ha 85% paspylialoTcsl IUIalleHTAapHBIMUA (DepMEHTAMHM M K TUIOLY
npakTuyecku He moctymnaet [10].

B cBsg3M ¢ 3TUM eCTh JaHHBIE JUTEPATYypbl O TOM, YTO MpPEKpallleHUE IpuemMa
IIeKCaMeTa30Ha, He IpepbIBaeT O0epEeMEHHOCTb, TaK KaK HAAMNOYEYHUKM IJI01a
KOMITEHCUPYIOT Ae(PULIMT IITIOKOKOPTUKOUAOB Y Matepu. Ho 3T0 MOXeT ObITh MPUYMHOM
BHYTPUYTPOOHOU TUIEPPYHKIMU KOPbI HAAMOYEYHUKOB Yy IUIOJA WM CHU3UTH €ro
aJanTallMOHHbIE BO3MOXHOCTU K BHEYTPOOHOM XU3HU.

Takum ob6pazoMm, nipu I'A nu OAA, y GepeMEHHBIX HELeIeCOOpa3HO OIPEAEsITh
ypoBeHb AI'DA-C, scTpuona, mporectepoHa B KpOBHU/CAOHE AJs moabdopa
TOPMOHAJILHOW Tepanuu. YUUTHIBass B aHAMHE3€ HeTOCTaTOYHOCTD JIIOTEMHOBOM (pa3bl
U T€X, KOMY IPOBOAWIU CTUMYJISLUIO OBYJISLIMHU, LETECOOOpPA3ZHO MPEBEHTHUBHO
Ha3zHayatb. Hamo oTMeTUTh BaXXHOCTb MpPEeATrpaBUAAPHON ITOATOTOBKY XEHIIWH ¢ ['A u
OAA. B cBsI13u ¢ 3TUM, TIaTOr€HETUYECKM OOOCHOBAHHBIM SIBISIETCS Ha3HadYeHUE
MalMEeHTKaM C yXe€ MMellleicsa mucyHKIUEH TumoraiamMo-runodgu3apHoO-
HAaAMOYEYHUKOBOW CHUCTEMbl MU C META0OJMYECKUM CUHAPOMOM, Ha3HAYECHUE
IIOKOKOPTUKOUIHBIX MpenapaToB U MeTpopMuHa namveHTkaMm ¢ I'A. CBoeBpeMeHHast
MTUArHOCTUKA M MAaTOr€HETUYECKM OOOCHOBaHHas Tepanusi ['A MO3BOJIUT MPOBOIMUTH
5 deKTUBHYIO TPOGUIAKTUKY HEBbIHAILIMBAHUSI OEPEMEHHOCTHU Y XXeHIINH ¢ ['A.
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AHHOTALIUS
MccnemoBaHo HaM4me aHTUTENATOLMTAPHBIX aHTUTE B CBIBOPOTKE KPOBU U MOJIOKE
Y C TOKCMYECKNM TelaTUTOM B IEPHUO]I TPyIHOTO BCKAPMJIMBAHUS. YCTAaHOBJICHO HaIM4Me
ayTOAHTUTEJ B TEUEeHME JaKTallui, B OCHOBHOM B CBHIBOPOTKE KPOBH, M B
HE3HaYuTeJbHBIX KOJMYECTBAX B MOJOKE CaMOK KpPBIC, CJI€IOBaTEJbHO,
MMPOTUBOINEYECHOUHbIE aHTUTEJAa MaTepyd NMPU TOKCHMYECKOM TeraTUTe HE SIBISIOTCS
MaTOJOTMUYECKUM areHTOM IS TTOTOMCTBA B T€UEHME TPYJHOTO BCKApMJIMBAHMS.
KnioueBbie ciioBa: remnaTtur, ayTOMMYHHbIE 3a00JieBaHMSI, JlaKTallusi, ChIBOPOTKA
KPOBM, MOJIOKO.

Bakhtiyor Burtkhanovich KHASANOV
Bukhara State Medical Institute

EXPERIMENTAL TOXIC HEPATITIS AND AUTOIMMULOGICAL
PROCESSES IN DURING OF THE LACTATIONS

ANNOTATSION
Presence of antihepatic antibodies in whey of blood and milk at rats with toxic
hepatitis are investigated during breast-feeding. Presence autoantibodies is established in
whey of blood and scant fews in milk of rats during lactation, hence, antihepatic
antibodies of mother at a toxic hepatitis are not the pathological agent for the baby
during breast-feeding.
Key words: hepatitis, autoimmune diseases, lactation, blood serum, milk.
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Bbaxtuép byprxanosnu XACAHOB
byxopo paBiat THOOMET MHCTUTYTU

OKCIHEPUMEHTAJI TOKCUK TEITATUT BA JIAKTAIINA
JTUHAMUKACUJIATA AYTOUMMYH XAPAEHJIAP

AHHOTAIIUA
DKcIeprMeHTaI TOKCUK TeNaTUTIM YPFOUM KaJaMyLIJIApHUHT KOHU Ba CYTUIA SMU3HIII
JaBpuaa aHTUTENATOLUMTAp KapliM aHTUTaHajap aHUKJIaHTaH. DMU3UII JaBpuaa
ayToaHTMTaHaJap acocaH KOH 3apao0uaa Ba yHYa KYI1 OyIMaraH MUKIOpAa KajaMyluiap
CyTUAA aHUKJIAHTaH, AeMaK JKCIIEpUMEHTaJ] TOKCUK TeIaTUT IIapOWMTHIArd OHa
AHTUTEIIATOLMTAp aHTUTaHajap SMU3MII AaBpuIa aBIOd YYYH MaTOJOTHMK areHT
XUCOOJITaHMalaN.
Kamur cy3nap: rematut, ayToMMMYyH KacaJUIMKJap, JaKTalus, KOH 3apao0u, CyT.

BBCI[CHI/IC. YacToTa pa3iMYHBIX 3KCTpareHUTaJbHBIX MATOJOTUM y KEHIIUH
IETOPOIHOTO BO3pacTa Bce elle 3HauuTeabHa. [lpexnme Bcero, yBeanduBaeTCs
JacTOTa XPOHUYECKOTO IMOpaXeHUs TenaToOMIMapHON CUCTEMbl KaK CJIEACTBUE
MEPEHECEHHBIX BUPYCHBIX WM TOKCHUYECKUX TeNaTUTOB, KOTOPbIE IO BIMSIHUEM
HEOJIarOMpPUSTHBIX 3KOJOTMYECKUX YCIOBUM HEPEAKO MPUHUMAKT XPOHUYECKYIO,
3aTsKHY0 hopmy |3, 4].

Bo3MoXHOCTh mepemnayum BUpyca remnaTuTa OT XEHIIMH-Hocutejaeir HbsAg
POIMBIIMMCS AETSAM, Pa3BUTHUS Y YacTu aeteit mepcucteHuun HbsAg, dopMupoBaHus
MEPBUYHO-XPOHUYECKOTO TeIaTUTa He BbI3bIBAET COMHEHU [5, 8]. BmecTe ¢ TeM, oo
CUX MOpP OCTAIOTCS MaJOU3YYEHHBIMM 3HAUYEHUWE ayTOMMMYHHBIX ITPOLIECCOB,
pa3BOpaYMBAIOIIMXCS B MATEPUHCKOM OpraHM3Me MpU TenaTuTax, B IMHAMMKE JIAaKTallur
Y UX BIMSHYE HA pa3BUTHUE ITOTOMCTBA B IIEPUO IPYIHOrO BCKapMJIMBaHUs. Torma Kak
CYILIECTBYET 3HAUUTEJIBHOE YUCIIO UCCIEIOBAHMI YKya3KBaIOIIMX, YTO TEMAaTUT Y MaTepu
MPUBOJIUT K 3aMeIJICHUIO TEMITOB (POPMUPOBAHUS UMMYHHBIX KOMIIOHEHTOB TOHKOIO
KMIIIEYHMKA, a TakKXe M OpraHOB MMMYHHOW CHUCTE€Mbl MOTOMCTBAa B paHHEM
MMOCTHATAJIBHOM OHTOreHe3e [2, 6, 11]. OgHaKo 10 CHX ITOP OCTAeTCS OTKPBITHIM BOIIPOC
O MPUYMHAX U MEXaHU3MaX MPUBOASIIMX K 9TUM U3MEHEHMUSIM.

Llenpro Halero mMcciaeaoBaHUS SBMJIOCHh M3YYEHME TUTPA aHTUIENATOLIMTAPHBIX B
CBIBOPOTKE KPOBU C TOKCUYECKUM TeMaTUTOM B IMHAMUKE JIAKTALIAU.

Matepuan u METOIbl UCCIEA0OBAHNS.

JLtst mpoBeaeHUsT SKCIIEPMMEHTa ObLIM MCITOJIb30BaHbI 3 MECSUYHbBIE MOJIOBO3PEIIbIE
Oenblie 6ecriopogHbie caMKu KpbIc (72) maccoii 120-140 rpamMm. 2KMBOTHBIE COEpXKaIMCh
Ha 0OBIYHOM JIAOOPATOPHOM pALIMOHE Y A0 MPOBEACHUS SKCIIEPUMEHTA B TEUEHUE ABYX
HEOEIb HAXOAWJIMCh B YCIIOBUSIX KapaHTMHA. B KauecTBe Moaeau rermatura HaMu Oblia
KCITOJIb30BaHa XpOHWYECKas reIMoTpuHHast MHTokcukanus [1]. Ilocne cpoka kapaHTHHA
camkaM onbITHOM rpynibl (O) BBoawiu rexuoTpuH B no3e 0,05 Mr/rpaMm Beca Tejia Ha
0,5 Mu1 (PU3MOJIOTMYECKOr0 pacTBOpa MOJKOXHO €XEHEIeJIbHO B TeueHUe 6 Hemenlb,
>KMBOTHBIM KOHTpoJIbHOM Tpymmbl (K) BBogmiau toibko duspactBop. Uepes 10 mHeit
MocJje TMOCJIeIHe MHBEKIUU K CaMKaM MOACaXWBaau caMuUoB. s uccienoBaHus
ObLIM OTOOpaHbI caMKM ONbITHON (40) u KoHTpoabHOM rpynm (32) Ha 1, 3, 7, 15, 21
u 30 cyrku nakrauuu. OnpeneseHue aHTUIrenaToluTapHbIX aHTUuTen popoawin PITTA
no merony boiineHa. ns mMpoBeAeHUST CEPOJIOTMYECKUX PEAKIM MCIOJIb30BAIMCH

1-
3 Kucm | Maxcyc coHn



Buomenuuuna Ba amanuér xypuanu / XKypuaa omomenmuunnt u npaktuku / Journal of biomedicine and practice RNYRIY

cbiBopoTKa KpoBu (0,5 Mi) u o6pasubl Mojoka (0,2 M) B3STbIe Yy CaMOK KpbIC B
BBIIIIEYKA3aHHbBIE CPOKM HCCIEIOBAHUSI. DPUTPOLUUTH OapaHa TOTOBUJIMUCH IO
OOLIENTPUHATON MeToauKe. B KauecTBe aHTHUIeHa KCIOJb30BAJIaCh HaBeCKa MEYECHU
WHTAKTHOM CaMKM KpbIC B KojaudectBe 2,0 T, MOATOTOBKA KOTOPOrO MPOBOAMIACH
BOJIHO-XJIOPO(OPMHBIM 3KCTparupoBaHueM o metony T.A.AnekceeBoii [8]. ConepxxaHue
AHTUTeHAa KOHTPOJMPOBAJIN IO KOJMYECTBY OeyKa, KoTopoe moBomwin no 1%. Jns
0osiee TOYHOTO BBIYMCICHMS M ymoOCTBAa MPU CPAaBHEHUU IOJYYEHHBIEC PE3YJIbTAThI
BoIpaxkanu B log2 [7]. [TonyyeHHble naHHBIE 00padaThiBaIuCh 10 Puiepy-CThIOACHTY,
MOCTOBEPHBIMU CUMTAIM pas3nudus yaosjaetBopstomue P<0,05.

[TonydyeHHBbIe pe3ynabTaThl U OOCYKIECHUE

B pesynbrare Hallero McciaenoBaHus Oblla YCTAaHOBJIEHA OIpeneIeHHAass AMHAMUKA
W3MEHEHUI TUTPA AaHTUTEMATOLIMTAPHBIX aHTUTE KPOBY Y MOJIOKA KPbIC C TOKCUYECKUM
rernaTUTOM B IMHAMUKE JIAaKTalMy. B CBIBOPOTKE KPOBU Y CAMOK OMNBITHOM TPYIMIIbI
cpasy e IIocje pPOoAOB OOHApyKMBAIOTCS ayTOAHTUTEsA JOocTUraiolnue tutpa 1:128,
9Ta TEHACHLMS COXPAHSIETCS 0 3 CYTOK JIaKTalliu, B TO BPEMSI KaK y KOHTPOJIbHOM
TPYMITbl XWBOTHBIX TUTP ayToaHTUTea paBeH 1:8 m 1:4 Ha 1 u 3 mHM mocae poaoB
COOTBETCTBEHHO. B mocienytoiiye CpokKM JIaKTallMd CEPOINO3UTUBHBIMUA OKa3aJUCh
CBIBOPOTKH B pa3BefeHUHU 1:64 BIIOTH 10 KOHIIA JIAKTAaIIMOHHOTO ITeprona. Harmporus,
B KOHTPOJIBHOM TPYIINEe aHTUTEIa OOHAPY>KMBAIOTCS Y CAMOK TOJIBKO 10 7 CYTOK TPYIHOTO
BCKapMJIMBaHUS, HE MpeBblIalole TATpa 1:4, B MOCIEAYIOIIME CPOKM JaKTalluU
HaOJIOAATUCh TOJIBKO CJIEIHI.

B oriuune OoT CHIBOPOTKM KPOBM MPU CEPOJOTMYECKOM HCCIEeIOBAaHUM OOpa3loB
MOJIOKA CAMOK OIIBITHOM I'PYINbI Ha 1 CyTKY MOCie poIoB, ayTOAHTUTEIA ONPEACISTIUCH
B pasBeneHuu 1:8. B mocnenyoimne Cpokrd, MpOTHUBONEYEHOYHBIE aHTUTEIA HE BCeraa
OOHapyXMBAJIUCh Jaxe B pa3BeaeHUM 1:4 . B KOHTpPOJIbHOU rpymmne mokKa3aTelu
CEpPOJIOTUYECKUX HMCCIAECAOBAHUI MOJIOKA B MEPUOJA TPYIHOTO0 BCKaApMJIMBAHUS
CYILIECTBEHHBIX PAa3IMYU OT OMBITHOM TPYMNITbl HE OOHAPYXWUJIN.

s mpoBegeHus1 0ojiee TOYHBIX MCCIEIOBAHUN M BO3MOXHOCTH CpPaBHEHMUS
W3MEHEHUSI TUTPA aHTUTeNATOLUTAPHBIX AHTUTEN B CBIBOPOTKE KPOBU M MOJIOKE CaMOK
KpbIC B IMHAMUKE JIAKTALIMU PE3YJbTAThl CEPOJOTMYECKUX HCCICAOBAHUMN ObLIN
BbIpaxxeHbI B log2 (cM. Tabi1.). CormacHO 3TUM JaHHBIM ITPY TOKCUYECKOM Te€IMOTPUHHOM
rernaTUTe NOSIBJICHUE ayTOAHTUTE MPOTUB MEYEHN XapaKTePHO TOJILKO IS CBIBOPOTKU
KPOBH, KOTOPbI€ IMTPUCYTCTBYIOT BILJIOTh 10 KOHIIA ITIepUOAa IPyaIHOrO BCKapMJIMBAHUS.
B To Bpems1, Kak B 0Opasiax MoJIOKa, IMOJIy4YeHHBIX OT CAMOK C TOKCMYECKMM TeaTUTOM
TUTP ayTOAHTUTEN CYLIECTBEHHO HE OTIMYAJICS OT TAaKOBBIX Y CAMOK KOHTPOJbHOM
TPYIIIIbI.

MN3BecTHO, 4TO XpOHMYECKas TeJUOTPUHHAS MHTOKCUKALIMS MPUBOIUT K
BO3HMKHOBEHHWIO TOKCUYECKOrO renaTuTa, KOTOPbIii B OCHOBHOM MMEET TEHICHINIO K
MPOrPECCUPOBAHMIO, T.€. SIBISIETCSI MOJAEJIbIO arpeCCMBHOIO XPOHMYECKOro rematura
[1]. ITpu akTMBHBIX (pOpMax reNaTUTOB MPOMCXOAUT UBMEHEHUSI B UMMYHHOM CTaTycCe,
B YaCTHOCTM OTME€YaloTCs Tiyookue maMeHeHus B T- m B-cucteMax MMMyHMUTETa U
MPOMCXOAUT HapacTaHWE TUTPA UMMYHOTIJIOOYJIMHOB Pa3JIMUYHbIX KJIACCOB, YBEJIMUYCHUE
ramMa-@pakiuuu TI00yJIUHOB, SBASETCS KPUTEPUSIMHU OLUEHKM aKTUBHOCTU
pa3BUBAIOLIETOCS MAaTOJOTMYECKOTO Ipolecca. B ciayyasx mepexoma mpouecca B
XpOHUYECKYIO (OopMYy Ha (DOHE HE3HAYMUTEIBHOTO YMEHbIIEHUS T-XeImepoB CylIeCTBEHHO
CHMKAeTCs KoJIMuecTBO T-cyrnpecccopoB (KMJIEPOB), UYTO CIIOCOOCTBYET 0Opa30BaHUIO
MPOTUBOIIEYEHOYHBIX AHTUTEJ M aKTUBU3ALMM MaToJOrMyeckoro mpounecca [3, 9].
PesynpTaThl Hallero ucciiegoBaHUs €lle pa3 IMoKas3aJlu, YTO TeIMOTPUHHAS
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MHTOKCHUKALIASI CAMOK KPBIC 1O OEpPEMEHHOCTU SIBJISETCS ITyCKOBBIM MEXaHU3MOM
ayToaJJIEpruuyecKoro Ipolecca, IMporpecCUpyolliero ¢ rTeueHueM BpeMeHu. Hapsny ¢
5TUM, OTHOCHUTEJIIbHO HEBBICOKWE TUTPbI MPOTUBOIIEYEHOUYHBIX AHTUTEN B ChIBOPOTKE
KPOBHU, IIO-BUAMMOMY, CBSI3aHbI, C MU3MCHECHUSIMU, IPOUCXOASIIMMU B OPraHU3ME
MaTepu B IMHAMUKE OEpEeMEHHOCTU U JIAKTALlMU, CTUMYJIMPYIOLLMMHU PereHepaluOHHbIE
npouecchl. [Toutu aByKpaTHOE IpPEBBILIEHNE TUTPA ayTOAHTUTEN Cpa3y MOCjie pPOIOB,
OTHOCHUTEJILHO JajibHellero nepuoaa gaktauuu (1:128 Ha 1 cytrku u  1:64 B
MOCJIeAYIOLIME CPOKM JIaKTallMM), BO3MOXHO, OOBSICHSIETCSI BO3ACUCTBUEM ILIOAA,
Yy>KEepPOAHOIO IS OpraHu3Ma MaTepH.

Tabnuua. U3MeHeHre aKTUBHOCTH ITPOTUBOIIEYEHOYHBIX AHTUTEN B KPOBU 1 MOJIOKE
CaMOK KPBbIC C XPOHUYECKOM TMeJIMOTPUHHOM WHTOKCUKALIMEN B IMHAMMKE JaKTallUU
(maHHbIE BbIpaxXeHbl B log2 , M:m)

Hccnenyemsli I'p. Cpoxku JaxkTaunuu (BcCyTkax)
MaTepuaJ K-X 1 3 7 14 21
K 1,68+ 0,75+ 0,68+ 0,48+ 0,33+
0,158 0,161 0,149 0,142 0,104
Kpoeb
o 6,03+ 5,45+ 5,10+ 4,90+ 4,73+
0,089* 0,127* 0,114* 0,120%* 0,114*
K 1,60+ 1,48+ 1,30+ 0,83+ 0,78+
0,206 0,089 0,082 0,196 0,164
Mo.Jioxo
o 3,75+ 3,45+ 3,43+ 2,00+ 1,95+
0,133 0,158 0,212 0,199 0,225

[TpuMmeuanue: * - pa3nuuus TOCTOBEPHbI OTHOCUTEIBbHO KOHTpoasd nipu  P<0,05
Hanuure He3HAYUTENBbHOIO KOJIMYECTBA aHTUTE] B MOJIOKE B MEPUOI JIAKTallWU,
YKa3bIBa€T Ha TO, YTO INMPUUYMHON MUCTPOPUUYECKUX MU3MEHEHUM B MEYECHU KPBICT,
POXIEHHBIX MHTAKTHOW KPBICHI, IIPU BCKAPMJIMBAHUU UX CAMKOM C TreJIMOTPUHHBIM
rematutoMm [4], SBISIOTCS HE ayTOaHTUTeda, a BO3MOXHO, IeNaTOTOKCHUHBI,
00pasylluecss B OpraHu3Me MaTepu, BCAEACTBUE HapylleHU GyHKiui redeHu |10,
11, 12].
Takum o0Opa3oM, MOJy4eHHBIE HAMU Pe3yJbTaThbl MO3BOJSIOT CAeJaTh BbIBO/,
YTO B KPOBHU CAMOK KPBIC C TOKCMYECKMM TEMaTUTOM IIOCJIE€ POJOB U B JTUHAMUKE
JIJAKTallUM OIPEACIISIOTCS MPOTUBONEUYCHOUYHBIE aHTUTEIA, HO B IEPUOI TPYIHOTO
BCKapMJIMBAHUSI, OHU MEPEAAIOTCS KPBICATAM 4Yepe3 MOJOKO B HE3HAYUTEIbHBIX
KOJIMYECTBAX M, CKOpPEE BCEro, HE SBJSIOTCSI OCHOBHOW MNPUYMHON OTCTaBaHUS
CTAHOBJIEHUSI OPraHOB MUILEBAPUTEIBbHONM MU UMMYHHOIM CUCTEM ITOTOMCTBA.
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nepvoga MpoXuBarlIue B I'. YpreHda, M3ydeHO MeTtogoM aHTpornomeTrpuu o H.X.
[IomupsaeBy u coabT. (1998), a TakKe BapuMallMOHHO-CTATUCTUUYECKHUM METOAOM.
ITokazatenu poctay AeTel XKeHCKOTro MoJjia B Bo3pacTe OoT lroma a0 7 JIET yBeJIMYMBaJIUCh
B 1,64pa3a, or 7 no 16 et yBeamnumBalorcd B 1,34 pa3a; a macca Tena 10 7 j1eT B 2,26
paza. [lokasarenu pasmepa OKpYy>KHOCTH I'PyIHOM KJIETKM B Ttay3e ¢ 1 o 16 yer, y uig
XeHCKoro mojia B 1,45 pa3za. HauGonpiumii TeMn pocta y JI€BOYEK BBISIBISIETCS B 7
JIETHEM BO3pacTe, OKPYXXHOCTh I'PyIHON KiaeTKu cocrtaBiseT 195 %, a ¢ 7 no 16 ner
142 % 110 CpaBHEHUIO C OJHOJETHUM pPEOCHKOM.
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Republic of Uzbekistan
EVALUATION OF ANTHROPOMETRIC INDICATORS OF
HEALTHY GIRLS RESIDING IN THE CITY OF URGENCH

ANNOTATSION
Objects of study, healthy girls from newborn period to adolescence period. living in
the city Urgench, studied by anthropometry methods of N.H.Shomirzaev and co-
authors (1998), and by variation-statistical methods. Parameters of growth in female
children aged 1 year to 7 years, increased by 1,64 times, while the body weight of up
to 7 years at 2.26 times and from 7 to 16 years increased to 1.34 times, the mass of the
body and up to 7 years 2.26. Size measure the circumference of the chest in a pause from
1 to 16 years, in females is 1.45 times greater. The highest growth rate among girls is
detected at 7 years of age, chest circumference is 196%, compared with an annual child
and from 7 to 16 years of 142% compared to one year old child.
Keywords: anthropometry, parameters of growth, adolescence period

Mansypa batuposia TYPAMYPATOBA

AnaTtomus kadeapacu, TOlLIKeHT TMOOMET aKaaeMUSICU
VYpranu dbwiman, Y30eKUCTOH

JInnopom baxtuaposna AJIMJIBEKOBA

AHaToMu$1 Ba KJIMHUK aHaToMus Kadeapacu,
TolIKeHT TUOOUET aKaneMusiCH, Y36eKICTOH

YPTAHY IIAXPUJIA SITIOBYU COFJIOM KHU3
BOJIAJJAPHUHT AHTPOIIOMETPUK KYPCATKUYWIAPUHU
BAXOJIAIII

AHHOTALIUS
TangkuKOoT 00beKTIIApKU: YpraHyu Liaxpuaa siaiadrad COFJIOM YCIIMPUHIIMK JaBpUrada
oynran ku3 6onanapaa H.X.I[IIomup3aes Ba 6omkanap. (1998), ycynu 6yitnya yTKasuil
LIIYHUHTAEK, BAPUALIMOH-CTaTUCTUK YCYJI OMJIaH aHTPOMOMeTpus yTKasuul. 1 €émpgan 7
émraya OynraH Ku3 OoJlaJlapHUHT Ycuin cypbatiapu 1,64 Gapasapra, 7 €mmaH 16
émrayva - 1,34 GapaBapra; Ba 7 €mraya OyJraH taHa Ba3HU 2,26 mapra. 1 émmaH 16
€imraya OyaraH maysaga KyKpak aTpodUMHHU Yadaul KypcaTKudjaapu, aéianapaa oy 1,45
maprta. Kuznapaa sHT 10Kopu Yculll cypbaTd 7 €igaH Oouniad aHuKIaHaau, KYKpak
Kadacu atpodaapu 195%, 7 émgan 16 €mrava sca oup éuiu 6os1ara Hucoatan 142%.
Kammr cy3nap: anTporiomeTrpus, YCUII KypcaTKU4aapu,yCOUPUHINK OaBpU

AKTyaanOCTb. B Haitieii ctpaHe ocyllecTBisIeTcs: BecoMasi paboTa o OXpaHe 310pOBbsI
MaTepu U pedbeHKa, TapMOHUYHOMY BOCIIUTAHMIO TTOAPACTAIOLIEro MOKoaeHus. 13
anpens 2009 roga IIpesnaenTom Pecniybnnku Y30eKucTaH NOANIMCAHO MOCTAHOBJIEHNE
"O DOMOJHUTEIbHBIX MepaX IO OXpaHe 3M0POBbSl MaTepu U pedbeHKa, (POPMUPOBAHUS
3M0POBOTro MOKOJEHUS", a TakKe 1 1IoJIst 3TOro Xe rojaa riaBoit Pecry0avku nmoamnmucaHo
nocraHosieHue "O mporpamMme Mep MO JaJbHEHWIIEeMY YCUJICHWIO W TIOBBIIICHUIO
5 HEKTUBHOCTU MPOBOAUMOMN PadOThI MO YKPEIUICHUIO PEMPOAYKTUBHOIO 300POBbS
HaCeJICHUS, POXIACHUIO 310POBOro pebeHKa, (OPMUPOBAHUIO (PUUUECKA U TYXOBHO
pa3BuToro nokojeHus Ha 2009-2013 roasr”. [1] M3ydyeHue AETCKOTro U MOAPOCTKOBOTO
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BO3pacTa Ype3BblUailHO BaXKHO, TaK KaK OH ompenessieT (pu3nyeckoe U HpaBCTBEHHOE
COCTOSIHME YyesioBeKa B OyayiueM [2,3,5]. [TogpocTKOBEI NEpUO IBISIETCS KPUTUIECKUM
MepUOAOM MOCTHATAJbHOTO Pa3BUTHUSI, AJSI KOTOPOTO XapaKTepHO MHOXECTBO
TICUXOJIOTMYECKNX 0COOeHHOCTEN.[6,7,8,9].

MN3yueHue cocTossHus aemMorpaduyeckoil CUTyallMd AeTeld W MOJAPOCTKOB B
V3b6ekucTaHe-oqHa M3 CaMbIX OCTPBIX COLMAJIbHO-3KOHOMUYECKUX IpodiaeM,
3aTparuBalIIMX MHTEpPEChl HallMOHaldbHOM Oe3omacHocTu.[10,11,12] B cBg3mu ¢
BBLILLIEONTMCAHHBIM, OAHONM M3 BaXXHEHWIIMX 3amad MoOp@OJOroB SBISETCS M3YyYEeHUE
BO3PAacTHBIX, WHAWBUAYAJbHBIX, MOJOBBIX M aHTPOIOMETPUUECKNX OCOOCHHOCTEH
opraHm3Ma Ha pa3JIM4YHBIX dTallaX OHTOTeHe3a MPY pa3HbIX KOHKPETHBIX YCIOBUSIX U HA
9TOI OCHOBE pa3padOTKy MpodUIaKTUIECKUX MeponpusaTuii. [13,14,15]

Lenb uccnenoBanusi: U3ydnth onpenaeneHHy0 IMHAMUKY U TTapaMeTpbl (DU3UYeCKOro
pa3BUTHUS IeTeil U TTOAPOCTKOB B ropoje YpreHue.

Martepuan U MeToAbl MccienoBaHUs. MaTepuajoM IJisi MCCIEeI0BaHUS CIYXUJIU
MPaKTUYECKM 300POBBIE AETU, U3 POAMILHBIX TOMOB, BOCIUTAHHUKM JETCKUX CalOB U
yyaluecs ko r. YpreHua. Becero oocinenoBaHo 220 aereit, u3 Hux 120 Maab4yuKOB U
122 neBoyeK B BO3pacTe OT HOBOPOXAEHHOro mepuona no 17 aer. OOuue
aHTPOMOMETPUUECKME TMOKa3aTeJM M3y4YeHbl B CIEAYIOIIeM MOpsiAKe: mMacca Tejaa
M3MepeHa ¢ TMTOMOILIbI0O MEAUIIMHCKHUX BECOB, TPeIHa3HAYEHHBIX JJIsI HOBOPOXIEHHBIX
U B3pOCbIX (KT). 11 m3MepeHust pocTa CTOSI, UCIIOJb30BaH POCTOMEDP CTaHAAPTHOTO
tumna. [lpu 3TOM Teno peGeHKa HAaXOAUJIOCh CBOOOMHO, HE KacasiCh BEPTUKAIbHON
mwiaHku.[16] TIpoBegeHb M3MEpeHUs UIMHBI KOpryca WJIM POCTa, CHUASI, a TaKXe
JIJIAHBI TynoBUIAa. OKPYKHOCTh IPYIHON KJIETKU U3MEPSIJIA C TTIOMOIIBIO M3MEPUTEIHHOMN
JieHThl. [lonyyeHHbIe JTaHHBIE MTOJABEeprajyd CTaTUCTUUECKOI 00paboTKe Ha KOMIIbIOTEpPe
¢ TIOMOIIIBIO TTporpamMMHoro 1akera Microsoft office Excel 2007, Bkiiouast ucrosib3oBaH1e
BCTPOEHHBIX (PYHKIMIA CTATUCTUUYECKON 00pabOTKU.

PesynbTaThl MccaenoBaHus U ux oocyxaeHue. MccinenoBaHus mokasajiu, 4To BeC y
HOBOpOXIeHHbIX mepBbie 10 mHeir B cpemHem Mexay 3050-3750 r. Kak moxkazanu
nepBbie 3-5 AHEH mocje poXAEHUs, MPOUCXOAUT (PU3MOornyecKas moTepsi B Bece B
pa3mepe ot 200 mo 245 r or mepBOHauyaJabHOTO Beca. IlepBoHauyaabHBIN BeEC
BOCCTaHaBiuBaeTcsl B TedeHue 10-12 gHel mociie poXIeHUs, B 3TO BpeMs IIWHA
yBeauuuBaeTcsd Ha 1,3- 2,1 cm.

ITokazatenu pocra geteid xkeHckoro moia oT 45,0 cm go 54,0 cM, B cpeaHeMm
cocraBisag 49,4+2,13 cm. Macca teira kosieb6anach oT 3,28 Kr g0 3,65 Xr, B cpeaHeM
ob11a paBHa 3,35€0,19 xr.

OKpyXHOCTb TPyAu B May3e HaxoauTcs B npeaenax ot 10,7 go 13,7 cMm, B cpeaHem
- 12,5<0,51 cm. Ha BricoTe Bioxa rpyam Koiebiercs oT 11,99 no 14,6 cM, B cpegHeM
13,20+0,54 cm. I1pu moaHom Baoxe - ot 12,7 cm po 12,85 cm, B cpeaHem 12,7+0,57 cwM,
MOMEePEeYHbIN AuaMeTp rpyau Kojeonercs ot 7,19 mo 10,6 cMm, B cpenHeMm - 8,74=0,32
CM.

Poct y nmereit 1 roma ot 61,3 cm o 77,0 cM, B cpenHeM cocTaBiss 68,3+2,72 cM.
Macca Ttena kosnebanzach ot 6,6 Kr 1o 9,8 Kr, B cpeqHeM Obuta paBHa 8,20+0,41 K.
OKpyXHOCTb TPYAU B Iay3e HaXOAUTCs B mpeaeax ot 28,3 go 33,3 cM, B CpeaHeM -
31,8«1,12 cM. Ilokaszarenun Ha BbICOTE BAOXa KoJjiebetrcs ot 29,23 no 35,97¢cm, B cpegHeM
32,6+1,62 cm. I1pu momHOM BHoxe - ot 29,9 cM mo 33,9 cMm, B cpeaHem 31,6<1,12 cmM,
MoTepeYHbIi TuamMeTp Tpyau Kojeoserces ot 8.0 1o 10,9 cm, B cpenHeM - 9,45+ 0,67 cM.

Poct y mereit 2 roga or 79,6 cm no 90,4cM, B cpeaHeM coctaBiissg 82,72+4,00 cM.
Macca Tena xkonebanacos otl2,7 kr go 15,5 kxr, B cpenHeM Obu1a paBHa 13,33+0,54 xr.
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OKpy>XHOCTb IpyaM B Iay3e HaxomauTcsd B npeaenax ot 34,4 no 37,0 cMm, B cpeaHeM
- 34,89+1,36 cM. DTO MoKa3aTelb Ha BBICOTE BIoxa Kojebiaercs oT 35 mo 37,6 cMm, B
cpenHeM 36,5+1,23 cm. I1pu oaHOM Booxe - ot 34 cm 1o 38,4 cM, B cpenHeM 35,8+1,37
CM, TIONEpeYHbIi auaMeTp rpyau konaeodnercs ot 11,0 mo 12,12 cMm, B cpeaHeM -
11,5+0,50 cm.

MccnenoBaHus mokasajim, 4TO POCT y AeTel 3 JIET 3KEHCKOTO I10jla BAapbUPOBaI OT
85,0 cm 1o 93,0 cm, B cpenHeM cocTtabisis 88,43+4,34 cm. Macca Tena Konebanach OT
12,5 no 14,6 kr, B cpeaHem Obuta paBHa 13,7+0,76 Xr.

VY nereii 3 neT XEHCKOTO 1M0J1a OKPYKHOCTh TPYIM B May3e HAXOAUTCS B Mpeaeaax oT
45,2 mo 53,3 cMm, B cpeaHeM - 47,55:+2,34cM. DTOT mokKasaTesJlb Ha BBICOTE BIOXa
Koseonercs ot 46,6 1o 52,4 cMm, B cpenHeM 48,2+2,38cwm. [1pu mosHoM Boxe - ot 43,8
cMm 10 51 cMm B cpeaHem 47,4+2,04 cM. Y neteit 3 JIeT XKEHCKOIO I10Jia MOIEepPeYHbIA
auaMeTp rpyau kojeoaercsa ot 13,9 no 18,0 cm, B cpeagHem-15,5+0,48 cm.

YcTaHOBIEHO, UTO POCT Y JAeTeit 4 eT )KeHCKOro nojia BapbrupoBaa oT 89 cm go 103,3
cM, B cpenHeM cocTaBigsa 97+3,34 cMm. Macca tena Kojebanach ot 12,7 1o 15,6 xr, B
cpenHeM Obuia paBHa 15,4+1,0 kr.

VY neteii 4 net xeHckoro 1oJjia. OKpyXXHOCTb Tpyau B ITay3€ HAXOAMUTCS B Mpeaeaax
oT 48 10 57¢cM, B cpeaHeM - 52,3,0+2,34 cM. DTo 1oKaszaTesib Ha BLICOTE BIOXa KOJIeOIeTCs
or 50 mo 56cm, B cpemHeM 53,4:2,12 cm. Ilpu moanom Baoxe ot 51,8 mo 56,4, B
cpenHeM 52,0:2,34 cM. Y gereit 4 neT XEHCKOro IoJjia MOIEePEeYHbIA AruaMeTp Tpyau
Kosie6aercsa ot 12,3 oo 18,4 cm, B cpenHeM - 17,4+0,32 cm.

Poct nereit 5 netr x)eHckoro moJia BapbupoBaa oT 101 cm mo 108 cMm, B cpeaHem
cocranisag 102,0+4,67 cm. Macca tena Konebanach ot 15,6 1o 17,9 kr, B cpenHeM OblIa
paBHa 15,8€0,78 Kr.

VY nereii 5 net xeHckoro 1ojia. OKpy>XXHOCTb Tpyau B ITay3€ HAXOAMTCS B Mpeaeaax
ot 52 10 57 cM, B cpemHeM - 53,4+2,67 cM. DTO TTOKa3aTesIb Ha BHICOTE BIOXA KOJIEOIETCS
oT 53,2 no 58,6 cM, B cpenHeM 54,0+2,67 cm. I1pn momHom Booxe ot 51,3 mo 57,7, B
cpenHeM- 58,2+2,56 cM. Y mereii 5 JIeT XXEHCKOTo I0j1a MONEPEUYHbId JuaMeTp Tpyau
Koseonercsa ot 13,2 no 24,6 cM, B cpeaHeM-18,9:0,24 cm.

JnnHa pocra y gereil 6 j1eT XKeHcKoro Ioja Bapeupoai or 107 cm mo 117,5 cm, B
cpenHeM coctasiss - 112,0+5,12 cm. Macca tena konedanack ot 15,9 oo 22,1 xr, B
cpenHeM Obla paBHa 19,0+1,09 xr.

VY nereiil 6 JeT 3XKEHCKOTO 10JIa, OKPYKHOCTh IPYIM B ITay3e HAXOOUTCS B ITpeaeiax
oT 53,4 no 60,4 cMm, B cpegHeMm - 55,8+0,27 cM. DTO mokKa3aTeib Ha BBICOTE BIOXa
Koseonercsa ot 54,9 no 62,4 cm, B cpeaHem 57,0:2,67 cm. I1pu motHOM Broxe oT 52,9
1o 59,9 B cpenHeM 56,4:2,54 cMm. Y nmereit 6 j1eT JKEHCKOTO 1oJia MOIepeYHbIid JuaMeTp
rpyau kojeonercs ot 14,8cm n1019,5¢m, B cpenHem-17,5 + 0,45 cm.

[nvHa pocTa y geteit 771eT KeHCKOro 1oJjia BapsupoBai oT 117,0 cMm mo 127,0 cw,
B cpegHeM cocTaBissa 122,0+5,12 cm. Macca Tena kojnebanachk ot 16,2 no 21,8 xr, B
cpenHeM Obla paBHa 19,0+1,06 xr. Y mereii 7 JeT XEHCKOTO I10J1a, OKPY>KHOCTh TPYIN
B ITay3e Haxogurtcs B mpeaenax ot 54,0 mo 64,2 cMm, B cpeaHem - 60,2+3,11 cMm. D10
ToKa3aTeJib Ha BBICOTE BIoxa Koseosercst ot 56,0 mo 67,2 cMm, B cpenHeM 60,0+2,88 cM.
ITpu momHoM Booxe ot 55,0 mo 63,4 B cpenHeM 58,2+2,56 cM. TTONEepeYHbI JUaMETP
rpyau Koneosercst ot 16,9cm 1019,5¢cMm, B cpenHem-18,2 € 0,53 cMm.

PocT nereit 8 jer XKeHcKoro Iojla BapbupoBajoch oT 117,8 cm mo 136,4 cMm, B
cpenHeM coctaBigsa 127,1+5,45 cm. Macca Tena kosieb6anack ot 16,4 no 32,0 xr, B
cpenHeM ObLia paBHa 24,2+1,43 Kr.

VY nereii 8 neT XEHCKOTO 1M0J1a OKPYKHOCTh TPYIM B May3e HAXOAUTCS B Mpeaeaax oT
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54,4 no 66,4 cM, B cpenHeM - 60,4:3,19 cMm. DTOT MoKaszaTeJab Ha BBICOTE BIOXa
Kosaeonercsa ot 57,0 no 68,2 cM, B cpenHeM 60,3+2,99cm. Ipu mosHoM Baoxe ot 55,2
1o 65,1 B cpeqnem 60,0€2,70 cM., morepeyHbIi TMaMeTp Tpyau Kojiebdercs ot 14,8 cm
1o 19,5¢m, B cpenHeM - 19,7 0,76 cM.

PocT pereit 9 jer XeHCKoOro Iojla BapbupoBajoch oT 124,6 cm mo 1394 cMm, B
cpenHeM coctaBiss 132,0+5,45 cm. Macca Tena kojebanach ot 18,1 mo 32,0 xr, B
cpenHeM ObL1a paBHa 25,0+1,43 kr.

VY nereii 9 neT XEeHCKOTO 1MoJa OKPY:KHOCTh TPYIM B May3e HAXOAUTCS B Mpeaeaax oT
59,1 o 75,0 cM, B cpemHeMm - 60,4,0+3,19 cMm. DTOT mMoKaszarejab Ha BBICOTE BIOXa
Koseonercsa ot 59,3 no 76,0 cM, B cpeaHem 63,7+2,99 cMm. I1pu momHoM Broxe oT 59,0
1o 76,0 B cpenHeM 63,4+2,68 cM. Y nmereit 9 j1eT XKEHCKOTO 1oJia MOINepeYHbIil JuaMeTp
rpyau kKojyeoaercsa ot 18,4 no 23,9 cM, B cpenHeM - 19,5€0,78 cwM.

Poct npereit 10 yeT XeHCKoro mosa BapbupoBajioch oT 115,8 cm go 139,4 cMm, B
cpenHeM cocrtaBigsa 136,0+3,45 cm. Macca Tena kosieb6anack ot 22,0 o 24,0 xr, B
cpenHeM ObL1a paBHa 28,23+1,37 Kr.

VY nereit 10 net xxeHckoro noja OKPY>XHOCTb TPYIM B May3€ HAXOAUTCS B Mpeaenaax
oT 57,710 73,0 cMm, B cpenHeM - 62,9+3,01 cM. DTOT moka3aTelb Ha BBICOTE BIOXa
koseonercsa ot 59,0 no 77,0 cM, B cpeaHem 63,7+2,98 cMm. I1pn mosHOM BIoxe oT 56,1
1o 73,5 B cpenHeMm 63,8+0,64 cMm.

HMccnenoBanus mokasanau, 4To pocT y aereit 11 jget XeHCKOro ImoJia BapbupoBaJ OT
134,0 cm mo 152,0 cMm, B cpeaHem coctabisist 143,0+5,45¢m. Macca Tena Kosebaiach
oT 24,6 mo 44,0 xr, B cpenHeM Obuta paBHa 28,0+1,67 XT.

VY nereit 11 net xxeHckoro noja OKPYKHOCTb TPYIM B May3€ HAXOAUTCS B Mpeaeaax
ot 60,0 1o 72,5 cM, B cpegHeM - 66,0+3,23 cM. DTOT mokKa3aTeJ b Ha BBICOTE BIOXa
Kkosaebnercsa ot 61,1 go 78,0 cm, B cpenHem 68,0€0,52 cm. I1pu momHOM Broxe ot 59,2
1o 75,0 B cpenHem 65,8+0,49 cM.

HMccnenoBanus mokasaiau, 4To pocT y aeteit 12 jget KeHCKOTro IoJjia BapbUpoOBaJl OT
136,7 cM mo 159,0 cMm, B cpeaHem coctasisst 143,0+5,34 cm. Macca tenta Kojiebajiach
oT 29,2 no 50,5 kr, B cpenHeM Obuta paBHa 30,1+1,65 Kr.

VY nereit 12 net xeHckoro noja OKPY>XHOCTb TPyIX B May3€ HAXOAUTCS B Mpeaenaax
oT 61,6 1o 76,7 cM, B cpenHeM - 68,95+2,53cM. DTOT moKaszaTeab Ha BBICOTE BIOXa
kosaeonercsa ot 64,0 no 77,0 cm, B cpenrem 71,0€0,48 cm. I1pu momHOM Broxe ot 62,9
1o 76,0 B cpenHeM 69,8+0,49¢cM.

Poct nmereit 13 neTr XeHckoro mosa BapbupoBaioch oT 140,8 cm mo 156,4 cMm, B
cpenHeMm cocrtaBigsa 148,0<6,87 cm. Macca Tena kosieb6anack ot 26,8 o 37,0 xr, B
cpenHeM Obla paBHa 31,9+1,77 K.

VY nereit 13 net xxeHckoro nosia. OKpy>XHOCTb TPyIM B May3€ HAXOAUTCS B Mpeaeaax
oT 62,1 no 77,3 cM, B cpegHeM - 69,7+3,35 cM. DTO mokKa3aTeib Ha BBICOTE BIOXa
Koseonercsa ot 65 no 80 cMm, B cpenHem 73,11+3,23 cm. I1pu moaHOM Bmoxe - ot 63,9
cM 10 75,9 cM, B cpeaHeM 69,9:2,94 cm. Y meteii 12 jeT XKEHCKOTO MoJia MOIepeYHbIA
IraMeTp rpyau Koseoiercs ot 17,9 no 27,6 cMm, B cpenHeM - 23,7+0,82 cm.

Poct nmereit 14 ner XeHckoro mosia BapbupoBajoch oT 140,6 cm mo 157,4 cMm, B
cpenHeM coctaBiss 150,0+7,34 cm. Macca Tena kojebanach ot 33,0 no 44,0 xr, B
cpenHeM ObL1a paBHa 39,45+1,45 kr.

VY nereit 14 net xeHckoro nosua, OKpy>XHOCTb TPYyAY B May3e HAXOOMUTCS B Mpeaeaax
oT 65,0 1o 79 cMm, B cpenHem - 70,20 = 3,34 cMm. DTOT IOKa3aTeslb Ha BBICOTE JOXa
KoJjiebiercs ot 63,8 o

VY nereit 14 neT XeHCKOro noJja MorepeyHblil AuaMeTp Ipyau Kojeoaercs ot 23,5 1o
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27,09 cM, B cpegHeM - 25,29 =1,00cm

VY nereit 14 j1eT XXeHCKOIo MoJjia, OKPY>KHOCTb TPYIY B ITay3€ HAXOAWUTCS B Mpeaeaax
oT 65,4 1o 79cMm, B cpegHem - 72,20 = 3,34cMm. DTOT mokaszaTeJdb Ha BBICOTE J0Xa
Kosaeonerca ot 63,8 mo 80,2 cM, B cpenHeM 72,0+3,11 cM. Ilpn mosiHOM BHOXE - OT
66,4cm 10 76,0 cM, B cpenHeM 71,2+3,33 cMm

HMccnenoBanus mokasaiau, 4To pocT y AeTeit 15 jget KeHCKOro IoJjia BapbupoBaJl OT
144,3 cm go 160,0 cM, B cpeaHeM coctasisas 152,0+7,89 cm. Macca teira Kojrebaiach
oT 25,3 no 58,7 kr, B cpenHeM Obl1a paBHa 42,0+1,65 Kr.

VY nereit 15 net xxeHckoro nosua, OKpy>XHOCTb TPy B May3€ HAXOOUTCS B Mpeaeaax
oT 66,1 1o 80,0 cMm, B cpegHeMm - 72,4+3,67 cM. DTO mMoKa3aTeib Ha BBICOTE BIOXa
Kosaeonercsa ot 69,5 no 83,01 cMm, B cpenHem 72,04+3,63 cM. IIpu moaHOM BIoOxe - OT
69,5 cm 1o 83,0 cM, B cpenHeM 74,0+2,78 cMm. Y nmereit 15 jieT momepeyHbIid JuaMeTp
rpyau koneosaercs ot 24,0 mo 30,0 cMm, B cpeaHem - 28,0+1,08 cMm.

Poct y nmereit 16 ner keHckoro mosa BapbupoBas oT 157,0 cm mo 168,0 cMm, B
cpenHeM coctaBigsa 162,0<6,55 cm. Macca Tena kosieb6anack or 40,3 mo 53,2 xr, B
cpeaHeM Oblia paBHa 46,2+2,24 xr.

VY nereii 16 net xeHckoro nona, OKpy>KHOCTb IPYIX B Iay3e HAXOOUTCS B IIpeaeiax
oT 64,1 mo 76 cMm, B cpenHeM - 74,0+3,70 cM. DTOT mokKa3aTelb Ha BBICOTE BIOXa
Koseonercs ot 67,8 1o 79,3 cMm, B cpenHeM 75,9+3,68 cMm. I1pu mosrHoM Broxe - ot 72,7
cM 1o 77,3 cM, B cpeaHeM 74,4+3,67 cm. Y geteit 16 et monepevyHblil AuaMeTp Tpyau
Kosebnercsa ot 22,4 1o 26,9 cMm, B cpenHeM - 28,0+1,23 cM.

BriBoapl.

1. Poct y mereit >keHCKOro noJja B Bo3pacte ot 1 roga no 7 aet 1,75 pa3za, ot 7 no.
16 ner yBermuuBaetrcsd 1,43 pa3; a Macca Tesa g0 7 jet B 2,4pa3a. M or 7 mo 16 Jer
yBeauuuBaetca 2,43 pasa

2. Pa3mepnl OKpY:KHOCTHM TPYIHOM KJIETKHU B Tay3e ¢ 1 mo 16 Jjer, y Juil KeHCKOTO
noja -1,46 pasa. HanOonplumii TeMIT y JeBOYEK BBHIABISIETCS B 7 JIETHEM BO3pacTe,
OKPYXHOCTb TPYIHOI KJIETKM cocTaBisieT 196 %, ay 7 mo 16 ner 142 %

Cnmcok JuTepaTypbl

1. Lopez Sanchez GF, Gonzalez Villora S, Diaz Suarez A. Level of habitual physical
activity in children and adolescents from the Region of Murcia (Spain). SpringerPlus.
2016;5(386):1-6. https://doi.org/10.1186/S40064-016-2033-8

2. Sinha NK, Maiti S. Prevalence of undernutrition among unprivileged preschool
children (2-6 years) of Midnapore town, India. Mal J Paediatr Child Health. 2012;
18(1):58-69. 3.

3. Ansuya, Nayak BS, Unnikrishnan B, George A, Shashidhara YN, Mundkur SC
et al. Risk factors for malnutrition among preschool children in rural Karnataka: a case-
control study. BMC Public Health. 2018; 18:283

4. International Institute for Population Sciences (IIPS) and ICF. National Family
Health Survey (NFHS-4), 2015-16: India. Mumbai: IIPS, 2017.

5. Somanwar BN, Phuljhale S. Assessment of nutritional status amongst bihor tribe
childrens residing in Dharamjaigarh block of Raigarh district (C.G.), India. Int J Res
Med Sci. 2015; 3(10):2820-25.

6. Pinneya S.M., Windhamb G.C. Perfluorooctanoate and changes in anthropometric
parameters with age in young girls in the Greater Cincinnati and San Francisco Bay
Area International Journal of Hygiene and Environmental Health Volume 222, Issue 7,

1-Kkucm | Maxcyc coHn 41



Buomenuuuna Ba amanmér xypuaau / XKypuaa omomenuuuuni u npaktuku / Journal of biomedicine and practice BENYRIY]

August 2019, Pages 1038-1046

7. Kozlov A.I- Dolgovremennie izmenenie antropometricheskix pokazateley detey
v nekotorix etnicheskix gruppax RF./Pediatriya /2009.Tom 87/Ne3.S64.

8. Krukovich Ye.V- Dinamika fizicheskogo razvitiya detey g.Vladivostok./Pediatriya
No6/2004g.S-95.

9. Popova M.A-Monitoring fizicheskogo razvitiya detey pervix 2 let jizni, projivayushix
v Stavropole./Rossiyskiy pediatricheskiy jurnal.6. 2007g.S-50.

10. Yampol'skaya Yu.A Fizicheskoe razvitiya shkol'nikov Moskvi v poslednie
desyatiletiya./NII gigieni i oxrani zdorov'ya detey i podrostkov NSZD RAMN,
Moskva.2000g.S-67.

11. Vasilevskaya L.N., Grishenko V.1., Sherbina. N.A., Yurovskaya V.P. Ginekologiya.
Izd. 5-e.-Rostov-n/D, Feniks, 2005. - S. 14-39, 216-320

12. Vershuvskaya G.G-Dinamika antropometricheskix xarakteristik novorojdennix i
reproduktivnogo povedeniya jenshin korennogo naseleniya Chukotki./Gigiena i sanitariya
3/2010g.S-57

13. Efimova A.L- Analiz antropometricheskix pokazateley fizicheskogo razvitiya detey
5-7 let v usloviyax promishlennogo goroda./Pediatriya/20-8/tom 87/Ne2.S140.

14. Zufarov A.A, Baxtiyarov A.E- Xarakteristika korrelyasionnix svyazey polovozrastnix
i osnovnix antropometricheskix pokazateley u detey v vozraste 5-6 let./Pediatriya,
2007, No3-4, S-49.

15. Kuchma V.R- Osenka fizicheskogo razvitiya kak skrining-test viyavleniya detey s
donozologicheskim narusheniem./Gigiena detey i podrostkov.2004g.S-42.

16. Muxamedova T.M- Fizicheskoe razvitie detey v ekologicheski neblagopoluchnoy
zone Priaral'ya po rezul'tatam retrospektivnogo issledovaniya./Pediatriya,2004,Ne1/S-
27.

4 1-Kkucm | Maxcyc coHn



BUOMEIUIINHA BA AMAJIMET XYPHAJIN
XKYPHAJI BUOMEJIUIINHDBI U ITPAKTUKHA
JOURNAL OF BIOMEDICINE AND PRACTICE

OHAOKPUHOJIOTUA

Nodira Makhmudovna YULDASHEVA

Feruza Sultanbaevna TAJIEVA

Anna Valerjevna ALIEVA

Shoodil Shosaidovich ILYASOV

Republic specialized scientific-practical medical centre of
Endocrinology named after academician

Ya.Kh. Turakulov, Tashkent, Uzbekistan

Shokhrukh Muzaffar ugli YULDASHEV

Student of the Academic Lyceum Tashkent

Pediatric medical Institute, Tashkent, Uzbekistan

DIABETIC MACULOPATHY IN ADOLESCENTS AND YOUNG
ADULTS WITH TYPE 1 DIABETES

For citation:, N.M. Yuldasheva, F. S. Todzhieva, A.V. Aliyev, Sh. Ilyasov, Sh.M.
Yuldashev, Diabetic maculopathy in adolescents and young people with type 1 diabetes,
Journal of Biomedicine and Practice 2020, Special issue, pp.43-49

d http:// dx.doi.org/10.26739/2181-9300-2020-SI-6

ANNOTATSION
Results of ophtalmological examination of children, adolescents and young patients
with type 1 diabetes are provided in the article. Authors found out features of course of
diabetic retinopathy in adolescents, such as mild hemorrhagic syndrome and formation
of epiretinal fibrosis. The latter can cause poor visual outcome after laser coagulation
of retina.
Key words: diabetes retinopathy, adolescents, epiretinal fibrosis.
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aMaJIMii SHAOKPUHOJIOTUS TUOOMET MapKasu,
TomkeHT, Y30eKUCTOH

IMoxpyx My3saddap yrm IOJIJTAIITEB
Towmkent Ilennatpuss TM66MET MHCTUTYTH
Komuaaru AkageMuK JULEH Tajiabacu,
TomkeHT, Y30€eKHUCTOH

KAH/IJIM TUABET 1-TYP YCMMUPJIAP BA KIII OJAMJIAPIA
JTUABETUK MAKYVJIOIIATUACHU

AHHOTAIIUA

Makomana kKaHaau auaber 1-Typ OuiiaH xacTtajgaHraH OoJiajap, yecMupiaap Ba €I
ogamyiapaa odTaabMOJIOTMK TEKIIMPHUII HaTUXKajlapd KEJATUPUITaH. YcMupJapaa
IMa0eTUK PETUHOIATUSICMHUHT XyCYCHUSITAapM OedrujaHraH, yjaapaaH IOMIIOK
reMopparvk CMHAPOM Ba 3MUPETUHAT (PUOPO3 XOCUa Oyauiiv. DrnupeTruHana Guodpo3
peTUHAJ Ja3epKoaryJsiLusICuaaH KeMMHIM €EMOH BU3yasl HATVXKaCUMHUHT cababu OyIuILm

MYMKYH.
Kammr cy3nap: nnaGeTMKK peTMHOMNATHUSI, YCMUPJIAp, SOUPETUHAT (Pudpos.
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PecnybnukaHckuil crienraan3upoBaHHBINA HAYYHO-TIPAKTAYECKUIA
MEIVULUHCKUNA LHEHTP DHAOKPUHOJOTUNA UMEHU aKaaeMuKa

A.X. Typakynosa, TamkeHT, Y30eKucTaH

IMoxpyx My3addap yrm IOJIJTAIITEB

CtyneHT AKageMHU4ecKoro jules npu TallKeHTCKOM MeauaTpuieCcKOM
MEAULIMHCKOM WMHCTUTYTe, TalllkeHT, Y30eKHUCTaH

TUABETUYECKAA MAKYVYJIOIIATUA Y ITIOAPOCTKOB U JINII
MOJIOA0TI'O BO3PACTA C CAXAPHbBIM JIUABETOM 1 THUIIA

AHHOTAILIUA
B cratbe mpuBomsTCs pe3yabTaThl O(TaJIbMOJOTMUYECKOr0o OOCIeIOBaHUS AETei,
MOAPOCTKOB Y MOJIOMIBIX JIMIL C CaxapHbIM aAuradbeToM 1 tuna. OnpeneneHbl 0COOEHHOCTH
TeUeHUsI OuabeTuUYeCcKOoil peTMHOINATUM Y TMOAPOCTKOB: €j1a00 BbIpakKeHHBIU
reMopparu4eckuii CMFHIApoM 1 (pOpMUpPOBaHME SMUMPETUHAIbHOTO (prdbpo3a. [TocienHuia
MOXKET CTaTh MPUUYMHOM TIJIOXOTO BU3YyaJIbHOTO UCXOa MOCIIE JJa3epKOoaryIsiliMy CeTYaTKU.
KnioueBbie cioBa: nuabeTuyeckasi peTUHOIATHS, MOAPOCTKU, SMUPETUHAIbHbIN
(pubpo3.

Background. Type 1 diabetes mellitus (DM1) is an autoimmune disease often affect
ing children, adolescents, and young adults. Diabetes-associated antibodies and
absolute insulin deficiency characterise patients with type 1 diabetes [9]. Type 1 diabetes
in young people, likewise type 2 diabetes in adults, can damage cardiovascular system,
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kidneys, eyes, causing early disability and premature death [2,7]. Diabetic retinopathy
(DR) and diabetic maculopathy (DMac) are the most common preventable causes of
blindness and low vision in young people with type 1 diabetes. The progressive increase
in prevalence of type 1 and type 2 diabetes among children and adolescents has led to
significant increase in the number of young people at risk for vision loss. So, it is known
that in 14 years after the onset of type 1 diabetes, the prevalence of diabetic maculopathy
reaches 26% [8]. Possibly, this per cent is less than in type 2 diabetes (55%), but we
should not forget that these are young people: able-bodied and stress unstable [11].

Diabetic maculopathy develops due to the numerous factors associated with diabetes:
toxic effects of hyperglycemia, oxidative stress, release of various cytokines and growth
factors, traction effects of the vitreous, etc. The result of this effect is pathological
changes in the retinal capillaries: their increased permeability (leakage) and occlusion
[5,10]. Despite the fact that many classifications of diabetic maculopathies have been
proposed, the two main forms remain: ischemic maculopathy and diabetic macular
edema. Ischemic maculopathy has a slowly progressive course, and today it is the subject
of a small number of studies [15]. Diabetic macular edema, in contrast, is a frequent and
rapidly progressing condition, which is the main cause of low vision among patients
with diabetes [12].

Functional and morphological results of intravitreal use of anti-VEGF preparations
for macular edema with capture of fovea exceeded the results obtained with focal or
grid laser coagulation of retina [4,6]. The results of steroids use in macular edema,
obtained in large randomized trials, were also encouraging, but they are recommended
mostly as a second line therapy, and mainly in refractory macular edema [13]. Focal
retinal laser coagulation remains the gold standard of treatment of diabetic macular
edema not capturing fovea [3]. Vitreoretinal surgery is used less frequently, but is justified
for macular edema caused by traction effect of vitreous [14].

Despite the fact that diabetic retinopathy has been studied in numerous randomized
trials, the results of these studies were obtained in adult populations and cannot be
extrapolated to children and adolescents [12]. Being the most vulnerable group, children,
adolescents and young people should be examined more carefully to prevent the
development and progression of complications of diabetes, incl. blindness and low
vision.

Objective: to study features of development of diabetic maculopathies in children,
adolescents and young people aged 30 years or younger.

Material and methods: 164 children, adolescents and young people with type 1
diabetes aged 10 to 30 years were studied from September, 2018 to September, 2019.

Research methods were standard. Visometry with determination of the maximum
corrected visual acuity (MCVA) was performed monocularly, after subjective
determination of refraction. Light perception, its projection and color perception were
studied using adirect ophthalmoscope.To assess the peripheral and central field of view
in patients, kinetic and static perimetry were performed.

Biomicroscopy of the eyeball was performed using Huvitz HS-5500 slit lamps. For
retinal biomicroscopy, in all cases 78D highly diopter lenses were used on the background
of medicamentous mydriasis. In addition to registering pathological foci in retina and
changes in its contour, we paid attention to the state of the vitreous body and the area
of its contact with the retinal surface. When examining vitrea, attention was paid to its
mobility during saccadic movements of the eyeball. The limitation of vitreal mobility,
the absence or presence of partial posterior vitreous detachment (PPVD) showed the
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possible presence of vitreoretinal fixation and traction component. The existence of
traction forces, which have mainly a tangential direction, was evidenced by changes in
retinal contour: crest-shaped and star-shaped folds, a concave surface of a local detachment,
etc.For amore detailed assessment of vitreoretinal relationships, biomicroophthalmoscopy
data were compared with kinetic echography (B-scan) and optical coherence tomography
(OCT). Ultrasound studies were performed on a multi-function scanner A/B scanner /
Pachymeter Compact Touch (Quantel Medical, France). In the work, standard ultrasound
scanning modes were used: A-mode, B-mode and kinetic echography mode with digital
video recording, as well as ultrasonic biomicroscopy of structures in the region of the
flat part of the ciliar body. Optical coherence tomography was performed on a Stratus
OCT 3000 spectral tomograph (Carl Zeiss, Germany). When evaluating transverse
scans, the following retinal OCT layers were clearly visualized: inner limiting membrane
(ILM), nerve fiber layer (NFL), ganglion cell layer (GCL), inner plexiform layer
(IPL), inner nuclear layer (INL), the outer plexiform layer (OPL), external limitimg
membrane (ELM), the junction line of the inner and outer segments of the photoreceptors
(IS/0OS), retinal pigment epithelium layer (RPE) and choroid.

Input, accumulation, storage and primary sorting of the data was carried out using
Microsoft Excel for Windows 2010 software package. Statistical data were processed
using Excel and Statistics for Windows software package. Data processing was carried out
in stages: statistical description of the study object (sample); assessment of significance
of difference in average values and the frequency of symptoms in various groups of
patients, study of relationships between signs. The object of study was described using
methods traditional in medical research (Zaitsev G.N. 1984; Lakin G.F. et al., 2011):
calculation of the arithmetic average value, determination of the characteristics of the
variability of attributes (standard deviation), calculation of standard errors for average
values and their confidence intervals, frequency and structural characteristics of indicators,
a graphical representation of the results. The significance of the difference in the average
values and the frequency of manifestation of symptoms in various groups of patients was
assessed using the following parametric and nonparametric methods for evaluating
hypotheses (Urbakh V.Yu., 1975; Yunkerov V.I., 2000): t-Student's parametric criterion
and nonparametric Pearson's 2-criterion.

Study results. Complex ophthalmological examination was carried out for 164 young
people with type 1 diabetes aged 10 to 30 years. The average age of the examined was
21.8+7.1 years. Girls prevailed over boys among those who visited ophthalmologist for
signs of DR (n=89, 54.3%), although the difference cannot be considered statistically
significant. The duration of diabetes in the observed patients at the time of examination
ranged from 4 to 19 years, being 11.3+6.8 years on average. All young people had signs
of DR. The earliest age for registration of signs of DR was observed in 2 children aged
11 years, with duration of type 1 diabetes of 5.3 and 4.2 years. At the age of 12-18, we
have registered 23 children with signs of DR. The duration of type 1 diabetes in these
adolescents ranged from 4 to 13 years, being 8.2¢4.1 years on average. All other cases
of DR were reported in young people over 18 years old - 139 people. In the vast majority
of young people examined, we registered non-proliferative DR - 112 patients (68.3%).
In 16 cases (9.8%) - proliferative DR. Moreover, in 6 cases (3.7%), proliferative DR
was registered in adolescents under the age of 18 years. In 34 (20.7%) young people we
noted signs of preproliferative stage of DR, requiring immediate or delayed laser
intervention. In other words, in 30.5% of the young people examined by us, we registered
vision-threatening conditions. 11 patients (6.7%) with preproliferative DR were also
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under the age of 18 years.

However, as noted above, our aim was to study the state of the macular area in the
patients we observed. We recorded clinically significant macular edema with decrease in
visual acuity in 37 subjects (22.6%). Severity of macular edema ranged from focal with
capture of foveolar region to diffuse edema with presence of small cysts. In contrast to
macular edema in adult patients, in young people we observe, we recorded hemorrhages
in macular region and solid exudates in only a small number of observations. Hemorrhagic
syndrome in young people aged under 18, as we reported earlier, was mild. Single
hemorrhages were recorded in maculaand around the periphery. Mild hemorrhagic
syndrome was recorded in 17 cases (10.4%) even in the presence of neovascularization
and intraretinal vascular abnormalities (IRVA). Moreover, a mild hemorrhagic syndrome
was misleading in a number of cases: whether the detected IRVA or neovascularization
were signs of DR and not congenital vascular abnormalities (fluorescence angiography
was performed in 3 cases to clarify the diagnosis). Since the retinal vessels were quite
significant in this category of patients, the final diagnosis was Diabetic Retinopathy. In
persons older than 23 years - 112 people, diabetic retinopathy proceeded with all
characteristic signs of DR in adult population, such as multiple hemorrhages and solid
exudates.

Mild exudates were often recorded in patients with preproliferative and proliferative
DR, and in isolated cases with non-proliferative DR. However, in only 2 cases, mild
exudates were found in the macular region. The main place of their localization was the
middle periphery of the retina.

Epiretinal fibrosis was another common manifestation of maculopathy in our patients
with DR. In our opinion, in patients aged under 18 this is the earliest sign of DR,
which we recorded in all cases (100%). Moreover, in 4 observations, we registered the
emerging epiretinal fibrosis, which was followed by microaneurysm only after 6-8
months. We also registered epiretinal fibrosis, which is a sign of proliferation, in non-
proliferative, preproliferative stages of DR and in patients without signs of DR. Epiretinal
fibrosis was found only in 32 (28.6%) patients with type 1 diabetes and DR aged over
23 years. At biomicroophthalmoscopy of the retina, clinically forming epiretinal fibrosis
manifested as pathological sheen resembling small ripples on the surface of the water.
Patients themselves did not notice distortion of objects or inscriptions.However, temporary
blurred vision was often reported with increasing glycemia. In rare cases, with proliferative
DR (2 observations), epiretinal fibrosis distorted the surface of the macula in the form
of strands directed to one of the arcades, where signs of proliferation and neovascularization
were usually found.In such cases, patients recorded distortion of objects, inscriptions
and persistent blurred vision.

In two patients with PDR and epiretinal fibrosis in the macular region, cystoid
macular edema developed following panretinal laser coagulation. In one patient, edema
developed in both eyes and was recurrent.

Discussion.

Children, adolescents and young people with type 1 diabetes are the most vulnerable
group of patients with diabetic vision damage. The inability to correctly assess subjective
changes, limited understanding of the severity of the disease, fear of possible results of
examination and subsequent therapy lead to the late visit of this category of patients to
ophthalmologist. As a result, specialists have to deal with neglected and incurable conditions.
What is the most important, epidemiological and clinical studies of ocular complications
of diabetes in young people with type 1 diabetes are limited. One of these conditions in
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young people with type 1 diabetes is diabetic maculopathy, the most common cause of
low vision. Despite the fact that diabetic maculopathies are well studied, most studies
have been performed in adult patients with diabetes. As a result, data on the features of
this nosology in young people in both domestic and foreign literature is limited. Supervision
of patients in the departments of the RSSPMC of Endocrinology named after Academician
Ya.H. Turakulov under the MH of the Republic of Uzbekistan (Tashkent) allowed us
to express our opinion on the features of diabetic maculopathies in adolescents and
young people with type 1 diabetes.

The results of our studies showed that diabetic maculopathies develop both in
adolescence and at the age of over 18, without clear predominance at one or another
age. For adolescents (up to 18 years), the earliest and most characteristic sign of
diabetic maculopathy was the emerging epiretinal fibrosis - a pathological shine on the
surface of maculathat resembles water ripples. Not having aserious attitude to their
disease, adolescents rarely pay attention to the mild symptoms of diabetic retinal damage:
periodic fogging is reported only with thorough questioning. Only in 2 cases, already at
the proliferative stage of DR, patients report a distorted perception of objects themselves,
which was clinically accompanied by retinal folds in the macula. However, in both
cases there was no way for panretinal laser coagulation only, and vitreoretinal surgery
was required. Even in those cases when the signs of DR were detected in due time,
cystoid edema of the macula developed after laser coagulation of the retina due to the
formed epiretinal fibrosis.

As we mentioned in an earlier publication, mild hemorrhagic syndrome is characteristic
to adolescents [1]. The absence of such important sign of DR as retinal hemorrhages can
mislead an inexperienced specialist, which will underestimate the severity of the disease.
Thus, in 10.4% of cases, we found IRVA and neovascularization in patients with single
hemorrhages who were previously diagnosed with Nonproliferative DR.

The results of our studies also showed that in persons aged over 23-25 years, diabetic
retinopathy and diabetic maculopathy proceed as in the adult population, with the only
difference being that low vision develops in young able-bodied people.

Thus, the results of our studies give us reason to express the opinion that diabetic
maculopathy in adolescents has two characteristic features: mild hemorrhagic syndrome
and formation of epiretinal fibrosis. The latter can cause poor visual outcome after laser
coagulation of retina.
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ANNOTATSION
One of the crucial complications of thyrotoxicosis is development of atrial fibrillation
or heart failure. Early revealing of this condition could significantly improve life prognosis
of this patient's cohort with decreasing of health care costs. More messages about using
of natriuretic peptides as early predictors of cardiac dysfunction are appearing. But
studies related to using this markers on hyperthyroidism base present discrepant results.
It was the reason this review's writing and emphasize necessity of future studies.
Key words: thyrotoxicosis, hyperthyroidism, atrial fibrillation, heart failure, natriuretic
peptides, brain natriuretic peptide, BNP, NT-pro-BNP.
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BNP VA NT-PRO-BNP NATRIRETIC PEPTIDLAR
TIREOTOKSIKOZ SINDROMIDA YURAK DISFUNKTSIYASINI
ERTA KO'RSATGICHI SIFATIDA QO'LLANILISHI

ANNOTATSIYA
Tireotoksikozni og'ir asoratlaridan biri bu xilpillovchi aritmiya va yurak yetishmovchiligini
rivojlanishi.Bu xolatlarni erta aniglanishi ushbu bemorlarda hayot prognozini yaxshilashda
va sog'ligni saqlash tizimini xarajatlarini tejashda katta ahamiyatga ega. Adabiyot tahlilida
oxirgi paytda yurak disfunktsiyasini erta prediktorlari sifatida batriuretik peptidlarni aniglash
go'llanilishi to'g'risida ko'plab maqolalar chop etilmogda. Ammo, bu markyorlani
gipertireoz bilan bemorlardaaniqlanishi to'g'risidagi izlanishlar garama-qarshi natijalar
bermogda. Shu sabab, bu tahlilni yozilishi va keyinchalik izlanishlar o'tkazilishi extiyoji
tug'ilgan.
Kalit so'zlar: tireotoksikoz, gipertireoz, xilpillovchi aritmiya, yurakyetishmovchiligi,
natriuretic peptidlar, BNP, NT-pro-BNP.

Caupa Xycuutaunosna XOJI2KAEBA

Humodap Baxpomxomkaesna YBANIYJIJIAEBA

Hayunas na6oparopusi TupeounHoi narojioruu, PecnybimkaHCKU
CIIELIMATIM3UPOBAHHBIN HAYYHO-TIPAKTUYECKUN MEIULIMHCKUIN LIEHTP
DHaoKpuHoJorny uMeHu akagemuka fA.X. TypakynoBa, Y306ekucraH, TalkeHT
Jnasmon IaiipaTosuy JJIABJIETHAPOB

OtneneHne HyKJI€apHOU MeauuMHbI, PecnyOJMKaHCKUIA CHELMAaOu3UPOBAHHbBIN
Hay4YHO-MPAaKTUYECKUIN METULIMHCKUN LEHTP DHIAOKPUHOJIOIMU UMEHM aKaJIeMUKa
A.X. Typakynosa, Y306ekucrtaH, TamkeHT

HATPUYTPETUYECKHUE IEINTHUAbBI BNP U NT-PRO-BNP KAK
PAHHUE ITPEAUKTOPbI CEPAEYHOU JUCO®YHKIUU ITPU
CUHIAPOME THUPEOTOKCHUKO3A

AHHOTALIUS
OaHUMU U3 TSKEJIBIX OCTOXKHEHUI CUMHAPOMa TUPEOTOKCUKO3a OCTAIOTCSI pa3BUTUE
pubpunaILUM Npeacepauii U cepaeuHON HEAOCTaTOYHOCTU. PaHHee BBISIBJICHUE 3TUX
COCTOSIHUIA MOTJIO Obl CYLLIECTBEHHO YJIYYIUIUTh MPOrHO3 XM3HU Y JAaHHBIX MAallUEHTOB,
CHU3UB 3aTpaThl 30paBoOXpaHeHUs. Bce Oosbliie MOSIBISIOTCS COOOLIEHUA O TIPUMEHEHU I
oIpeaesieHUsI HAaTPUYPEeTUIECKUX MENTUIOB B KAUECTBE paHHUX MPEIUKTOPOB CEPACUHOMN
aucyHKIuU. OQHAKO, UCCIAEA0BAHMS KAaCAIOLIMECS ONMPENETICHUS 3TUX MapKEPOB Ha
(boHe rumepTHUpeo3a COOOIIAIOT MPOTUBOPEUMBBIC PE3yabTaThl, UTO CTajJ0 MPUUYMHOM
MpOBEACHUsT 0030pa JUTEpPATyphl MO JAHHOMY BONPOCY M MpeacTaBieHUs (aKTa
HEeOOXOAUMOCTU TPOBEACHUS HAJTbHEHUIINX UCCICI0OBAHUIA.
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KitoueBble cjioBa: TUPEOTOKCUKO3, TUIEPTUPEO3, DGUOPMIISLMS TIpeACcepauid,
ceplIeyHasl HeIOCTaTOYHOCTh, HATPUYPETUUECKME METUAbI, MO3TOBOM HATPUYpPETUUECKUIA
nentua, BNP, NT-pro-BNP.

Thyrotoxicosis - the syndrome that caused by circulation of overabundant thyroid
hormones amount. Etiology of this may be different thyroid pathologies; leading reason
is Grave's disease, followed by multinodular toxic goiter, toxic adenoma and thyroiditis.
[6]. Crucial complications, caused by thyrotoxicosis related to cardiovascular system,
including atrial fibrillation (AF), chronic heart failure (HF), that lead to significant
declining in quality and duration of life. Frequency of cardiovascular complications of
thyrotoxicosis by different authors - thyrotoxic cardiomyopathy in 12-68% hyperthyroid
cases; left ventricular diastolic dysfunction in 47%; dilatational cardiomyopathy in 1%,
its reversible form in 1/3 cases; pulmonary hypertension in 29,6% patirnts with subclinical
hyperthyroidism patients and 39,6% in overt hyperthyroidism patients [6]. Despite obvious
effect of pathology duration on complication's development as in literature as in practice
were found patients with short disease anamnesis, but with crucial complications, and
on the contrary, patients with long duration of hyperthyroidism but without any notable
cardiac dysfunction. It talks about influence of different factors on cardiovascular
complications development in thyrotoxic patients. Literature review present the following
variants of this: older age, preexisting ishemic heart disease, valvular diseases of heart,
hypertension, endocrine ophtalmopathy, larger thyroid volume, higher level of free
thyroxine, total triiodothyronine and antibodies to thyroid-stimulationg hormone's
receptore [6]. Conditions, when preexisting xardiovascular pathology clinically manifests
with AF, HF, hypertension, changes on electrocardiogram (ECG) or echocardiography
(EchoCG), especially in older patients not cause hesitance about radical management
of hyperthyroidism. [5]. Controversely in asymptomatic ptients, without complaints on
heart pumping function's injury or on rhythm disturbance, but only on sinus tachycardia
without any changes on ECG. Only when HF progressed and patient will symptomatic
or rhythm disturbance will constant on ECG it enabled endocrinologist to turn to
radical management of thyrotoxicosis. At the samy time, according to many studies
results prognosis of decompensated HF rather worse than in oncologic patients. Up to
70 % men and 63% women die within 6 years after first symptoms of HF [9]. To find
the solution it was investigated different early markers of cardiac function injury -
troponine, creatine kinase, natriuretic peptides (NUP). Values of the first two markers
increase in myocardium necrosis that occur rare in thyrotoxicosis. [1], but the third one
increase in conditions with stretching and overload the left ventricular myocardium. In
thyrotoxicosis this processes reflect the HF or AF development.

Recently NUP revealing become more introduced in HF diagnostics algorithms. For
instance, American guideline for the management of HF from 2013 [20] recommended
to use the NUP revealing, namely brain-natriuretic peptide (BNP) and its precursor,
N-terminal pro-brain-natriuretic peptide (NT-pro-BNP), as diagnostic markers in cases
with ambigious symptoms of HF, to evaluate the severity of disease and its prognosis
and as marker of treatment effectiveness. The same opinion has The Korean guidelines
for diagnosis and management of chronic heart failure from 2017 [7]. Despite the fact
that "gold standart" of HF diagnosis is echocardiography, the high cost, in other cases
obesity or chronic pulmonary diseases embarrassed the diagnostics. In such cases simple
NUP detection and its high sensitivity is good solution. It should notes, that in European
Cardiologists Society recommendations for the diagnosis and treatment of acute and
chronic heart failure from 2019 offer to NUP detection to exclude HF, if its level
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increased - to provide EchoCG [14].

NUP synthesized in different tissues, included heart and brain. Synthesis in ventricular
is occur in response to myocardium stretching by excess volume, that usually happens
in HF. It also known that NUP increase in patients with AF [18]. The function of BNP
and NT-pro-BNP is vasodilation, natriuresis and diuresis, thereafter to blood pressure
(BP) decreasing (Fig.1).
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Reference values of BNP and NT-pro-BNP, respectively is BNP: <100 pg/ml; NT-
pro-BNP: <300 pg/ml, the high probability of HF is in BNP values more than 400 pg/
ml. both markers synthesized in equimolar amount, but because of higher stability in
vitro, durability in plasma and less exposure to fluctuations of results in practice usually
using NT-pro-BNP detection.

It should to considered that NUP increasing is occur not only in HF, but in the next
cases too: 1) acute and chronic renal failure; 2) hypertension; 3) pulmonary diseases
with pulmonary hypertension; 4) older age; 5) females; 6) liver cirrhosis; 7)
hyperthyroidism; 8) sepsis; 9) chemotherapy. [11].

There is carried out the study in Denmark in more than 60 thousand patients with
BNP revealing and evaluating it as predictor all-case mortality [4] - in doubling BNP
level mortality increases on 32.3% (95% CI, 30.8-33.8); in subgroup (10 824 patients)
when excluded acute renal failure, hyperthyroidism, hypothyroidism, diabetes every
doubling of BNP increase mortality on 28,6% (95% CI, 22.8-34.7). Thus, elevated
level of BNP makes think about frequent monitoring of patients and use the radical
methods of treatment. The question arises - how hyperthyroidism affect on BNP increasing,
independent or through cardiac dysfunction, like direct stimulating factor on BNP
synthesis, that can be lead to misdiagnosis?

There are a lot of publications message that the largest increasing NUP observed in
overt hyperthyroidism, less in subclinical one and least in hypothyroidism [2, 13, 17].
The other study show that treatment new-onset hyperthyroidism lead to decresing BNP
up to reference values and BNP interpretation in hyperthyroidism can lead to misdiagnosis
of HF [3]. There is also case report about patient with acute decompensated HF on base
of overt hyperthyroidism, where initial BNP value - 800,6 pg/ml with congestion in
both circulation circles, tachysistolic form AF and thyrotoxicosis - in 2 weeks of
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treatment with antithyroid drugs, beta-blockers, diuretics and anticoagulants with
congestion resolution, left ventricular ejection fraction increasing from 26% to 48% and
conversion of AF to normosystolic form, but thyrotoxicosis remaining - value of BNP
continue to be high - 940,2 pg/ml [8]. Namely, the cardiac function improving not to
reflect on BNP level, presumably because of hyperthyroid status continuation.

However, when we analyze literature we met publications that showed detection
BNP/NT-pro-BNP useful for cardiac dysfunction diagnostics. So, in 2005 the investigation
carried out by Chinese scientists on 67 patients with hyperthyroidism and 32 healthy
volunteers showe that BNP was higher in hyperthyroid patients and that largest amount
was found in patients with clinical and echocardiographic signs ventricular dysfunction
[19].

In 2009, the other group of Chinese scientists research 58 children with
hyperthyroidism, 28 from them had diagnosis thyrotoxic heart, 30 children was selected
as control group. This research showed that sensitivity and specificity of BNP using was
92,86% and 90,00%, respectively [10]. In favor of NUP revealing as objective monitoring
of cardiac dysfunction in hyperthyroidism said indian researchers [12].

Thus, controversial datas of different studies requires future investigation on
hyperthyroidism influence on BNP/NT-pro-BNP in cardiac dysfunction. In turn, this
could serve as factor to detect type tactics in hyperthyroid patients, improving life
quality in this cohort and reduce health care costs.
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ANNOTATION
Researches were implemented on the basis of the Republican specialised scientific
practical medical center of Endocrinology from 2018 to 2019. Are included 71 patients
in inspection with it is IAH. The IAH diagnosis was verified on the basis of the carefully
collected anamnesis, studying of dynamics of course of the disease, results of a magnetic
and resonant tomography (MRT), and also enzyme-linked immunosorbent assay-
definitions of the contents of hypophysial hormones: prolactin, luteinizing hormone,
follicle stimulating hormone, somatotropin, adrenocorticotropic hormone and thyrotropin,
in blood serum. In IAH diagnostics an important place in our researches is occupied by
the family anamnesis collection for establishment of hereditary predisposition to this
disease.
Key words: inactive adenomas of hypophysis, the family anamnesis, molecular and
genetic researches, early diagnostics.
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3amupa IOcynosna XAJIMMOBA

JInnopom Ilapudgosna XOJIOBA

Muxrona Coouposna CADAPOBA

JlabopaTopusi HeliposHIoKpruHOJOrMM ¢ XUpyprueil runopusa, PecryoankaHCKUA
CneuunanusupoBaHHbli HayuyHo-TnipakTrueckuii MenumuHckuit LleHtp
OHpokpuHojgoruu uMeHu akaaemuka fA.X. TypakynoBa, TamkeHT, Y30ekuctan

OCOBEHHOCTHU KIIMHUYECKOI'O TEYEHUA N
AUATHOCTUKA BOJIbHBIX C CEMEMHBIM AHAMHE3OM
HEAKTUBHOU AJEHOMBbBI I'MIIO®U3A (HAT)

AHHOTAIIUA
HMccnenoBaHus npoBoAWINUCh Ha 0a3e PecnyOJMKaHCKOro cneuuaJu3rupOBaHHOIO
HayYHO-MPAKTUYECKOTO MEIULIMHCKOTO LHEeHTpa 3HA0KpUHOoJoruu ¢ 2018 mo 2019 ronsl.
B o6cnenosanue BkiouyeHbl 71 mauueHt ¢ HAI'. Jluarno3 HAI Ob11 BepuduimpoBaH
Ha OCHOBAaHMM TIIATEJIbHO COOpPaHHOIO aHaMHe3a, M3y4yeHMs IMHAMUKU TeYeHMUSI
3a00JIeBaHMsI, PE3yJIbTATOB MAarHUTHO-pe30HaHCHOW Tomorpadpuu (MPT), a Takxke
omnpeaesieHUs] coaepxXaHUS Trunodu3apHbIX TOPMOHOB: TMpoOJaKTHUHA,
JIIOTEMHU3UPYIOIIIETO TOPMOHA, (POJITMKYIOCTUMYIUPYIOIIEr0 TOPMOHA, COMaTOTPOIMHA,
aJIpeHOKOPTUKOTPOITHOTO TOPMOHA M TUPEOTPOIMHA B CHIBOPOTKE KpOBU. B auarHoctuke
HAI BaxkHO€ MeCTO B HAlllMX MCCJIEAOBAHUSX 3aHMMaeT CeMEWHBbI cOOp aHaMHe3a
IIJIsl yCTAaHOBJICHUSI HACJIEACTBEHHOM MPeapacIiooXeHHOCTH K 3TOMY 3a00JIeBaHUIO.
KioueBble caoBa: HEaKTHUBHBIE aJeHOMBI TMIodu3a, CeMEUHBIM aHaMHE3,
MOJIEKYJISIPHO-TeHETUUECKMEe UCCAeA0BaHUsI, paHHSISI IMarHOCTUKA.

3amupa IOcynosna XAJIMMOBA

JInnopom Ilapudgosna XOJIOBA

Muxrona Coouposna CAOAPOBA

HeitposnaokpuHoiorust Ba rurno@us KappoxJIMru WiMuid gadbopaTopusicu,
akagemuk f.X. TypakynoB Homuaaru PecryOGarka MXTUCOCTAIUTUPUITAH UMMM -
aManii DHIOKPUHOJIOTHS THOOMET MapKas3u, Y36ekucToH, TOIKeHT

TUIIO®U3 HOPAOJ AJJIEHOMACHUTA (THA) HACJIMI
MOWWJUJIUTU BOP BEMOPJIAPJIA KACAJLTUK
KEYUIINHAHT BA TAIIXUCOTUHUWHT Y3UTA XOCJUTHA

AHHOTAIIUA
Taakukotiap Pecriy6imka nxtucocialuraH WIMWKA aManuii SHIOKPUHOJIOTUSI MapKa3u
Herusuaa 2018 -2019 iwnnnap opanuruaa yrkaswirad. Tagkukotnapra 'HAcu 6op 71
oemop MawbiayMmotiaapu kKuputuiaraH. 'HAcu tamxucu Tyauk aHamHe3, MPT-
TEeKIIUPYBIAPU HATWXKACH, INYHUHIAEK KOHAATY TOPMOHJIAP:TIPOJIAKTUH, JIIOTEMHIIOBUH,
(poTMKYJICTUMYIJIOBYM, COMATOTPOII. aIpeHOKOPTUKOTPOIT Ba TUPEOTPOIl TOPMOHJIAP
MUKIOpHUra acocJaHuo KyuiaraH. Tauxuc Kyiniaa 0y KacaJJIMKKa HACIUA MOMWILIUK
Oopaurura axamusiT OEpwIau.
Kamar cy3aap: runodus Hodaos ameHomalapy, OWJIaBUi aHAMHE3, MOJEKYJISIP-
TeHEeTUK TaAKUKOTIap, 3pTa TallIXKUCALII.
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Introduction. Early diagnostics of IAH relates to difficult questions of modern neu
roendocrinology as even high-informative computer tomographs (CT) and magnetic
resonance tomographs (MRT), and also clinical-laboratory, immunofermental - hormonal
researches do not provide the right answer in 30-55 % of cases, and at microadenomas
(the tumor sizes is up to 10 mm) in 90 100 % of cases [8,12,17]. At a stage of
microadenoma IAHs are seldom diagnosed and more often casually found [4,13,21]. The
diagnosis is, as a rule, verified when adenoma already reaches a considerable size,
causing sight violations, headache and other neurologic symptoms connected with an
invasion of tumor in the cavity of skull and structure of the basis of skull [15,18]. As
references show IAH is met in 25-43 % of hypophysial adenomas and up to 10 % of
all intra cranial tumors [1,12,13]. Due to the progress of medical genetics, molecular
biology there was a possibility to expand the pathogenesis representation of IAH [2,8,22].
Molecular and genetic researches established that up to 5% of IAH cases refer to
genetically predisposed people [11,20]. At the same time in literature there is practically
no comparative data on clinical flow and disease diagnostics in populations between
sporadic and family IAH disease [3,7]. Researches implementation in this direction will
allow to improve preclinical diagnostics, to differentially approach to tactics of treatment
of IAH patients.

Materials and methods. Researches were implemented on the basis of the Republican
specialised scientific practical medical center of Endocrinology from 2018 to 2019. The
inspection included 71 TAH patients with intracellar adenoma of a hypophysis - the
tumor sizes were from 1 and more mm. The IAH diagnosis was verified on the basis of
the carefully collected anamnesis, studying of dynamics of course of the disease, results
of a magnetic and resonant tomography (MRT), and also enzyme-linked immunosorbent
assay-definitions of the contents of hypophysial hormones: prolactin, luteinizing hormone,
follicle stimulating hormone, somatotropin, adrenocorticotropic hormone and thyrotropin,
in blood serum. In IAH diagnostics an important place in our researches is occupied by
the family anamnesis collection for establishment of hereditary predisposition to this
disease. The family anamnesis found out by means of the standard questionnaire "Family
anamnesis” - the isolated forms of adenoma of a hypophysis (Familial isolated Pituitary
Adenomas - FIPA, WHO - 2005) [5,9]. At the same time similar effect can cause and
environment [6,22] factors. Increase of IAH cases among relatives can be approved by
total action of adverse factors of internal and environment whereas at IAH patients woth
sporadic form in most cases by action of aggressive factors of the environment [10,12,14].
IAH cases registered at relatives of relationship of degree I (parents, brothers and
sisters, children). The family anamnesis considered burdened at existence at the patient
of the 2nd struck relatives or more. Patients were criteria of an exception of IAH
inspection is with prolactins, comatotropins, gonadotropins, syndrome of Itsenko-
Kushing, tireotropins, gipogonadism and acromegaliya, patients after beam therapy
and accompanying diseases of endocrine systems, including with diabetes, and also
with multiple endocrine neoplaziya(MENI) and CNC which arise in connection with
a mutation in MENI and PRKAPIA genes respectively [6,7,23]. Assessment of a clinical
picture at IAH patients carried out by the analysis of the main complaints to the moment
of establishment of a disease. Thus adhered to E.I.Marova's marked out in the monograph
offered scheme questionnaire [15]. At clinical inspection special attention turned on
such violations as visual: decrease in visual acuity, restriction of fields of vision,
doubling in eyes, dacryagogue; disorder of sexual function: at women - amenoreya,
violation of a menstrual cycle (oligomenoreya, oligopsomenoreya), galactoreya, superfluous
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growth of hair, at men - decrease in a libido or impotence, prostatitis, orchitis. Neurologic
violations: headaches, dream violation, dizziness, violations of sense of smell, decrease
in memory, apathy. The general: thirst, weakness and fatigue, increase in weight of a
body, drowsiness, vegetative crises. It should be noted that at IAH patients symptoms,
aclinical picture which demanded participation of various experts came to light.In this
regard for specification of the IAH diagnosis, except the neuroendocrinologist,
participation of narrow experts was required: therapists, the neuropathologist, the
ophthalmologist, the sexopathologist, the gynecologist, the oncologist, the expert of
CT, the radiologist, etc. According to a goal and research problems patients with IAH
were divided into two alternative groups: the 1Ist group - 50 (70,4 %) patients with
environmental factors without the burdened family anamnesis and 2nd - 21 (29,6 %)
with the burdened family anamnesis, including with a panmiksiya - 9 (2,7 %) and an
inbriding - 12 (16,9 %) patients.

Results and discussion. The analysis of the received data showed that on the average
from total number surveyed patients were at the age from 18 till 70 years (middle age
44,5¢3,85 years). At the same time the greatest number of the arrived IAH patients to
fall on age from 35 (23,9 %) to 40 (25,4 %) years and to a lesser extent be elderly to
30 (18,3 %) and 55 (5,6 %) and is more senior than years that will be coordinated with
literary data [16]. It is necessary to emphasize that practically at all IAH patients a disease
was it is revealed casually, after repeated references to doctors. As a result of the analysis
of the received data it is established that at IAH patients seldom meets separate symptoms,
more often they are combined and/or more come to light a disease of many symptoms-
on 3-5 symptoms at the same time. The combination of 2-3 symptoms of a disease in 1-
group is revealed at 17 (34,0 %), a of many symptoms at 20 (40,0 %) and a of many
symptoms at 13 (26,0 %). In 2-group the combination of 2-3 symptoms is revealed at
7 (33,3 %), a of many symptoms at 13 (61,9 %) and a of many symptoms at 1 (4,8 %).
Both in the 1st, and in the 2nd group at IAH patients important clinical manifestations
were - sexual violations at 64 and 90,5 %, decrease in sight - at 36 and 76,2 %,
headaches - at 54 and 80,9 %, lack of periods - 22,0 and 28,0 %, violation of a menstrual
cycle - at 18,0 and 23,8 % at the age of women till 50 years, and at men till 55 years
- violation of sexual functions - at 24,0 and 38,1 %. At women of 1-group duration of
a disease meets till 20 and more than 21 years - 28 and 20 % more often, the similar
picture in this group is noted and at men - at 20 and 12,5 %. In 2-group among women
till 5, 10 years respectively 14,3 and 28,6 %, and among men also - 5 (19,0 %), to 10
- 9,5 %, till 20 years - at 14,3 %. On the size of a tumor of a hypophysis at patients with
inactive adenoma in 1-group come to light to 10 and 20 mm, at women - 34 and 16,0
%, so at men - 26,0 and 18,0 %, whereas at patients of 2-groups both at women, and
at men - to 20 and huge 28,6-19,0 % and 9,5-33,3 % (tab.1) . It should be noted that
at patients of 2-group with hereditary IAH signs is more often than at patients of 1-
group - without hereditary signs prevail frequency of clinical signs, such as sexual
violations - 26,5 %, decrease in sight - for 40,2 %, headaches - for 26,5 %, doubling
in eyes - for 15,0 %, visual discomfort - for 12,5 %, olfactory violations - for 19,8 %,
vegetative crises - for 12,3 %, on duration of a disease among women till 5 and 20 years
- for 12,3 and 24,6 %, but to a lesser extent till 20 and more than 21 years - for 23,2
and 15,2 %, and among men of such difference it is not revealed. On the size of a tumor
to 20 mm and huge women of 2-groups and to a lesser extent to 10 mm - for 29,2 %
more often prevailed, and among men in 2-group the sizes of a tumor to 10 mm - it
is less than in 1-group - for 21,2 %, and with huge, on the contrary it is more - for
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31,3 %. Undoubtedly, on frequency of clinical symptoms of a IAH disease the sizes of
a tumor influenced. In the analysis of frequency of complaints in 1-group on visual
violations it is revealed, decrease in visual acuity at IAH patients with a tumor to 10
mm at 10 % surveyed, to 20 mm - 70,0 %, with huge - 100 %, at patients of 2-groups
- 50,0 %, 87,5 % and 72,7 %.

Table 1. Symptoms of a disease in the analysis of patient's records at IAH patients in
studied groups in comparative aspect

The first group The second group.
n=50 n=21 A, %
Symptom 2.1
Abs % Abs %
Sexual disorders 32 64,0 19 90,5 +26,5
Decreased vision 18 36,0 16 76,2 +40,2
Headaches 27 54,0 17 80,9 +26,9
Limiting the field of view 1 2,0 2 9,5 +7,5
Double vision 2 4,0 4 19,0 +15,0
Lacrimation 2 4,0 2 9,5 +5,5
Visual discomfort 1 2,0 3 14,3 +12,3
Olfactory violation 2 4,0 5 23,8 +19,8
Vegetative crises 1 2,0 3 14,3 +12,3
Excessive hair growth - - 1 4.8 +4,8
Liquorrhea - 1 4,8 +4,8
Women under 50 years:
disruption of the menstrual cycle 9 18,0 5 23,8 +5,8
amenorrhea 11 22,0 6 28.6 +6,6
Men under 55 years:
sexual dysfunction 12 24,0 8 38,1 +14,1
Disease duration (years):
- women:
under 5 1 2,0 3 14,3 +12,3
under 10 2 4,0 6 28,6 +24,6
under 20 13 26,0 1 4,8 21,2
>21 10 20,0 1 4,8 -15,2
- men:
under 5 3 6,0 4 19,0 +13,0
under 10 5 10,0 2 9,5 -0,5
under 20 10 20,0 3 14,3 -5,7
>21 6 12,0 1 4,8 -7,2
By the size of the tumor (mm):
- women:
under 10 17 34,0 1 4,8 -29,7
>20 8 16,0 6 28,6 +12,6
giant 1 2,0 4 19,0 +17,0
- men:
under 10 13 26,0 1 4,8 21,2
>20 9 18,0 2 9,5 -8,5
giant 2 4,0 7 33,3 +29,3
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At patients of 1-and 2-groups with a tumor to 10 mm restriction of fields of vision,
lack of sight, adiplopiais not revealed complaints to violations from outside, burnings
in eyes and dacryagogue whereas with a tumor to 20 mm and with huge these symptoms
came to light to 20 mm in 1-gr IAH patients decrease in visual acuity came to light at
70,6 % of patients, in 2 - at 87,5 %, with huge tumors in the 1st and in 2-groups,
respectively in 100,0 and 72,7 % of cases. In 1-group restriction of a field of vision at
patients with a tumor to 20 mm and with the huge is revealed at 5,9 and 33,3 %,
diplopiaand dacryagogue cases also came to light in these limits.Patients have 2-groups
restriction of a field of vision, burnings in eyes and dacryagogue is revealed at IAH
patients with atumor to 20 mm and huge on 12,5and 9,1 % of cases, adiplopia- at 12,5
and 27,3 % of a case and 1 (9,1 %) the patient was with lack of sight (tab. 2).

It is necessary to specify that at patients of 2-group at the sizes of a tumor to 2 mm
frequency of complaints prevailed, than at patients of 1-groups on decrease in visual
acuity - for 16,9 %, restriction of afield of vision, adiplopia, dacryagogue - on 6,6 %,
burnings in eyes - for 12,5 %; with huge tumors - lack of sight and burning in eyes - for
9,1 %. At the same time at patients of 2-group with huge tumors frequency of cases of
patients to a lesser extent met decrease in visual acuity, restriction of a field of vision,
adiplopiaand dacryagogue - on 27,3; 24,2; 6,0 and 24,2 % respectively.

In the analysis of indicators of frequency of complaints to sexual violations at IAH
patients depending on the size of a tumor the same tendency is traced, as in the previous
researches - with increase in the size of a tumor frequency of complaints increases. So,
at patients of 1-group with the size of a tumor to 10 mm among women of 10 %
complaints on amenorrhea, 16,6 % for violation of a menstrual cycle, and at men of
10,0 % decrease in a libido or impotence are revealed; to 20 mm - complaints to
development amenorrhea showed 35,2 % of the patient, violation of a menstrual cycle -
23,5 %, galactorrhea- 11,8 %, and at men on impotence - 47,1 %. With huge tumors on
amenorrhea complained - 66,7 % of women, and at men on impotence showed complaints
of 33,3 % (tab. 3). At patients of 2-groups with a tumor to 10 mm among women of the
complaint showed 50,0 % for violations of a menstrual cycle, the same figure is noted
also men with impotence.

With a tumor to 20 mm among women of the complaint to development amenorrhea
showed 25,0 %, violation of a menstrual cycle of 50,0 %, symptoms galactorrhea - 37,5
%, and at men on impotence - 25,0 %. With huge tumors of a hypophysis at women 36,4
% of cases from amenorrhea, 9,1 % of cases with superfluous growth of hair of the
person, a neck, a breast, hands and feet, a pubic part, and among men - 45,5 % of cases
with impotence are revealed.

Having carried out the comparative analysis of frequency of complaints to sexual
violations it should be noted that at patients of 2-group cases more often meet a tumor
to 10 mm, than in 1-group of the complaint to violations of a menstrual cycle - for 33,4
% among women and frequencies of cases of development of impotence - for 40,0 %
at men. With tumoral process and the size to 20 mm at patients of 2-group complaints
among women on violation of a menstrual cycle - for 26,5 %, symptoms galactorrhea -
for 25,7 %, and with huge tumors - on superfluous growth of hair at women, and
among men impotence - for 12,2 % more often come to light.

Interesting data are revealed by us when studying frequency of complaints to neurologic
violations at IAH patients in groups depending on the size of a tumor. In 1-group with
a tumor to 10 mm of the complaint to headaches showed - 46,7 % of IAH patients, in
2-group - 50,0 %, in the same group of 50,0 % of patients showed complaints to
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dizziness.
Table 2.Comparative these frequencies of complaints to visual disorders at IAH
patients in groups, depending on the size of a tumor

Up to 10mm >10mm Giant
Disorders  [The first The The first The The first The
roup second A% | group second group second A
g ~ group 0 ~ group A% -~ group 0
n=30 n=17 > | n=3 —
n=2 ’ n=8 [2-1 n=11 ’
D-1 D-1
abs |% hbs |% abs |% p@bs %% abs | % fabs |%
The decrease
in visual 3 [10,0]1 50,0+40’ 12 [0,6| 7 87’Jr16,9 3 100, 8 72,7L_
. 0 5 0 7.3
acuity
Restriction 12 i
of the field | - - - -] - 1 591 +6,6 | 1 33,311 (9,1
) 5 4.2
of view
Lackof 1 1 1 b o o o o - o o
vision
) ) 12,
Diplopia - - -] - |- 1 (591 5 +6,6 | 1 33,3|3 R7,3}6,0
. 12,
Burningeyes | - | - |- | - | - - - |1 5 +12.5| - - |1 19,11#9,1
Lacrimati 1 1591 12’+66 1 B3,3[1 (9,11,
acrimation | - - - - |- , 5 , , 1 han

With a tumor to 20 mm in 1-group of the complaint to a headache, dream violation,
dizziness showed 58.,8; 17,6 and 11,8 %, and in 2-group on 62,8 % of cases patients
showed complaints to a headache and dream violation, 50,0 % for dizziness and on 12,5
% for absence sense of smell, decrease in memory. At patients with huge IAH tumors
in 1-group in 100,0 % of cases complained of a headache, dizziness and 66,7 % - on
dream violation. In 2-group of the complaint in 100,0 % of cases showed on headaches,
dream violation, dizziness and on 9,1 % of cases for lack of sense of smell, decrease in
memory and apathy (tab. 4). It is necessary to specify that on frequency of the revealed
complaints patients of 2-group had them more than in 1-group, at patients with the size
of a tumor to 10 mm of 2-groups head pains for 3,0 and 50,0 % with dizziness was
more than in 1-group; with the size of a tumor to 20 mm of complaints with a headache
- for 4,0 %, dream violation - for 45,2 %, dizziness - for 38,2 %, lack of sense of smell
and decrease in memory - for 12,5 %. Patients with huge tumors in a hypophysis have
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complaints to dream violation - for 33,3 %, lack of sense of smell, decrease in memory
and apathy - on 9,1 %. When studying data of frequency of complaints to the general
somatic violations it is revealed that in 1-group with a tumor to 10 mm symptoms of
weakness and fast fatigue - 23,3 % of cases, decrease in memory - 10,0 %, in the 2nd
- in 100,0 and 50,0 % respectively prevailed. With increase in a tumor to 20 mm in 1-
group of the complaint showed 5,9 % of IAH patients - on thirst, 52,9 % - on weakness
and fatigue, on 11,8 % of cases for increase and/or decrease in weight of a body and
drowsiness. In 2-group of the complaint to thirst showed 37,5 % of patients, weakness
and fatigue - 75,0 %, increase in weight of a body of 37,5 %, decrease in weight of a body
of 50,0 %, drowsiness 25,0, vegetative crises - at 12,5 %. Patients with the huge sizes
have tumors in 1-group of the complaint to thirst showed 33,3 %, weakness and fatigue
- 100,0 %, drowsiness and vegetative crises - on 34,3 %, and in the 2nd group of the
complaint to thirst - 36,4 %, weakness in 100,0 % of cases, increase in weight of a body
and/or decrease in weight of a body, drowsiness on 18,2 %, vegetative crises - at 45,5
%. At IAH patients 1-and 2-groups cases decrease in level AP was met. With the size
of a tumor to 10 mm in 1-group this indicator was revealed at 3,33 % of IAH patients,
in 2-group in 100,0 % of cases. With a tumor to 20 mm and huge in 1-group decrease
the AP was revealed in 17,6 and 66,7 % of cases, and in 2-group - at 62,5 and 81,8 %
of cases (tab. 5).

Table 3.Comparative these frequencies of complaints to sexual disorders at IAH
patients in groups, depending on the size of a tumor

Up to 10mm >10mm Giant
The first The The first The The first The
Disorders roup second group second A%. | group second
g_ group A% | T group i -~ group A%o-
n=30 s n=17 B 1 n=3 _
n=2 1 n=8 n=11 1
abs % @bs |% abs | % asb % abs |% fbs |%
Women:
10, 35, | |25, 66, | 6,
Amenorrhea | 3 - - -10,0| 6 2 10,3 | 2 4 30,3
0 3 0 7 4
Menstrual
disorders
oligomenorr 16, 50, 23, 50, 26,
5 1 +33.4| 4 4 - - - - -
hea 6 0 5 0 5
oligoopsome
noreya)
11, 37, 25,
Galactorrhea | - - - - - |2 3 - - - - -
8 5 7
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Excessive

- |- - - - - |- - - - - 1 9,1 #9,1
hair growth
Men:
Decreased

10, 50, 47, 25, 33, 45, +12,
libido or 3 1 +40,0| 8 2 1221 | 1 5

0 0 1 0 3 5 2
impotence

As well as in the previous researches at patients of 2-groups of the complaint to the
general vegetative violations on frequency of cases were much higher, than in 1-group.
At TAH patients with the sizes of a tumor to 10 mm at research of frequencies of
complaints to weakness, fatigue, decrease in weight of a body, decrease the HELL - on
76,7; 40,0 and 96,7 %. With a tumor to 20 mm of the complaint to thirst, weakness and
fatigue, increase and/or decrease in weight of a body, drowsiness, vegetative crises,
decrease the HELL - on 31,6; 22,1; 25,7; 38,2; 13,2; 12,5 and 44,5 %.

Conclusions: Thus, the analysis of the received results of researches showed that at
IAH patients 1-and 2-groups considerable visual, sexual, neurologic and general somatic
violations that it is possible to believe are observed is connected with development by
hypophysial insufficiency of various degree of expressiveness, owing to pressure of a
normal hypophysial fabric or a hypophysial leg therefore, it is possible to believe,
hormones can not reach a hypophysis. Sick patients with a size have tumors to 20 mm and
huge according to the majority of researchers, sexual and all-somatic violations are
more often than complaints on visual and neurologic, and also. It is established that
pressure of an optic nerve or optical chiasmata leads to restriction of fields of vision (A
quadrantopsy or gemianopsy, mainly bitemporal). In other cases the diplopiaor an
oftalmoplegia can be observed. It is supposed that emergence of visual violations are the
first symptoms of a IAH disease. It is necessary to emphasize that among important
symptoms which are not considered by neuroendocrinologists and therapists frequent
and strong headaches which are connected owing to pressure upon a firm brain cover are.
Intra cranial hypertensia with a headache, nausea, vomiting arising suddenly, as a rule,
are accompanied by fast decrease in sight, hypotension, is a typical picture a hypophysis
apopleksiya owing to a hemorrhagic heart attack of a tumor, and in certain cases the first
IAH manifestation. It is possible to believe that increase in frequency of complaints with
progressing of growth of a tumor distinction of symptoms of a disease there correspond
degrees of a compression or an invasion of the next structures. In this regard, as a rule,
the diagnosis was established by doctors, when the sizes of a tumor already were big,
defiant violations of sight, a headache and/or hypopituitarism, and microadenomas -
tumors to 10 mm are identified seldom because of insignificant symptoms of a disease.
Because of insignificant clinical symptoms of a disease endocrinological manifestations
can not cause concerns in IAH patients, especially at early stages of a disease. Violations
of sexual functions by gynecologists and sexopathologists it is regarded as fertilnost cases
that at women it connect with violations of a menstrual cycle (secondary amenorrhea,
oligomenorrhea), at men with decrease in a libido or impotence, a stertost of an
organism and less often at early stages of a disease address for medical care. Due to the
growth of tumoral process as it is often noted at IAH patients with the size of a tumor
to 20 mm and huge signs of a secondary hypothyroidism, including such symptoms as
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apathy, a hypothermia, dryness of skin, thirst, bradycardia, hypotonia, etc. or secondary
adrenal insufficiency - weakness, fast fatigue, hypotension come to light. Important
hypothalamic manifestations which can be shown at IAH patients in a combination to
a secondary hypothyroidism increase and/or decrease in weight of a body, drowsiness,
vegetative crises, dizziness, lack of sense of smell, decrease in memory and apathy.

As a whole, the carried-out monitoring of inspection showed that at IAH patients
there is the whole scale of violations which should aim the endocrinologist at carrying
out special inspections of a brain by means of radiological, CT and MRT of researches.

It is important to emphasize that at IAH patients 2-groups of the complaint to
disorder of sight, violation sexual, neurologic and the general clinical symptoms arise
much more often and are diagnosed much earlier generally at the age of 30-40 years,
in this group of patients, to a thicket come to light as at men, and women with the size
of a tumor to 20 mm and huge. Unfortunately this aspect of features of a clinical current
at patients with family inherited is IAH among neuroendocrinologists is lost sight that
defines a problem urgency. In our researches in diagnostics of a tumor of a hypophysis the
special place was occupied by these CT and MRT which are the high-informative
method of diagnostics giving information on a condition of surrounding structures and
tumoral distribution. Thus practically at all patients with macroadenoma the tumor is
well visualized in hiazmalno-intrasellyarny area to what usually homogeneous strengthening
after introduction of contrast substance testifies. Existence of necrotic or cystous educations
on CT us is not revealed. It is important to note that the increase in a tumor found at
MRT-studied, coincides with dynamics of a clinical course of a disease.

Therefore, the carried-out clinical researches showed that at patients in population
between with the sporadic and hereditary is IAH there are features, both on severity of
a clinical current, and on terms of identification of symptoms of a disease.

At patients with the family it is IAH the main clinical symptoms of a disease
associate:

- visual, sexual, headaches, vegetative crises, a climax come aged till 20- 25 years,
and time of establishment of the diagnosis - 10-20 years;

- adenomas> 10mm which progress quicker, in huge adenomas, with the heavy
course of a disease more often come to light, than at patients from the single is IAH;

- the IAH family form and development of clinical symptoms at early age should be
object of diagnostic screening and be considered as one of modifying factors of emergence
of this disease.

Table 4.Comparative these frequencies of complaints to neurologic disorders at
patients IAH in groups, depending on the size of a tumor

Up to 10mm >10mm Giant
Disorders [The first The The first The The first The
ou second ou second ou second ho
EIOUD | oroup  N%: | EOYP | oroup  A%- | EOUP | group TV
n=30 n=17 n=3 ]
n=2 n=8 n=11
abs % fbs |% abs |% fabs [% abs |% Jabs |%
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Headaches |14 #6,7| 1 50,0(+3,0 |10 58,8| 5 62,8/+4,0 | 3 1(())0, 11 1(())0, 0
Sleep 100, |+33,
Disorders -l - - - - |3 17605 62,8145,2) 2 66,7| 11 0 |3
i |- |1 b0oks00 2 11,8 4 004382 3 [0 11 9] o
Dizziness 0 0
i o A e IR N N AR ¥ Sl e 119,119,
Anosmia
el I I N I I I I R W EEICPE: 1 (9.1 9.1
memory
Apathy o I N e e A e R 1 (9,1 [+9,1
Table 5.

Comparative these frequencies of complaints to all-somatic disorders at IAH patients
in groups, depending on the size of a tumor

Up to 10mm >10mm Giant
The The A The The The The
) first second first second first second | A%
Disorders % A%
group | group |, | group | group |, . |group | group 2-1
n=30 n=2 1 n=17 n==8 n=3 n=11
ab o, ab o, ab o, ab o, ab o, ab o,
S S S S S S
) 5, 37 | +31 33 36 | +3,
Thirst - - - - - 1 9 3 5 1.6 1 3 4 41
Weakness, 23 10} +7 52 75 | +22 10 10
faticabili 7 3 2 10, (6, |9 9 6 0 |1 3 10, (1110, |O
atigability R 0 7 R R R 0 0
) ) 11 37 | +25 18 | +18
Weight gain |- |- |- |- |- |2 8 3 s 7 0| 2 2|2
10 so | T4 11 50 | +38 18 | +18
Weight loss | 3 0 1 0 8, 2 3 4 0l2 |7 2 2 |2
) 11 25 | +13 33 18 | +18
Sleepiness |- |- |- |- |[- |2 3 2 0 |2 1 3 2 2|2
Vegetative | | | | | | | 1 12 | +12 1 33 5 45 | +12
crises S 1,5 ,3 S5 1,2
The
decreasein | |3, |, (1)0 29 s |17 05 |62 |+aa], (66|, |81 |45
blood 33 0’ 7’ ,6 51,9 ,7 8 1,1
pressure
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ANNOTATION
The article describes the clinical course of prolactin in hyperprolactinemia. The
symptom complex with prolactin, including hormonal and instrumental disorders in
hyperprolactinemia, is described. Prolactinomas are the most common among hormone-
active tumors of the hypothalamic-pituitary region, accounting for about 40% of all
neoplasms of the pituitary tumors.
Key words: hyperprolactinemia, prolactinoma, cabergoline.

3amupa IOcydosna XAJIMMOBA

Muzkrona Cooup ku3u CAPAPOBA

Amsa Anusapoekona I'YMAPOBA

I'aBxap My3pasxkanosia 2KABBOPOBA

HeitposHaokpuHonorust Ba TMIopu3 XappoxJIUrd UMUK J1aOOpPaTOPUSICH,
akagemuk f.X. TypakynoB Homuaaru PecryOGarka MXTUCOCTAIUTUPUITAH UIMUM-
aManii DHIOKPUHOJIOTHS THOOMET MapkKas3u, Y36ekucToH, TOIIKeHT

INTPOJIAKTUHOMAJIAPJIA TUIIEPITPOJJAKTUHEMUWAHUAU
KIIMHUKACHA BA KEYMII JTABPU
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AHHOTAILIUA
Makonaaa npojakTUH UIIUIA0 YMKapyBUYM afeHoMasapaa TMneprpoJakKTUHEMUSTHU
KJIMHMKACU Ba KEYWUIl JaBpU KeATUpWIraH. YOy makojaga IMpoJakKTUHOMaJlapHU
CHUMITTOMOKOMILJIEKCIapu, TOPMOHAJT KypcaTruyjap Ba MHCTpyMEHTa TeKIIUpyBJIapaaru
y3rapuiuiap sSKKoJ KypcaTu6 ytwiraH. I'mmoramamo-rurnopusap cucremacuma daon
ageHomajapHuHT 40% TpojlakTUHOMAJIap TALIKWJI 3Taiau.
Kamur cy3nap: runepnponakTUHeMusi, MpojakKTUHOMa, KabeprojamH

3amupa IOcydosna XAJIMMOBA

Muxrona Cooup ku3u CAPAPOBA

Ammsa Anusapoexkona I'YMAPOBA

I'aBxap My3pasxkanosia 2KABBOPOBA

JlabopaTopusi HeliposHIOKpHMHOJOTUM C XUpypruei runodusa, PecrnyOankaHCKUA
CneuunanusupoBaHHbli HayuyHo-TmipakTryeckuii MenumuHckuit LleHtp
OHpokpuHojgornu uMeHu akaaemuka fA.X. TypakynoBa, TamkeHT, Y30ekuctan

KIMHUKA U TEYEHUE TUIIEPITPOJIAKTUHEMUU ITIPU
ITPOJIAKTUHOMAX

AHHOTALIUS

B craTthe onmcaHbl KIMHUYECKOE TeYeHME MPOJTAKTUHOM TIPU TUIIePIPOJIAaKTUHEMUH.

OnucaHo CUMINTOMOKOMILJIEKC IMPOJAaKTUHOM, B TOM 4YMCJIE TOPMOHAaJbHBIE U

WHCTPYMEHTAJIbHBIE HAPYIIECHUS TP TuIieprposakTuHeMun. [1posakTHHOMBI SIBJISIIOTCS

HanboJjiee pacipoCTpaHEHHBIMU CPEIN TOPMOHAJILHO AKTUBHBIX OITyXOJIei TUIOTaaMo-

runodus3apHoil 0061acTh, cocTaBisst okoio 40% oT Bcex HOBOOOpa3oBaHMI TUITOMU3A.
KmoueBbie cioBa: TUIIEpIIPOJaKTUHEMHUSI, TIPOJIAKTUHOMA, KaOeproauH

thionale. Hyperprolactinemia is a persistent excess serum prolactin. Hyperprolactinemia
yndrome is a symptom complex that occurs against the background of
hyperprolactinemia, the most characteristic manifestation of which is disturbance of
reproductive system function (14). According to various authors, the prevalence of
pathological hyperprolactinemia ranges from 10 to 30 cases per 100 thousand people,
occurs in 5% of women of reproductive age [15]. Pituitary microadenomas are found in
1.5-26.7% of intravital biopsy studies [7]. Hyperprolactinemia is diagnosed in 17% of
women with polycystic ovary syndrome, in 14% of cases in patients with secondary
amenorrhea [4]. GP syndrome is a combination of excess prolactin production and
ovarian dysfunction (menstrual irregularities, infertility, galactorrhea) in women and
sexual dysfunction (decreased libido and potency) in men. This syndrome is also called
hyperprolactinemic hypogonadism, or persistent galactorrhea-amenorrhea syndrome [7].
Prolactinomas are the most common among hormone-active tumors of the hypothalamic-
pituitary region, accounting for about 40% of all pituitary tumors [2.9]. Depending on
the size, prolactinomas are classified into microadenomas (not more than 1.0 cm in
diameter) and macroadenomas (diameter more than 1.0 cm). In microadenomas that
occur in 80% of cases [7], mainly patients consult a doctor with complaints of menstrual
irregularities such as oligomenorrhea / amenorrhea, lactorrhea, decreased libido and
potency. Young women are particularly susceptible to the disease, often due to infertility.
Patients with macroadenomas with extrasellar proliferation seek medical attention for
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complaints of headaches, visual disturbances, signs of cerebral nerve paresis,
hypopituitarism, in addition to hyperprolactinemia [5]. The level of PRL in 50% of
women with secretions of milk-like fluid from the nipples may be normal and, conversely,
in 60% of cases with hyperprolactinemia, galactorrhea may be absent. Sometimes
galactorrhea is observed at a normal level of prolactin. Some authors consider this to be
a variant of the norm, others consider it to be a pathology (10). Regardless of the etiology,
hyperprolactinemia can be accompanied by hypogonadism, infertility, galactorrhea or
asymptomatic (11.1). Patients with hyperprolactinemia of different genesis in over 40%
of cases are overweight, which is often accompanied by insulin resistance [8.23]. Every
4th patient has hirsutism in combination with or without hyperandrogenism [16,18].
Many patients with hyperprolactinemia (about 60%) note a decrease in libido, frigidity,
lack of orgasm, dryness in the vagina, some trace a clear connection between the onset
of sexual disorders and disease [17.19]. On the one hand, experience has been gained
from the results of surgical treatment with prolactin. Patients with small prolactinomas
have a good chance of being surgically cured. However, the risk of postoperative
complications and mortality, even when using modern neurosurgical techniques, remains
high when large and gigantic tumors are removed. On the other hand, the active use
over the past decade of effective drugs from the group of dopamine agonists has shown
the possibility of reducing the size of large tumors with regression of neurological
disorders and the achievement of normoprolactinemia. However, literature data evaluating
the comparative results of drug and surgical methods of treatment with prolactin,
depending on their size and location, are extremely scarce [20].

Goal. To evaluate the clinical course of prolactin and the efficacy of the cabergoline
in the course of 1 year of therapy.

Material and research methods. The study included the results of a clinical examination
and treatment of 101 patients, of which the main group consists of 101 patients with
prolactin-secreting pituitary adenomas. Of these, 85.1% (86 women) and 14.6% (15
men) aged 17 to 74 years, the average age was (38.5 € 12.6 years).

All patients underwent clinical and hormonal studies: prolactin (PRL), thyroid
stimulating hormone (TSH), free thyroxine (free T4) and testosterone, using the
Radioimmunoassay technique (sets from "ImmunoTech", Czech Republic); On MRI
studies of the chiasmosellar region, the vertical, sagittal, and frontal dimensions of the
pituitary were evaluated. If necessary, an ultrasound examination of the pelvic organs
was performed to clarify the genesis of reproductive function disorders,
neuroophthalmological (visual fields, visual acuity) studies.

All patients were divided into 2 subgroups depending on the size of education.

Subgroup I comprised 75 patients with microprolactinomas (tumor size up to 10
mm).

Subgroup II consisted of 26 patients with macroprolactinomas (tumor size more
than 10 mm)

Exclusion criteria were patients with a clinical picture of acromegaly, Cushing disease,
Non-Functioning Pituitary Adenoma, and hypothyroidism

The examination was conducted before treatment, 3 months, 6 and 12 months after
treatment. Conservative therapy (the use of dopamine agonists) is recommended as the
method of choice in the treatment of patients with tumor-induced hyperprolactinemia.
Cabergoline is an ergoline selective D dopamine receptor agonist. A long half-life
allows the use of the drug 1-2 times a week. The initial dosage is 0.25-0.5 mg per week,
followed by increasing the dose to normalize prolactin levels. Typically, the average
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dose is 1-1.5 mg per week.

Results and discussions. The vast majority of patients, both men (14.6%) and women
(85.1%), were of active working age - 21-50 years. (Table 1) The average age of men
was 36.9 = 12.6 years, the average the age of women is 37.6 = 13.0 years. In the main
group, 85.1% (86 women) and 14.6% (15 men) aged 17 to 74 years, the average age
was (38.5 = 12.6 years).

Table 1. Age gradation of the examined patients depending on gender (According to
the WHO classification, 2016).

Age Gender distribution

(years) Male Female

20 9,1% 3,2%
21-30 18,2% 27,4%
31-40 18,2% 24,2%
41-50 27,3% 22,6%
51-60 18,2% 19,4%
Older than 60 9,1% 3,2%
Bcero 11 (100%) 62 (100%)

Thus, when analyzing the age gradation of the studied patients depending on their
sex, it was shown that men have the highest morbidity rate at 41-50 years old, women
at 21-30 years old and this trend is maintained until the old age regardless of sex.

Clinical manifestations of GP in women are not limited to reproductive disorders.
Quite often it was necessary to observe non-specific disorders in the form of neurological
disorders such as headache in 42% (36 women), dizziness in 19.7% (17 women), sleep
disturbance in 8% (7 women), memory loss in 9.3% (8 women), visual disturbances in
15women (17.4%) metabolic disorders in the form of abdominal obesity, dyslipidemia
in 23.7% (20 women), psychoemotional disorders in the form of depression, asthenia,
irritability in 12.8% (11 women) and endocrine disorders due to loss of other pituitary
functions secondary hypothyroidism in 10 women (11.6%) and non-sugar diabetes in
3 patients, which amounted to 3.5% (Figure 1)

Specific to HP were characterized in a form: galactorrhea in 66% (57 women),
dyshormonal breast diseases (DSMD) in 46 women (53.5%), menstrual dysfunction in
82% (71 women) by type of hypogonadotropic amenorrhea in 27 (31.4%) patients,
premenstrual syndrome in 35 (40.7%), luteal phase failure in 42 (48.8%), uterine myoma
in 7 (8.1%), dencephalic puberty syndrome in 13 (15.1%) and osteopenic syndrome in
5 (5.8%) women.

The main complaint of women with prolactinomas was a violation of menstrual
function, amounting to 82.0% (71 patients). The menstrual cycle was characterized by
the following abnormalities: amenorrhoea in 6 (8.3%), hyperpolymenorrhoea in 21 (38.9%),
hypomenstrual syndrome in 8 (11.1%), opsomenorrhoea in 4 (7.4%), algomenorrhoea in
14 (25.9%), oligomenorrhoea in 11 (20.3%) and cycle shortening in 8 (11.1%). Fertility
disorder occurred in 43 patients (59.7%), with primary infertility in 9 (12.5%), secondary
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infertility in 11 (15.3%), underdeveloped pregnancy in 10 (13.9%), miscarriage in 11
(15.3%) and stillbirth in 2 (2.8%) patients.

Moreover, in women with hyperprolactinemia there were phenomena of
hyperandrogenism - in 28 patients (38.9%), while testosterone levels averaged 3.4 = 1.2
ng / ml and were accompanied by oily seborrhea in 4 (14.3%) ), hirsutism in 9 (32.1%),
hair loss in 10 (35.7%), hyperhidrosis in 3 (10.7%), acne in 5 (17.8%). It should be
noted that testosterone levels varied from 2.8 to 3.9 ng? ml, respectively.
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Figure 1. Clinical symptoms in women with prolactin-secreting pituitary adenomas.

Clinical manifestations of GP in men were characterized by a decrease in potency in
80.8% (12 men), weakness, fatigue in 57.4% (9) men, headaches in 54.2% (8) patients,
dizziness in 30% (5) men, an increase in body weight of 21.2% (4 men), infertility in
18.5% (3 men), depression, sleep disturbance, drowsiness and galactorrhea in 10% (in
one man (Fig. 2)

Figure 2. Clinical manifestations of prolactin-secreting pituitary adenomas in men

Analysis of clinical data showed that menstrual irregularities (82%), galactorrhea
(66%) come to the fore, men have decreased potency (80.8%) and weakness, fatigue
(57.4%). Imaging MRI diagnostics revealed that in 101 patients, of them, 75 patients
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had microprolactinomas and 26 patients had macroprolactinomas. Moreover, cases of
macroadenomas were most common in males and prevailed by 8.2%.

The priority of prolactin medication before surgical methods and radiation therapy
has been repeatedly shown in a large number of studies. Therapy with dopamine agonists
in hyperprolactinemia syndrome is the most appropriate in terms of the pathogenesis of
the disease. When using dopamine agonists, the synthesis and secretion of prolactin
decreases, and the size of the adenoma decreases [5, 12, 13, 18]. Cabergoline is
recommended as a first-line drug, as the most effective in normalizing prolactin levels
and reducing tumor size [5, 21]. Cabergoline is an ergoline selective D2 dopamine
receptor agonist. A long half-life allows the use of the drug 1-2 times a week. The initial
dosage is 0.25-0.5 mg / week, followed by a dose increase to normalize prolactin levels.

As a rule, the average dose is 1 mg / week, although in cases of prolactin-resistant it
can be 3-4 mg / week.

The approach to monitoring the effectiveness of treatment is more individual for
each patient due to the difference in tumor size, its growth rate and response to
treatment. The likelihood of radical drug therapy is increased in patients with idiopathic
hyperprolactinemia or in the presence of pituitary microadenomas who have been
treated with dopamine agonists continuously for at least 2 years (1.3). Despite the
possibility of canceling therapy with positive dynamics, this issue must be approached
individually. It is undesirable to cancel dopamine agonists in prolactinomas bordering
on the chiasm or cavernous sinus.

The average prolactin level in our patients before treatment was from 162 € 9.4 ng
/ ml (in women), and in men 94 € 3.7 ng / ml. Against the background of drug therapy,
prolactin decreased on average to 15.2 + 5.7 ng / ml, which indicates the success of the
therapy. Cabergoline prescription was carried out according to the standard scheme -
from 0.5-2.0 mg per week depending on the size of the tumor and on the level of
prolactin [1, 2] (Fig. 2). The control of prolactin level for titration of the dose was
carried out on the 4th-6th week. In 64 patients 0.5 mg/week was sufficient to normalize
the prolactin level, which was maintained at 12.5:0.95 ng/ml until 12 months. In 4
patients there was a sharp suppression of prolactin level below normal values, which
required reduction of dose to 0.25 mg (1/2 tablet) per week. We compared the initial
prolactin level and its values in every 3, 6, 12 months of cabergoline administration

(Fig. 3).
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Fig. 3 Dynamics of prolactin indices during therapy with dopamine agonists (ng / ml)
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At a further stage, we studied the hormonal status of patients with prolactinomas, in
particular, indicators of thyroid hormones and testosterone. As can be seen from table
1, there is a significant decrease in testosterone against the background of normal values
of TSH, freeT4. The testosterone level in the examined men of the main group was
reduced by 19.5 times.

Table 2. Serum thyroid and testosterone levels in male subjects with hyperprolactinemia.

Parameters Before treatment After therapy
TSH mMe/ml 1,1+0,9* 2,1+0,08
Free T4 17,3+1,3%** 14,5+1,5
Testosterone nmol/l 4,2+0,3%%* 25,4+1,5

Note: * - reliability of data between groups (* - P<0,05; ** - P<0,01; ***- P<0,001)
Normal values of TSH (P<0,05), T4 (P<0,05) and a reliable increase in testosterone
levels were observed in female patients.

In a comparative analysis of hormonal indicators, depending on the sex, we also
found the following regularities. Thus, TSH for both men and women were within the
norm, and testosterone levels were significantly increased in 29.2 times.

Table 3. Serum levels of thyroid, gonadotropic hormones and testosterone in examined

women with hyperprolactinemia

Parameters Before treatment After therapy
TSH mMe/ml 1,5+0,9* 2,25+0,08*
Free T4 15,4+1,3** 10,5+1,5%**
Testosterone nmol/l 3,4+0,3%** 1,5+1,5%*

Note: * - reliability of data between groups (* - P<0,05; ** - P<0,01; ***- P<0,001)
Thus, a pattern of hormonal disorders in patients with prolactinomas has been
established, depending on the sex of the patient.

Magnetic resonance imaging (MRI) is one of the most modern, informative, high-
tech methods of radiation diagnosis of the pituitary adenoma. MRI can detect volumetric
formations of the hypothalamic-pituitary region, determine their size, growth pattern,
and tumor dynamics during treatment.

General characteristics of the results of MRI studies in patients with hyperprolactinemia
syndrome are presented in table 4.

Table 4.Characterization of MRI results in patients with prolactinomas.

Indicant Female Male
Verticalis, mm 2,9+0,1 2,6+0,1
Microprolactinoma Horizontalis, mm 1,8+0,09 1,4+0,08
Sagittalis, mm 2,6+0,08 2,2+0,1
Verticalis, mm 4,1+0,1 7,5+0,06*
Macroprolactinoma Horizontalis, mm 3,6+0,08 5,2+0,08*
Sagittalis, mm 4,6+0,09 6,2+1,2
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Note: * - gender-specific data reliability (P<0,05)

As can be seen from the table, the size of microprolactinomas in women was greater
than in men, but this difference is not significant. The sizes of macroprolactin in men
were larger and significantly differed from the sizes in women (P <0.05).

In our patients, prolactin levels depended on the presence of pituitary adenoma and
there were differences in the dynamics of its decrease and the need for cabergoline. We
obtained the following results: at a standard dose of 0.5 mg per week, the condition was
compensated in 66.7% of patients with microprolactinoma, in 27.6% with
macroprolactinoma, and in 5.7% with empty sella. The drug was generally well tolerated.
Only 5 women with dizziness, hypotension, nausea were observed after taking cabergoline,
but the symptoms disappeared with a decrease in dosage and with a horizontal position
of the body. After 6 months of treatment, 52% of women returned to a normal menstrual
cycle. In all men, testosterone levels became more than 12 nmol / L (lower bound for
laboratory hypogonadism). After 24-36 months, all patients underwent an attempt to
cancel cabergoline with a study of prolactin levels and pituitary MRI. In 77 (92.8%)
subjects, normal prolactin values and a decrease in tumor size were obtained, only 7
(8.4%) with macroprolactinomas showed resistance when taking cabergoline in a dose
of 1.5-2.5 mg / week. Later on, which were successfully operated and one of them had
radiation therapy, currently have a clinic of panhypopituitarism and are on hormone
replacement therapy (HST) with thyroid, sex and adrenal hormones.
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Fig. 4. Frequency of drug doses among those surveyed

The course of cabergoline therapy was 1 year, the dose was selected in accordance
with the normalization of the PRL level: 37.5% of patients received 0.5 mg of cabergoline,
45.8% received 1 mg, 4.2% received 1.5 mg, and 2 mg received 12.5%.

Conclusions. Our study confirmed that hyperprolactinemia is a frequent problem in
endocrinologist practice (4.7%). In half of cases, regardless of the level of prolactin, it
is possible to detect pituitary pathology (prolactinoma, Non-Functioning Pituitary
Adenoma, acromegaly, empty sella ). Cabergoline effectively reduces the level of prolactin
in any etiology of the disease and with prolonged use not only prevents further growth
of pituitary adenoma, but can also lead to its regression. Thus, prolactin treatment
should be started with the usual dose of Cabergoline 0.5 mg per week with the control
examination of neurooophthalmologist and examination of PRL level in terms of 1
month from the beginning of treatment. If the patient's condition improves and the level
of PRL decreases, the cabergolin therapy should be continued with a gradual increase
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in the dose.
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ANNOTATION
Purpose of the study. To assess the effect of radiation therapy on the state of pituitary
function in patients with acromegaly after radiation therapy. The object of the study was
50 patients with growth hormone-secreting pituitary adenomas, of which 36 women
and 14 men. All patients received traditional gamma-therapy of the hypothalamic-
pituitary region. Results: before RT in all patients, the level of GH was increased and
averaged 61,3 mMe/l. After RT, normalization of GH levels after a year was 57%, after
5 years, 63,2% had target GH levels and corresponded to <2,5 mMe/l, after 10 years
there was a significant (p<0,01) decrease in growth hormone 91,7%. Thus, a significant
decrease in all the hormones of the adenohypophysis (except prolactin) is observed in
the long term radiation therapy and there is a tendency to the development of
hypopituitarism.
Key words: acromegaly, radiotherapy, growth hormone, hypopituitarism

3amupa IOcynosna XAJIMMOBA

Caopar Caiinyanaesna MCCAEBA

PecnybnukaHckuil crienaan3upoBaHHBIA HAYYHO MPaKTUYECKUIA
MEIULIMHCKUNA LEHTP SHIOKPUHOJOTUUA UMEHU aKaaeMMUKa

A.X. TypakynoBa, TamkeHT, ¥Y30ekuctaH

JIYYEBAA TEPAIIUA I'OPMOH POCTA CEKPETUPYIOIINX
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AAEHOM T'HIIO®U3A

AHHOTAIIUA
Lenp uccnenoBanusd. Ouenuth BaussHue JIT Ha cocrosiHMe runmo@u3apHbIX
(yHKIMEeN y OOJBbHBIX C aKpoMmeraaueu mociae aydeBoi Tepanuu. OO0bEKTOM
WCCIenOBaHUS SIBUINCH 50 OOJBHBIX C COMATOTPOITHBIMU alcHOMaMM Tuiodusa, u3
HUX XCHIIUH - 36 1 MyXuuH - 14. OObeKTOM HCCIeI0BaHUS IBUINCH 50 OONBHBIX C
COMATOTPONHBIMU afAeHOMaMM TUIO(GH3a, M3 HUX XCHIIUH - 36 U MyX4duH - 14.
Pesynbrathl: 1o JIT olieHKa cOCTOSTHUS TUITO(U3apHBIX (PYHKIMI MOKa3aj10 CJIeayolIee:
y Bcex 00JIbHBIX YpoBeHb I'P ObL1 moBkIIeH U cpenHeM cocTaBua 61,3 MMe/n. Ha done
JIT nopmanusanusg ypoBHd I'P yepes rox cocraBun y 57%, yepes 5 nery 63,2% nmenun
ueneBbie ypoBHU I'P u coorBeTcTBOBanio <2,5 mMe/n, yepe3 10 neT HaOm0IaI0Ch
noctoBepHO (p<0,01) cHmkeHne ropmoHa pocta 91,7%. Takum 00pa3oM, TOCTOBEPHOE
CHMXXEHME BCEX TOPMOHOB ajeHorunodusa (KpoMe MpojlakTMHA) HabiromaeTcsl B
OTHaJleHHbIE CPOKHM JIyYEeBOW Tepamuu M HMMeeTCs TeHIEHLMSI K pa3BUTUIO
TUMONUTYUTapU3Ma.
KmoueBbie ciioBa: akpoMerasusi, paauoTeparusi, TOpMOH POCTa, TUIIOMUTYUTapU3M

3amupa IOcynosna XAJIMMOBA

Caopar Caiinyanaesna MCCAEBA

Akanemuk E.X.T¥pakynoB Homuaaru Pecry6inka MXTUCOCHAIUITUPUITAH
SHIAOKPUHOJIOTUS WIMMI-aMaIuii THOOMET MapKasu,

ToukeHT, Y36eKUCTOH

YCUIIl TOPMOHMU MIIIJIAB YUKAPYBYM TUIIODU3
AAJEHOMAJIAPUJIA HYP BUJIAH JJABOJIALII

AHHOTAIIUA
TexmmpyB Makcagu. AKpoMeTaIusiiu OemMopiapaa Hyp TepanusiiaH KEMMHTY JaBpaa
HYp TepalmusSHUHI TUnodwui QyHKLMsUIapura OOFIUKJIUTMHU Oaxosall. TeKiupyB
00BEKTUHU coMaToTpon runodui ageHoManau 50 ta 6eMop TalUKWI KWIOU, yiapaaH
aémnap - 36 Ta, spkakiap - 14 Ta. Xamma 6emMopaap runoTtajaMo-runodusap coxara
aHbaHABUM TramMMmaTepanus ojuiluraH. HaTwkanap: Hyp TepanusiiaH OJJIMH XaMMa
OeMopapaa Ycuill TOopMOHM MUKJIOPH OIITaH Ba yprada 61,3 MMe/JT HM TallIKWI KAJITaH.
Hyp Tepanusi ¢poHmMma ycuil TOPMOHM MUKAOPMHMHI HOpPMaJlalllyBu OWUp MWJIIaH
cVHT 57%, 5 ivnnaH keiinH 63,2%, 10 vimnnan cyar 91,7 % un ramkun Koy, Hyapain
KWINO, aIcHOTMNOMU3HUHT XaMMa TOPMOHJIApMHU (MTPOJIAKTUHIAH TallIKAPW) UILIOHYJIN
rnacaiuiinm Hyp TepanusSHUHI KeUYKW JaBpjapuia Ky3aTUJaad Ba TUIOMUTYUTapU3M
PUBOXJIaHMO OOpUILM OWIaH XapaKTepJaHaIau.
Kamur cy3nap: akpomeranausi, pagMorepanusi, YCUIl TOPMOHU, TUMIOMUTYUTApU3M

Introduction. Acromegaly is a rare neuroendocrine disease characterized by excess
growth hormone (GH) and elevated levels of insulin-like growth factor 1 (IGF-1)
in the vast majority of cases due to pituitary adenoma. An increase in these hormones is
the main predictive factor in reducing life expectancy [1, 11]. In view of what, the goals
of treating acromegaly are to restore normal levels of GH/IGF-1 and control tumor
growth and the development of complications associated with acromegaly, to normalize
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the quality of life while maintaining the function of the anterior pituitary gland [8].
There are three main methods of treating patients with acromegaly: surgical, radiation
therapy (RT) and drug therapy. RT plays a central role in the treatment of acromegaly.
Despite the improvement of surgical methods of therapy, an increase in the range and
effectiveness of drug therapy, RT is still a valuable treatment for somatotropic pituitary
adenomas [12]. RT leads to control of tumor growth in 80-90% and normalization of
GR / IGF-1 in 50-60% of patients after 10 years [6].

However, the efficacy and potential toxicity of RT remain a subject of debate. Recent
studies have reported that after RT in 10-20 years, 30-80% of patients develop secondary
hypopituitarism [2, 10]. It has been shown that the degree of hypopituitarism positively
correlates with the duration of the post-radiation period: after 2-5 years, this complication
is recorded in 10 -29% of patients, after 10 years, 50-54% of patients have new
manifestations of hypopituitarism, dictating the use of hormone replacement therapy,
and 15 years after irradiation, this complication occurs in almost 60% of patients [9].

Purpose of the study. To assess the effect of radiation therapy on the state of pituitary
function in patients with acromegaly after radiation therapy.

Materials and methods: We analyzed patients for the period from 2000 to 2015 on the
basis of the data in Republican Specialized Scientific and Practical Medical Center of
Endocrinology. The object of the study was 50 patients with growth hormone-secreting
pituitary adenomas, of which 36 women and 14 men. The age of the varied from 29 to
79 years, on average - 44.7¢6.8 years. Disease duration averaged 15 years and the follow-
up period after radiation therapy averaged 10 years.

Patients received RT at the Republican Scientific Center of Oncology and in regional
oncological clinics. All patients received traditional gamma-therapy of the hypothalamic-
pituitary region, using the multi-sex convergent method, in a total dose of 45-60 gray
per 20-25 fractions every other day.

19 patients (38%) received combination therapy, which included radiation and drug
therapy. Patients in this group received RT as their primary treatment. Eighteen patients
[36%) received transfenoidal pituitary adenomectomy in combination with radiation
therapy. RT was used in these patients as an additional treatment method used to prevent
the recurrence of pituitary adenoma. A sufficiently significant number - 13 patients
(26%) were patients who received medical treatment as the primary method and RT for
the treatment of the recurrent course of the disease.

In order to assess the effect of RT on the state of the pituitary gland including
somatotropic function, we divided the patients into 3 groups: 1st - 1 year after RT - 7
patients (4 women and 3 men), 2nd - 1-5 years 19 patients (14 women and 5 men), 3rd
- after 5-10 years - 24 patients (18 women and 6 men).

All patients underwent neuroimaging (CT and MRI of the hypothalamic-pituitary
region), hormonal (GH, IGF-I, prolactin, TSH, FSH, LH, ACTH, cortisol, fr.T4,
estradiol, testosterone) and general clinical studies in the dynamics of treatment.

Results and discussion. The conducted research, , the dynamics of the hormonal
status of patients before and after RT, allows not only to evaluate the effectiveness of
RT in general, but also to determine the tactics of further management of patients with
acromegaly.

Analysis of changes in hormonal parameters under the influence of RT in dynamics
revealed the process of normalization of hormonal metabolism in patients of all three
groups.
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Figure 1. Normalization of the level of growth hormone and prolactin after RT.

Before RT, an assessment of the state of pituitary functions showed the following (fig.
1): in all patients, the level of GH was increased and averaged 61,3 mMe/l. After RT,
normalization of GH levels after a year was 57%, after 5 years, 63,2% had target GH
levels and corresponded to <2,5 mMe/I, after 10 years there was a significant (p <0,01)
decrease in growth hormone 91,7%.

One of the first disorders was hyperprolactinemia, which was established in 4 (16%)
patients. At the same time, the frequency of hyperprolactinemic conditions after RT
increased progressively and amounted to 14,3%, 21%, and 37,5%, respectively, in the
three groups, which was caused by damage to the pituitary leg, pituitary structures,
impaired regulation and secretion of prolactin.
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Figure 2. Dynamics of a decrease in the level of pituitary hormones after RT.

Moreover, we would like to note 2 deviations before RT, after a year evaluating
these functions, we found that the greatest decrease in frequency (p<0,09) was observed
in thyrotropin, which occurred in 2 (28.6%) patients (fig. 2). LH, FSH, and ACTH
were equally decreased in 1 (14.3%) patient. After 5 years, this picture again had a
similar tendency and a high frequency of a decrease in the level of TSH and FSH in 10
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(52,6%) patients.

And after 10 years, a decrease in TSH functions was observed in 19 (79,2%) patients.
LH, FSH and ACTH in 10 (41,7%), 13 (54,2%) and 9 (37,5%) (p <0,01) patients,
respectively.

As our analyzes show, with an increase in the duration of observation after the
radiation period, the incidence of hypopituitarism progresses. Moreover, the analysis
before RT showed that the pattern of tropic pituitary function loss during somatotropic
pituitary adenomas is preserved, which is also confirmed in our case. It consistently falls
gonadotropic, adrenocorticotropic and thyrotropic function of the pituitary gland.

Perhaps, according to our data, that a high frequency of a decrease in the level of
TSH can be attributed to the best sensitivity of the pituitary thyrotrophs to the action of
the beam. And adrenocorticotrophs, on the contrary, are more resistant to the action of
the beam and have a low frequency of decrease in ACTH in the postradiation period.

In general, radiation therapy, followed by drug therapy with dopamine agonists both
in the short and long term after it, helps to stabilize the pathological process of
acromegaly.

Hypopituitarism is the most common long-term outcome of RT. An analysis of the
studies showed that hypopituitarism before RT was not established in any patient, a year
after RT was observed in 14,3% of patients, after 1-5 years in 21% and after 5-10 years
in 35,7% of patients ( p <0,09). The percentage of secondary hypothyroidism increased
over the years and amounted to 28,6%, 52,6% (p<0,09), and 79,2% (p<0,01), respectively.
Before RT, secondary hypocorticism was detected in 4% of patients. After RT, this
indicator increased to 14,3%, 21% and 35,7% (p<0,09), respectively (Table 2).

The results also show that secondary hypogonadism before RT was observed in 22%
of cases, after a year in 14,3%, after 5 years in 36,8% and after 5-10 years in 41,7%
of cases (p <0,09).

Table 1. The dynamics of the loss of pituitary functions after RT (%). (n = 50)

ndcsors | s | e | 2pn | 2ge. | T
Hypopituitarism 0 14,3* 2]%* 35,7%** 28%*
Second.hypothyroidism 22 28,6 52,6* 79,2%%* 62%*
Second.hypocorticism 4 14,3 21 35,7** 28
Second.hypogonadism 22 14,3 36,8 41,7%* 36
Hyperprolactinemia 16 14,3 21 37,5% 26
Diabetes insipidus 0 0 0 4,2% 2
Secondary diabetes 2 0 21 29,2%* 22
Encephalopathy 0 0 52,6 35,7 3oHH*

SETS 0 0 10,5 45,83 H* 26%*

Note: * - p<0,1; ** - p<0,05; *** - p<0,01 comparison to RT

It should be noted that before RT there were no cases of diabetes insipidus and
encephalopathy. In the postradiation period only in patients of group IIl diabetes
insipidus developed and amounted to 4,2% of patients, and 35,7% of patients developed
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encephalopathy. SETS occurred in 10,5% and 45,8% of patients in groups II and III,
respectively.

After RT, 90% showed a decrease in headache intensity. But with an increase in the
duration of the postradiation period, cases of decreased vision in 32% and brain necrosis
of 6% became more frequent.

Conclusions: Thus, a significant decrease in all the hormones of the adenohypophysis
(except prolactin) is observed in the long term radiation therapy and there is a tendency
to the development of hypopituitarism. Hypopituitarism is the most common late
complication of RT with somatotropic pituitary adenomas and is observed in up to 60%
of cases [3, 4, 13, 14). In our studies, hormone replacement therapy was necessary in
22% of patients before radiotherapy and 62% after radiotherapy. It is unclear whether
hypopituitarism was caused solely by RT or whether there was an effect of CNS toxicity
associated with the use of higher doses of the beam. Our results confirmed the previously
reported efficacy of RT for GH-secreting pituitary adenomas. However, RT is currently
still the treatment choice for patients with acromegaly, with an inoperable tumor and
an unacceptable level of hormones, despite surgical or drug treatment. In our studies,
the need for hormone replacement therapy before radiotherapy was observed in 26%,
and in the long term, radiotherapy [5-10 years) increased to 62% of cases. A comparison
of the average levels of GH/IGF-1 with the remoteness of RT showed that in patients
of group I the achievement of target levels (remission) reached 57% of patients, group
11-63,2%, group III - 91,7% of patients.

It was found that in order to stabilize the pathological process and to achieve the
target level of GH<2,5 mMe/Il, as well as to reduce the development of acromegaly
complications, the use of modern drug therapy methods recommended by the International
Consensus (2011) is necessary before and after radiation therapy .
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ANNOTATSION
In this article, the authors described a case study of a patient with ACTH-dependent
Cushing's syndrome. In this patient, after a phased bilateral adrenalectomy complicated
by adrenal insufficiency, the reproductive system was restored during the course of
hormone replacement therapy and pregnancy occurred. With complication of Nelson's
syndrome, transnasal Glucocorticoids were performed, in connection with remission,
removal of the pituitary adenoma, after which the patient became pregnant again. The
authors argue that such patients require constant monitoring and an individual approach.
Key words: ACTH-dependent Cushing's syndrome, Nelson's syndrome, pregnancy,
adrenal insufficiency.
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3amupa IOcydosna XAJIMMOBA

I'aBxap Myspasxkonosna 2KABBOPOBA

Mukrona Cooup ku3u CAPAPOBA

Yvuaa Akmajsosna MUPCAUITOBA

IITaxno3za Dpkunosna DPTAIIIEBA

Oiimun baxomuposna UPTAIIIEBA

HeitposHaokpuHonorust Ba TMIopu3 XappoxJIUrd UMUK J1aOOpaTOPUSICH,
Axanemuk f.X. TypakynoB Homugaru PecrnyGianka MXTUCOCTAIUTUPUITAH UIMUM-
aMaJIvii SHIOKPUHOJIOTHS THOOMEeT MapKasu, Y30eKUCcTOH, TOIKeHT

BYHPAK YCTU BE3U ETUIIIMOBUYMJIMK BA HEJICOH
CUHAPOMMU BUWIAH ACOPATJIAHTAH AKTI' T'A BOFJIHUK
KYIHIVMHT CUHJAPOMM BYJITAH BEMOPJA ®EPTUJIIINK
TUKITAHUIIIN

AHHOTAIIUA
Yoy makonaga myauiudaap amanueraa ydparaH AKTI ra 6ornmuk  KymmHr
CUHAPOMIM a€Nja KaCANIMKHUHT ¥3Ura X0C¢ Ke4yBUHM TacBUpJIallraH. bemopra 0ockydim
2 TOMOHJIaMa aapeHAIPKTOMUSIAH KEHMHIU OyiipaK yCTHU 0€3U €TUILIMOBYWIMTH Ty(ailin
TOPMOHAJI YpUHOOCApP Tepanus MakKcaauaa rMIOKOKOPTUKOUJIAP TaBCUSI KUJIMHIAaH Ba
Kaca/UIMK peMuccusicura spuinirad. Hatuxxanga 6emMopaa penpoaykKTHUB THU3UM
TUKJIAHTaH Ba XOMWIaaop OyiaraH. Pemuccus xonatura kapamacaaH HeacoH cuHapomu
PUMBOXJIAHTaH Ba TPAaHCHA3aJ1 AICHOMAKTOMUS ONEPaLMsICH YTKa3WITaHAaH KEMUH 6eMop
WKKWHYM 00p xoMmiaaop OyiaraH. Myaummdiaap KacaUIMKIa MHAWBUAYaJl EHIOIIYB Ba
OyHOail OeMopJapHU TOMMUM HA30paT KWIWIL 3apypPJIMTMHU TaKUJIAILITaH.
Kamur cy3nap: AKTI 6ornuk KymHr cunapomu, Hencon cunapomu,0yitpak yctu
E€TULLIMOBYWJIUTH, XOMUJIATOPJINK.

3amupa IOcydosna XAJIMMOBA

I'aBxap Myspasxkonosna 2KABBOPOBA

Muxrona Coouposna CAOAPOBA

Yvuaa Akmajosna MUPCAUITOBA

IITaxno3za Dpkunosna DPTAIIIEBA

Oiimun baxomuposna UPTAIIIEBA

Hayunasa ma6opatopusi HeliposHIOKPUHOIOIUS C XUpyprueiu rumnodusa,
PecnybnukaHCcKuil cnelyain3upoOBaHHBIA HAYYHO-TIPAKTUUECKUNA MEAULMHCKUIA
LIEHTp DHOOKpUHOJOrMM UMeHU akagemuka f.X. TypakynoBa, Y30ekucraH,
TammkeHT

BOCCTAHOBJIEHUE ®EPTWJIBbHOMN ®YHKIIUU Y
IHAIHIUEHTA C AKTI-3ABUCUMbBIM CHUHAPOMOM
KYIIUHTA, OCJIOXHEHHOIO HAAIIOYEYHUKOBON
HEJOCTATOYHOCTbHIO U CUHAPOMOM HEJBCOHA
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AHHOTAILIUA
B maHHOI1 cTaThe onmMCHIBAETCS Caydai M3 NPaKTUKU aBTOPOB O XeHInuHe ¢ AKTI -
3aBUCUMBIM CMHAPOMOM KyllimHra ¢ xapaktepHbIM TeueHueM. [larueHTy Oblia mpoBeaeHa
MO3TanHasA ABYCTOPOHHSS AAPEHAJISKTOMMS, TOCJIE KOTOPOro Oblia Ha3HadyeHa
3aMECTUTEIbHAsI TOPMOHAJIbHASL TEpanusi W NOCTUTHYTa PEMUCCUSI 3a00yieBaHUS. Y
nauureHTa 6ajaa BOCTTAHOBJICHA PENPOAYKTUBHAS (DYHKIUIMS U HACTYTUIIA OEPEMEHHOCTD.
HecmoTtpst Ha nocTukeHre peMUcCcuu pa3Bwicsd CUHApPOM HenbcoHa 1Mo moBomy 4ero
MPOU3BEIACh TPAHCHA3aJbHASI AJEHOMSKTOMMUSI U HACTYyNWIA BTOpass O€pEeMEHHOCTbD.
ABTOpBI MOAYEPKUBAIOT BAXXHOCTh MHAWBUAYAJIBHOIO IMOAXOAA U HEOOXOAMMOCTH
PEryJISIPHOTO KOHTPOJIS 3a TAKUMU MallMEHTAMMU.
Kmouesbie cioBa: AKTI-3aBucumblii cunapom KymmHra, cunapom HenbcoHa,
HaAMOYEYHUKOBASI HEAOCTATOYHOCTb, O€PEMEHHOCTD.

ationale: Cushing's syndrome (CS) is a severe neuroendocrine disease, characterized

by chronic hyperproduction of adrenocorticotropic hormone (ACTH), pituitary
tumor, accompanied by chronic increased production of cortisol by the adrenal cortex,
and development of the symptom complex of hypercorticism [1-3].

ACTH-secreting pituitary adenomas (corticotropinoma) are almost always benign
and mostly small in size, with a ratio of micro- and macroadenomas of 4: 1. This is often
the reason for the non-visualization of adenomas in MRI. In this case, the source of
ACTH hyperproduction is revealed by catheterization of the inferior petrosal sinus and
selective blood sampling made to determine an ACTH level. The development pathogenesis
of the ACTH dependent Cushing's syndrome is not fully understood. There are two
theories for the development of Cushing's syndrome: corticotroph mutation leading to
the formation of ACTH-secreting pituitary adenoma, which is confirmed by the tumor
monoclonal structure (the so-called "hypophysial" theory), and hypersecretion of KRH
(corticotrophin-releasing hormone, corticoliberin) with the formation of secondary
tumors or the development of pituitary hyperplasia (the "hypothalamic" theory). In both
cases, there is an ACTH secretion circadian dysregulation, which is expressed in
increasing the amplitude and duration of the hormone secretion peaks. The ACTH
hypersecretion is not suppressed by high values of glucocorticoids in the peripheral
blood, hencethe increased stimulation of the adrenal glands causes diffuse hyperplasia of
their cortex with an increased cortisol secretion in the blood and other biological fluids.
It is hypercortisolemia that determines the clinical picture of the disease.

Cushing's syndrome is the most common cause (80-85%) of organic hyperproduction
of cortisol - endogenous hypercorticism (EH). In 10-20% of cases, EH develops a
primary pathology of the adrenal glands, in 5-10% of cases, ACTH produces a carcinoid
tumor of any extra-pituitary localization [1, 2]. The prevalence rate of ACTH dependent
Cushing's syndrome is 39.1 cases per 1 million, while the incidence rate is 1.2-2.4 cases
per 1 million [4].

Research work aimed at finding endogenous hypercorticism suggests a significantly
higher prevalence rate in potential risk groups than expected. So, among patients under
40 with refractory arterial hypertension, endogenous hypercorticism was confirmed in
7 out of 80 people (9%) [5]. Another study confirmed EH in 4% of patients with poorly
controlled hypertension [6]. In patients with poorly controlled diabetes mellitus, EH
was detected in 2-5% [7, 8]. The active screening conducted in a multicenter study in
Italy identified EH hypercorticism in 6 out of 813 patients who suffered type 2 diabetes
mellitus without vivid clinical symptoms, i.e. the prevalence rate was 1 case per 139
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patients [9]. These data were confirmed in Turkey by active screening of diabetic outpatients
who needed to be transferred to insulin due to inability to reach the glycohemoglobin
target level. Among 277 patients, EH was confirmed in 2 patients, which indicates the
prevalence rate of 1 in 138 patients with type 2 diabetes. [10]. The Russian Federation
conducted a study on active screening of hypercorticism without specific clinical signs
among hospitalized patients with type 2 diabetes and/or obesity, and found the EH
prevalence rate was about 3% [11, 12].

Among 219 patients referred for idiopathic osteoporosis, hypercorticism was detected
in 11 cases (4.8%) [13]. Moreover, the prevalence rate was even higher (10.8%) among
patients with vertebral fractures [13]. Finally, active search found ACTH-dependent
Cushing's syndrome in 1 out of 250 women with hirsutism. [14].

According to the register of the Republic of Uzbekistan, the screening which has
been conducted since 2012, established the following 3 main groups of SC patients:
group 1-ACTH dependent SC -219 (82.9%); group 2-ACTH independent SC-41
(15.5%); group 3 ectopic ACTH Cushing's syndrome -4 (1.5%)[ 20.]

It is found that that in case of disease natural history (without treatment) a 5-year
survival accounts for 50% [15], but this figure significantly improves up to 86%, even
with a palliative treatment - bilateral adrenalectomy [16]. With timely diagnosis and
treatment in a highly specialized center, a 80% remission can be achieved, and mortality
in patients in remission does not differ from the population mortality [17, 18].

Women with Cushing's syndrome suffer from subfertility and menstrual disorders up
to persistent amenorrhea, primary and secondary infertility. Ovarian changes in Cushing's
syndrome in most cases have an involutive-atrophic nature and are manifest in mild
sclerosis of the albuginea and cortical layer, a decrease in the number of primordial
follicles. In a number of cases, patients with ACTH-dependent SC have sclerocystic
disease of the ovaries, which sizes sometimes increase. This increase suggests the possibility
of combining ACTH- dependent SC with sclerocystic ovary syndrome, which is confirmed
by a characteristic change in the endometrium. High levels of cortisol contribute to the
development of amenorrhea coupled with low levels of estradiol. Menstrual disorders in
SC develop more likely due to inhibition of gonadotropins by hypercortisolemia,
rather than by levels of circulating androgens. [21]. Cushing's syndrome is a condition
resulted from a prolonged exposure of the body to excessive cortisol secretion, produced
by the adrenal cortex. This condition is extremely rarely observed in pregnant women,
since hypercorticism causes ovulatory disorders and leads to relative sterility [22,23]. In
addition, hypercorticism increases the rate of spontaneous abortion, perinatal mortality,
premature birth and intrauterine growth retardation. There are objective difficulties that
complicate the disease diagnosis during pregnancy. Currently, about 150 cases of
endogenous hypercorticism in pregnancy have been described in the world's practice
[24]. The pregnancy management of women who have previously undergone total
adrenalectomy includes the administration of corticosteroid therapy. During pregnancy,
close monitoring of the fetoplacental system must be carried out. Timely prophylaxis and
diagnosis of gestational toxicosis and fetoplacental insufficiency should be carried out.
Early delivery can be carried out on therapeutic grounds. Birth management should be
expectant. During labor, intensive glucocorticosteroid therapy is justifiable. Indications
for caesarean delivery must be strictly obstetrical.

With an adequate replacement therapy, the delivery for the women after a bilateral
adrenalectomy is same as that for healthy women. However, it should be recognized
that these women are at risk of developing acute adrenal insufficiency during the delivery.
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Consequently, in the course of delivery, she should be prescribed an increased dose of
corticosteroids and their parenteral administration. In the postpartum period, a corticosteroid
therapy under the control of the 17-KS excretion level is administered from the first day.
Lactation period can worsen the course of the underlying disease. Children whose
mothers suffer from hypercorticism are born with signs of malnutrition, caused by a
carbohydrate metabolism disorder in their mother. During the neonatal period, a decrease
in adaptive reactions and development of hypoglycemia may be observed. These children
should be under regular medical check-up with an endocrinologist and a neurologist.
In case of adrenal insufficiency development, they are prescribed glucocorticosteroids.
However, on the other hand, as the results of clinical observations suggest, the vast
majority of children born by mothers suffering from corticosteroma, but who were in the
stage of persistent clinical remission and adrenal insufficiency compensation, are practically
healthy, without marked changes in the endocrine system.

We present below a case study of a patient with bilateral adrenalectomy and TAG
after the development of Nelson's syndrome, whose pregnancy and 2 successful deliveries
were achieved under close monitoring of endocrine functions, adequate hormone
replacement therapy with glucocorticosteroids, may serve as an example of the
management of this category of patients and their pregnancy.

In October 2018, a patient born in 1985 applied to the Academician E. Kh. Turakulov's
Republican Specialized Scientific Practical Medical Centre (the RSSPMC) with
complaints of headaches, general weakness, appetite loss, nausea, weight gain, pink
stretch marks on the stomach and shoulders, pain in bones, convulsions, and menstrual
dysfunction.

PMSH: she considers herself ill since 2006. She cannot explain the cause of her
disease. After her marriage in 2006 she began gradually putting up to 80 kg, suffering
from striae cutis distensae on the abdomen, hips, and in shoulder area, acne on the
back, high blood pressure - 160/80 mm Hg. After 6 months from the onset of the
disease, she experienced menstrual dysfunction of a menorrhagia pattern, and during the
last 3 months the menstruation stopped. She was self-medicating and did not consult a
doctor. In 2009, four years after the onset of the disease, the patient first applied the
gynecologist with complaints of menstrual irregularities and infertility, and therefore
was referred to the RSSPMC for further examination and treatment. She was examined
by a neuroendocrinologist who revealed the following changes: moon face, plethora,
hirsutism, facial acne, skin hematomas caused by minor knocks, wide stretch marks on
the abdomen and hips, uneven distribution of the subcutaneous adipose tissue mainly
in the abdomen, widow's hump, atrophy in muscles of extremities, dry and thinned skin.
Suspected of having endogenous hypercorticism, she underwent an examination with
the following results: the rhythm of the blood cortisol secretion: (dated 11.07.2009) at
9.00 -1106 nmol/L (N 260-720 nmol/L), at 18.00 - 947 nmol/L, at 24.00 - 739 nmol/
L (N 50-350 nmol/L), daily urine cortisol - 850 nmol/L (N 38-208 nmol/L), ACTH
-58.3 ng/ml (N less than 50 ng/ml). She underwent a "high-dose dexamethasone suppression
test” the cortisol level decreased to 480 nmol/L.

Complete blood count: Hemoglobin 113 g/L (120-140 g/L), Red blood cells 4.6
(3.9-4.7), White blood cells-11.2 (4.0-9.0), ESR-10 mm/h (0-15).

Clinical urine analysis: specific gravity -1030, protein 0.033%, white blood cells 15-
20/L, red blood cells-units.

Biochemical analysis of blood: creatinine - 84.8 mmol/L (44-97), Urea 6.9 mmol/L
(1.7-8.3), ALT 18 U/L (0-42), AST- 17 U/L (0-37 ), calcium - 2.29 mmol/L (2.1-
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2.6), potassium - 3.5 mmol/L (3.5-5.4), sodium- 135 mmol/L (130-150 mmol/L),
total cholesterol - 5.6 mmol/L (3.7-5.2). HBAlc- 5.6%.

Glucose tolerance test: fasting glucose-3.9 mmol/L, one hour later 75 g of glucose-
8.7 mmol/L, 2 hours after glucose- 4.9 mmol/L.

Coagulogram: Fibrinogen - 2.2 g/L (1.8-4.5 g/L), hematocrit- 40% (32-42%),
thrombotest -V-VI degree (IV-V)., FAK- 11.7%., PTI- 97% (80-100%).

ECG: Sinus rhythm with heart rate of 90/min. Left ventricular hypertrophy with
metabolic changes in the myocardium.

Dexa study: signs of osteoporosis.

Brain MRI: the pituitary gland is flattened (1.0 cm x 8 mm x 1 cm), data suggestive
of pathological changes in the brain and pituitary gland were not detected (Fig. 1).
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Fig. 1. MSCT of the adrenal gland: bilateral adrenal hyperplasia.

Due to the absence of changes in pituitary MRI with contrast and obvious clinical
(phenotypic, biochemical and hormonal) data for ACTH dependent Cushing's syndrome
and due to the bilateral adrenal hyperplasia, it was decided to exclude a suspected
ectopic ACTH secretory focus. The MSCT of the chest and abdominal cavity did not
reveal data suggestive of masses. The MSCT of the adrenal glands did not identify
structural changes in the adrenal glands either. The results of the laboratory and instrumental
studies, the impossibility of localization of the ACTH secretion source, the inability to
catheterize petrosal sinuses and the progressive deterioration in the patient's condition,
determined the following treatment tactics: phased bilateral adrenalectomy, which was
carried out by Professor S. Ismailov at the RSSPMC clinic on 16 February2010, right-
sided adrenalectomy with open laparotomy. After surgery, she noted a relative improvement
in general condition, decrease in body weight, stretch marks turned pale, blood pressure
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returned to normal. During second treatment (14.07.2011) her blood cortisol was 950
nmol/L, ACTH-61.8 ng/ml). The patient was recommended a left-sided adrenalectomy,
which she flatly refused and stopped going to the consultation. In May 2015, due to a
significant deterioration in her health (increase in blood pressure to 170/110 mm Hg,
weight gain, menstrual dysfunction, new stretch marks, steroid myopathy that limits
mobility), she was re-admitted to the Department of Neuroendocrinology. And, on 15
May 2015, after the preparatory measures, the patient underwent a left-sided adrenalectomy
with open laparotomy access. After the second operation, which was performed in the
Endocrine Surgery Department, the patient condition improved, and as early as the first
postoperative day the patient showed signs of hypocorticism, resulting in a decrease in
blood pressure as low as 80/60 mm Hg, lack of appetite, aversion to food, and nausea,
vomiting, dehydration phenomena, and dry skin covers.

Examination results: Complete blood count: Hemoglobin -103 g/L. (120-140 g/L),
Red blood cells -4.0 (3.9-4.7), White blood cells-10.5 (4.0-9.0), ESR- 17mm/h (0-15).
Venous glucose-4.6 mmol/L, Electrolytes: Potassium -5.8 mmol/L (N 3.6-5.4mmol/
L), Sodium -134 (135-150 mmol/L), Calcium -1.98 mmol/L (N 2.0-2.6 mmol/L).
Blood cortisol 150 nmol/L, cortisol in daily urine 25 nmol/L (N 38-208), that is,
adrenal insufficiency developed, which predetermined the administration of hormone
replacement therapy with gluco and mineralocorticoids: tab. Cortef 10 mg, 1 tab in the
morning, 1/2 tab at 13: 00.1/2 tab in the evening after meals, tab Cortineff 0.1 mg, ?
tab 2 times a day, tab. Prednisolonum 5 mg, 1 in the morning and afternoon, in the
evening ? tab.

During the first months after the second adrenalectomy, against the background of
the hormone replacement therapy, the patient's condition improved: the body weight
decreased from 80 kg to 70 kg, blood pressure - to70/50 mm Hg, the menstrual cycle
normalized, stretch marks turned pale, but a gradual darkening of the skin had already
been observed. And in 2016, a year after bilateral adrenalectomy, the patient at the age
of 31 years planned a pregnancy. Eucorticism was maintained due to the oral administration
of 20 mg of prednisolone in 3 divided doses: at 8.00 - 10 mg, at 14.00 and 19.00 - 5
mg each, Cortef tablets 20 mg, in the morning -10 mg, at 14.00 and 19.00 - 5 mg each.
In 2017 she conceived the natural way under replacement therapy and during the
pregnancy she was under the careful quarterly monitoring of cortisol levels and biochemical
parameters, as well as supervision of the neuroendocrinologist and gynecologist. At the
gestation age of 39-week she delivered a baby through a Caesarean section. She gave birth
to a healthy boy weighing 2900 g, 49 cm tall. It should be noted that during pregnancy
and after childbirth, the patient's need for gluco and mineralocorticoids did not change,
as evidenced by the normal cortisol and electrolytes values, which were measured
quarterly. After the childbirth (one year later), in July 2018 a follow-up MRI of the
chiasmosellar area (17.07.2018) revealed a focus in dynamics with a relative increase
in the pituitary gland and endolaterosellar growth to the left. The Turkish saddle was
enlarged: anteroposteriorly -1.5 cm, transversely -1.5 cm, vertically -1.2 cm with
deformation of stalk of the pituitary gland. The pituitary gland is enlarged and asymmetric
due to irregular shape of a solid 15 mm x 12 mm x 14 mm mass on the left. Again, the
patient suffered from increase in weight and BP up to 160/80 mm Hg, she turned
black, her phenotypic, biochemical, hormonal (ACTH, cortisol) analyzes changed.
All these symptoms confirmed the development of Nelson's syndrome and it was decided
to remove the mass.On 18 October 2018, Professor S.Kudlip, K.Jilks, A.M Akbutaev
conducted the operation "Transnasal endoscopic pituitary adenomectomy” No. 316.
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By the moment of TAG: The patient's general condition was relatively satisfactory,
she was alert, awake with clear consciousness, gave adequate answers, when asked

The skin was clean, dark, dry, and thickened; there were old stretch marks on the
abdomen, hips, and shoulders.She presented with ablackening, hyperpigmentation of
gums, lips, nipples, postoperative scars.Vesicular breath sounds were heard across the
lung surface. Heart sounds were clear, rhythmic, BP- 120/80 mm. Hg, pulse 80 beats
per minute against the background of antihypertensive drugs. The abdomen was soft and
nontender, the diuresis was regular. Pasternatsky's symptom was negative. No pathology
was detected with other organs and systems.

Laboratory tests: 15.10.2018. Biochemical studies of blood and urine: ALT-34 U/L
(N 4-40), AST-24 U/L (N 8-35), total bilirubin-11.0 pmol/L (N up to 20.5 pmol/L),
Calcium-2.28 mmol/L (N 2.1-2.6 mmol/L), Potassium-3.7 mmol/L (N 3.5-5.4).,
Creatinine-76 pmol/L (N 61-132 pmol/L), Urea-6.2 mmol/L (N 2.5-8.3 mmol/
L), Total protein-75.9 g/L (N 65-85 g/L), Phosphorus-1.20 mmol/L (N 0.45-2.2),
Alkaline phosphatase-160 mmol/L (N 80-306 mmol/L), Venous glucose-4.0 mmol/L
(N 3, 0-6.1 mmol/L).

Urinalysis: traces of protein, Bacteria +, White blood cells-10-15, Mucus +, squamous
epithelial cells 2-4, Red blood cells, units,

Coagulogram: APTT -73 (N 20-30 sec), Hematocrit-40% (N 32-42%), PTI-83% (N
80-100%), TT-24 (N 15-25 sec), Fibrinogen- 2.9 g/L (N 1.8-4.5 g/L).

Complete blood cell count: hemoglobin -125 g/L (N 120.0-140.0 g/L), Hematocrit-
39.0% (N 36.0%), Average red blood cell volume-82.3 f/L (N 80-100 um3), Average
erythrocyte hemoglobin content is 26.7x109/L, Average platelet volume is 7.7 L/L
(N10.3 ?7m3), platelet count is 0.319% (N 0.207%), leukocytes are 13,2x 109/L (N 4,0-
9,0), stab-3% (N 1-6), segmented-70% (N 47-72), monocytes-4% (N 3-11), lymphocytes
- 22% (N 19-37), erythrocyte sedimentation rate - 6 Mm/h (N 2-10), red blood cells-
4.69 10 ~ 12/ L (N 3.9-4.7), platelets-415 x 109/L (N 180-320.0), eosinophils-1% (N
0.5-5%).

Hormone blood tests: Before TAG 17.10.2018: ACTH- 83 ng/ml (N less than 50 ng/
ml), blood cortisol-290 nmol/L, Urine cortisol-279 nmol/L, Prolactin-27.8 ng/mL.
After TAG (10.21.2018-ACTH-9.7 ng/mL, Blood Cortisol -126 nmol/L, Urine Cortisol-
30 nmol/L, Prolactin-23.8 ng/mL.

Instrumental studies: ECG- Electrocardiogram (ECG) showed sinus tachycardia,
heart rate-107 beats per min. There are metabolic changes in the myocardium of the left
ventricle. Echo KG: without reducing of global left ventricular myocardium contractility,
WF 66%. Failures of local contractility was not detected. Diastolic LV type 1 dysfunction
- impaired relaxation. The heart chambers are within normal limits. I st cerebrovascular
insufficiency.

Doppler of lower extremities: No signs of hemodynamic arterial and vein involvement
of the lower extremities were detected. The common femoral artery is passable, the
contours are sharp and smooth. The popliteal and pedidial arteries are passable, the
blood flow is laminar. A.dorsalis pedis is fully visualized in the CFM mode. Blood flow
velocity V. maks.-symmetrical on both limbs. When the sensor compresses, the veins are
completely closed, the blood flow is monophasic.

MRI of the pituitary gland (1 month after the TAG) 20.11.2018: Pituitary gland
dimensions: anteroposterior-1.3 c¢m, transverse-1.6 c¢cm, vertical-1.0 cm. Conclusion:
signs of SPS, no data for volumetric formations were detected. Sphenoiditis. Ethmoiditis.

Hormone analyzes, one month later, dated 20.11.2018: ACTH-5.8 ng/ml, Blood
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cortisol-122.2 nmol/L, prolactin -7.0 ng/ 1. Electrolytes: Potassium-4.5 mmo /L (3.5-
5.4 mmol/L), Sodium-137 mmol/L (130-150 mmol/L), Calcium 2.0 mmol/L (2.1-
2.6).

Ophthalmologist: OU- Retinal Angiopathy.

ENT: Deformation of the nasal septum. Right-sided synechia.

Cardiologist: Stage 1 hypertension, AH-0. Risk 3.

Densitometry: Osteopenia of the lumbar spine.

The diagnosis at discharge: Pituitary adenoma with endolaterosellar left growth. Nelson's
syndrome. SPS of bilateral adrenalectomy (2010-2015). Drug euthyroidism.

Concomitant: Stage 1 hypertension, Arterial hypertension - 0. Risk-3. OU -retinal
angiopathy

Recommended: Tab.Cortef 10 mg, 1 tab in the morning, 1/2 tab at 13.00.1/2 tab in
the evening. Tab. Prednisalon 5 mg, 1 tab in the morning, 1 tab at 13.00.1/2 tab in the
evening under the control of blood pressure.

Endocrinologic supervision.

Control examination in 3 months, with analyzes: blood cortisol, ACTH, TTH,
potassium, sodium, calcium, capillary glucose. Weight and BP monitoring. In February
2019, the patient reported a second unplanned pregnancy. She was under the supervision
of a gynecologist and a neuroendocrinologist. She safely delivered a baby by Caesarean
section, at the gestation age 37 weeks. A boy was born weighing 2800 g, height 48 cm.

Conclusions: According to the SK register in Uzbekistan, reproductive dysfunction
in Cushing's syndrome was observed in 80% and was manifested by oligomenorrhea
(30%), amenorrhea (35%), polymenorrhea (7.5%), and the variable cycle (7.5%). With
ACTH dependent Cushing's syndrome the primary infertility accounts for 17.6%,
secondary - 23.5%, while with ACTH ICS, primary - 33.3%, secondary -16.7% of
women. Reproductive function recovery was observed in 3.5% of patients with Cushing's
syndrome against the background of drug therapy, in 33.3% after adrenalectomy and
combination therapy, and in 50% after TAG. [19]. It should be noted that if an objective
assessment of the SC remission state is the cortisol levels, then the reproductive disorder
can serve as a "candle", indicating a disease recurrence. Thus, according to some authors,
the restoration of menstrual function indicates the possibility of becoming pregnant for
women and potent for men, which are usually observed in the first 3 months of
remission. Repeated sexual dysfunction indicates a relapse of disease. The sexual function
recovery suggests a remission of and repeated dysfunction a relapse of both ACTH-
dependent and ACTH-independent Cushing's syndrome. Thus, achieving SC remission
and careful monitoring of hormonal and biochemical state allow the patients not only
to recover menstrual function, but also fertility with a normal pregnancy and birth of a
healthy child. But this requires scrupulousness, knowledge and sensitivity of the doctor
and pedantry and consistency of the patient!
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AHHOTAIIUA
B uccinenmoBanun npuHuManu ydactre 202 6oabHBIX M3 HuUx 40 ¢ TITA, 162 co
3nokauectBeHHOI AT, o6patusimecss B PCHIIML DHookpuHoiaoruu um. akan. E.X.
Typakynosa M3 PY3 u PCHIIMI Kapauonornu M3 PY3 3a nepuon 2018 - 2019rr.
N3 aux myxxuuH - 107 (53%), >xxenmuH - 95 (47,0%). Cnyuyan I1T'A accoummpoBainch
BBICOKOI YacTOTOI cepaedHo-cocymucThiX (25%) m uepedpoBacKyasgapHBIX (10%)
ocinoxHenuit npu IITA mo cpaBHeHmio mamumeHTamu ¢ Ib (25% wn 1,9% n
cootBeTcTBeHHO P<0,001) C yBeTMYeHNEM YacTOTHI OCTporo nHdapkra muokapaa (5%),
OCTPOTO HapylIeHUsT Mo3roBoro kposooopaienust (10%) npotuB (1,9%, 1,2%) npu
I'b (p<0,001), a TakKXe pU U3y4YEHUE CEMEMHOrO aHAMHE3a y POAUTENEN OOJBHBIX C
[1T’A xapanoBacKyJsipHbIe 3a00J€BaHUSI MPEUMYILIECTBEHHO BCTPEYAINCh B BO3PACTe
1o 40 ner (32% npu IIT'A npotus 6,1% nipu I'B).
KnwouyeBble cloBa: MepBUYHBINA TUINEPaAlbIOCTEPOHU3M; aJlbJOCTEPOH;
cCUMMTOMAaTUYECKasl apTepuaibHas TUIIEPTEH3MUS; OMYyXOJb.
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academician Ya.Kh. Turakulov, Uzbekistan, Tashkent

CEREBROVASCULAR DISEASES IN PATIENTS WITH PRIMARY
HYPERALDOSTERONISM

ANNOTATSION
The study involved 202 patients, including 40 with PHA, 162 with malignant
hypertension, who contacted the RSNPMC Endocrinology named after Acad. Y.H.
Turakulova of the Ministry of Health of the Republic of Uzbekistan and RSNPMC of
Cardiology of the Ministry of Health of the Republic of Uzbekistan for the period
2018-2019. Of these, 107 - men (53%), 95 - women (47.0%). Cases of PHA were
associated with a high frequency of cardiovascular (25%) and cerebrovascular (10%)
complications of PHA compared with patients with hypertension (25% and 1.9%,
respectively, p <0.001) with an increase in the incidence of acute myocardial infarction
(5%) , acute cerebrovascular accident (10%) versus (1.9%, 1.2%) with hypertension
(p <0.001), as well as in the study of family history in the parents of patients with PHA,
cardiovascular diseases mainly occurred before the age of 40 ( 32% with PHA versus
6.1% with GB).
Keywords: primary hyperaldosteronism, aldosterone, symptomatic arterial hypertension,
a tumor of the adrenal gland.
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HeitposHaokpuHonorus Ba runodu3 XUpyprusicu WIMHUKA J1aO0paTOpUsICH,
akaneMuk E.X.Ty¥pakynoB Homungaru Pecny6nuka UxTHcocaaluTupuirad
DHpokpuHoitorus Miamuit-Amanmii Tu66uét Mapkasu, Y36ekuctoH, TOLIKEHT

BUPJIAMYU TUITEPAJIBAOCTEPOHU3M BEMOPJIAPUJIA
HEPEBPOBACKYJIAP KACAJIJTUKJIAP

AHHOTALIUA
Tankukot 2018-2019 itwmiap naBomuna Y3P CCB akan. E.X. TypaxyioB HOMUIaru
PMMUAT sHmokpunoaorusi Ba PMUAT kapanonoruss Mapkasura MypoxaaT KWJITaH
202 6emop ynapaan 40 ta BI'A , 162 Hadap éMoH cudaTiv apTeprall TUIIEPTECH3NSITA
ara 6eMopyiapHu Kampab onraH. Taxjaua myHu Kypcatauku, bI'A 6uian orpuran 40
o6emopmaan 24 HadapuHuHT (60 %) oTa-oHanapuIa KOH-TOMUpIapu ¢goxeanapy OyiaraH,
40 €mrravya 6ynaramtap yaxapauHr 40 %uu tamkua otav, Ba 50 %Hu tamkui straH 20
6eMop MuMoKapa MH(MApPKTU OWIaH OFpuTaHjap, yaapHuHT 32 % 40 €mraya Oynrat.
HMucynbt Ba Muokapn nHdapkt 20% (8 nadap) xonamiapaa conup oyaran: 40 €mraya
OyiraH runepTeH3usIn oTa-oHanap Ba 40 émrman omranuap 95 % Ba 5 % HUM TalIKWI
stuliraH, sbHU BI'A OumnaH ropak tomupyapu xactanukiaapu (FOTX) amoxuma Ba
KOMOMHAIMsJIAHTaH X0J11a TUIepTeH3ust ouiaH orFpuraH 38 6emopnaa (95 %) I'A dponuna
PUBOXKJIAHTaH.
Kamur cy3map: OupiaMuu rurepaibIOoCTEPOHU3M, albIOCTEPOH, CUMIITOMATUK
apTepuajl TUIIEPTEH3Us, YyCcMa
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H epBUYHBIN TUnepaabaocTepoHu3Mm (IIT'A) - KIMHUYECKUNA CUHIAPOM,
pa3BUBAIOIIMICSI B pe3yabTaTe M30BITOYHOW NMPOAYKIMMU aJlbJOCTEPOHA
KJIyOOUYKOBOM 30HOK KOPKOBOTO BEIIECTBA HAAMOYEYHUKOB, MPU KOTOPOM CEKpPELIUS
aJIbAOCTEPOHA TOJHOCTbIO MJIM YAaCTMYHO aBTOHOMHA MO OTHOIUEHWIO K PEHWH-
AHTMOTEH3MHOBOUW cHCTEME, YTO OOYCJIOBIMBAET Pa3BUTHUE HU3KOPEHMUHOBOW
aprepuanbHOil runepreH3uu (Al') [1]. PanHHee GOJIBIIMHCTBO 3KCIEPTOB OLICHUBAIU
pacmipoctpaneHHOCTD [1T'A meHee 1 % OT malMeHTOB C 3CCEHIIUATBLHON TUTIEpTeH3UER
(9TI'). Takke npeanonarajaoch, YTO TUMOKAIUEMHUS SBIISIETCS HEIMTPEMEHHBIM KPUTEPUEM
MMArHo3a, HO ITOCJIEAHUE MPOBEACHHBIC UCCIEIOBAHUS MO3BOJUIN MTEPECMOTPETDh 3Ty
BeJIMUMHY. B HemaBHMX MCCIENOBAHUSX TUITIOKAJIWEMUS BBISBIISIETCSI Y HEOOJBIIOTO
konunuectBa 60bHBIX ¢ [ITA (9 - 37 %) [2]. B Hactosiiiee Bpems I1I'A cocraBmsieT
okomo 10 % cpenu maumeHToB ¢ Al (4,8 % mpuxomuTcss Ha aabAOCTEPOH-
nponynupylomue ageHoMbl (AITA); 5,2 % - Ha npyrue Buanl 1A, 1ByXCTOpOHHIOIO
WAMOIIATUYECKYIO TUIIEPIUIa3UI0, MEPBUYHYIO OJHOCTOPOHHIOI TUMEPIUIA3UIo,
cemeitHbie ¢popmbl [1T'A) [3-4]. T1o gaHHBIM HEKOTOPBIX UCCJIEIOBAHMIA, BCTPEYaEMOCTh
IITA cpemn mamuenToB ¢ AI' mocturaer 30 % [5]. BonblmHCTBO McciienoBaTeneit
CBSI3bIBAET 3TO C BBISIBJICHUEM HOPMOKAJIMEMHUYECKOTO BapraHTa U JJATCHTHBIM TEUCHUEM
I1T’A [6]. BaxxHocTh 3(d(ekTuBHOTO BBIsIBIeHUS naureHToB ¢ [1TA oOycioBieHa TeMm,
yro Al gBasgeTcss TpaaUMLIMOHHBIM (PAaKTOPOM puCKa HEOJarONpUSTHBIX CEpACYHO-
COCYIMCTBIX COOBITUI Y MPEXICBPEMEHHOM JETATbHOCTU [7], a TakxKe paauKaabHOM
BO3MOXXHOCTBIO YCTPAaHUTh JaHHYI npuuurHy A’ 1 Tem caMbiM MOAU(MUIIMPOBATH
WHAWBUAYaIbHBIE pUcKH [6]. MccemoBaHus TTOCIEIHUX JIET TTO3BOJISIIOT BBIACIUTD JIBE
OCHOBHBbIE€ TIpo0OeMbl AuarHOoCTUKU IIT'A: Bo-TiepBbIX, CI0XHOCTb BbIsiBIeHUS TIT'A
M3-3a YaCTOrO OTCYTCTBUSI TUIIMYHON CUMIOTOMATUKM, HETOCTATOYHOM OCBEIOMJIECHHOCTH
W HACTOPOXEHHOCTU KJIMHUIMCTOB [8]; BO-BTOPBIX, HEOOXOAMMOCTb HaMIEKHOM
nuddepeHIraaIbHON AMarHoCcTUKM KimHu4deckux opm IIT'A nis pemieHust Borpoca
0 TakTUKe JieueHus [9]. bosee Toro, pe3yabTraTbl HEKOTOPBIX UCCIEA0OBAHUI TTOKA3aJI1
accoumnanuio IIT'A ¢ mporpeccupoBanuem Al, pa3BUTMEM MHCYJIbTA, UILIEMUYECKOM
00JIE3HBIO CEp/lla, HAPYIIEHUSIMUA CEPIAEYHOrO PUTMA, CEPACYHONM HEAOCTATOYHOCTHIO
[10- 7] n maTtonorum moyek [11]. Knuauueckoe 3HaueHue xe III'A cBsg3aHO ¢ Goliee
BBICOKOI YaCTOTOM CEPACYHO-COCYAUCTBIX MOPAXKEHUIN U CMEPTHOCTHIO I10 CPABHEHUIO
C aHAJIOTMYHOM cTeneHblo moBbiueHus A/l mpu scceHuanbHoi Al [10], 4TO BbI3BIBAET
psa BorpocoB. OTcyTcTBUE CKpMHMHTA 00gbHBIX ¢ Al Ha Hanmuue TII'A nmpuBoguT K
TOMY, YTO 3HAYMMOE€ KOJHUYECTBO OOJBHBIX C TUIEPTOHUEH HE ITOJYyYaeT
MaTOr€HETUYECKOTO JICYEHUSI U HE MMEET BO3MOXHOCTU JOCTUTATh LIEJIE€BbIX YPOBHEMN
AJl [12-13].

Cewmelinbiii anamHe3 0oabHBIX ¢ [ITA u I'b (OHMK, UM u I'b y ponureneii)
(n=202)

IToxa3s OHMK 70\ | OHMK I'b
aTtem | 11940 | IMocie | Jlo | Mocae | WUM | 640 | Mocue
Jer 40 jget 40 40 ger Jert 40 jet
JeT
IITr'A 18 6 13 7 8 38 2

(n=40) | (40%) | (15%) | (32%) | (17,5% | (20%) | (95%) | (5%)
)
B 11 32 10 19 12 20 96

(=162 | (6,7%) | (19,7%) | (6,1% | (11,7% | (7,4%) | (12,3%) | (59,3%)
) ) )
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AHanmu3 ucciaenoBaHuii mokasai, 4to u3 40 6onbHbIX ¢ [IT'A y 24-x ponutenein B
aHamHe3e umeno mecto OHMK, u3 Hux y 40% no 40 ner. lanee y 20 pomureneit
(49,5% cnyyaeB) B aHaMHe3¢ MMEJI MECTO TIepeHEeCEHHBIN MH(MAPKT MUOKapaa, U3 HUX
32% no 40 nmer. Coueranusliii OHMK n UM umen mect y 20 % pomureseii, 4to
oTMeuanoch y 8 pomuteneir 6oabHbIX ¢ IITA m 12 ™ poauteneir 6oabHbIX ¢ I'b
pomutenu. [Tpu atom 10 40 net crpamanu 1o 95 % ponureseii OOJIBHBIX, a BCETO JIUIIb
B 5 % ctpananu nociie 40 jeT, 1.e. ipu I1T'A ocTphie cepaeuHO-COCYIUCThIE KaTacTpOdbI
(OCCK) B OTHEJIBHOCTH ¥ B KOMOMHAIIMM Pa3BUBAJINCH B 95 % ciydyaeB, YTO COCTABUIIO
38 60abHBIX Ha (poHe Al'. Ay 60abHBIX Xe ¢ I'b KapTHa Obl1a HECKOJBbKO MHAs: Tak,
n3 162 mamyMeHToOB BCETO JIMINL B MOJOAOM Bo3pacte, T.e 10 40 jer passutue CCK
nmeno Mecto y 11 6ombHBIX (6,7%), a v 32 6onbHBIX (19,7%) - mocae 40 net, 4To
YKa3bIBa€T Ha TO, YTO Jaxe y poauTeseil 00abHbIX ¢ I'b ocTphie cepnedyHO-COCYyaUCThIE
KatacTpodbl ObLIM XapaKTepHBI B 0ojiee MOXMIOM Bo3pacTte. Mcxonst U3 pe3yabTaToB
HalllMX KMCCAeA0BaHMIA, MOXHO CKa3aTh, YTO Yy IMAallMEHTOB  OOEUX TPYyMIl MMEIUCh
TEHETUYECKME MPEANOChUIKA, HO Y 00abHbIX ¢ [I['A aTOT mokasartenb ObL1 OoJiee
BBICOKMM. MITak, ceMeliHbI aHaMHe3 00JIbHBIX UCCIENYEMbIX TPYIII B CPaBHUTEIbHBIM
aCIeKTe TaKXe MOOKa3bIBA€T TO, YTO POAMTENM mamueHTOB ¢ [ITA UMeEIU
30KauecTBeHHYI0 Al ¢ mocienyrolnMu ¢ataJlbHbIMU U HedaTaTbHBIMUA COCYIUCTHIMU
MO3TrOBbIMM KaTacTpogaMu y nmpeodagarmliero O0JbIIMHCTBA JULL, YTO TAKXKE MOXET
OBITh yKa3zaTeJieM HaJluuMsl CepbEe3HOTo hakTopa pucKa, HalleJMBAlOIIEro Bpaya Ha
BO3MOXHOCTB [1T°A.

Tabauua 8. YacTora cepaeuyHo-cocyaucThix coobITUid y nmanueHToB ¢ [II'A u ¢ I'b

IMoka3arenu IIT'A (n=40) I'b(n=162) P
Yuciao Yacror | Ynciao YacroTa
0oabHBI | aB % 00abHBI | B %
X X
WNHcynbT 4 10 3 1,9 0.012
WNudapkr 2 5 2 1,2 0.041
MHUOKapJia
MepnarenpHas | 4 10 3 1,6 <0,001
ApPUTMHUS
Hroro 10 25% 8 5%

[TprMeyaHue: p- KpUTepuii JOCTOBEPHOCTU pasnuuuii Mexmay rpynmnamu, [JI2K -

runepTpodus JeBOro keayaouka
B tabmuue 9 maHa cpaBHUTENbHAsT 4acTOTa BCTPEYAEMOCTU KIMHUYECKUX
cumntomoB npu I1T'A u I'b.

KniuHuyeckn OTJIMYUTHh TUIMNEPTOHUYECKYI OO0Je3Hb OT MNEPBUYHOTO
TMNEpaAIbAOCTEPOHN3MA OYE€Hb CJIOXHO, TaK KaK B oboux ciaydasx Al mposBisieTcs
TaKMMU OOILIIMMU CUMIITOMaMM, KaK TOJJOBHbIE 0O0JIM, TOJIOBOKPYKEHNE, 1IyM B yIlaXx,
MOTEMHEHME B IJla3aX, HapylleHue 3peHMs] M HapyLIeHUS CepAedHO-COCYAUCTOM
JeaTebHOCTU. 1151 yTOUHeHUST XapaKTepPHbIX MATOTHOMOHUYHBIX MPU3HAKOB JJIs 9TUX
3a00JIeBaHUII MBI B OTAEJBHOCTA IMPOAHATU3UPOBAIN BCE KIMHUYECKME MPOSIBICHUS
B 00eMx rpymmax OOJIbHbIX (Tabauua 9) u nmpuiav K BbiBoay, 4to mpu [ITA
npeodajaay ciaeAylole CUMIITOMBI, 0oiau B obnactu cepaua (87%, p<0,0001),
oHeMeHHUe KoHeuHocTel (85%), pasopaxkuterbHocTh (82,5%, p<0,0001 ), cyXocThb BO
pty (80%, p<0,0001), TpeBOXXHO-IenpeccuBHBIN cHAPOM (80%, p<0,0001), MbIeyHas
cmaboctb (75%, p<0,0001), xpoHndeckast yctanocTtb (72,5%), 49yBCTBO HEXBATKM BO3IyXa

100 1-kucm | Maxcyc coH



Buomenununa Ba amammér xypHaau / XKypuan ouomenuuunnl u npaktuku / Journal of biomedicine and practice BESIF@IIY

(70%), muoruterus (65%, p<0,0001), mpuctynsl yayuibsa (62,5%, p <0,0001), moanypust
(67,5%, p <0,0001) m mpucTyIbl TeTaHUYECKUX cymopor (57,5%).

Crenyroueii xapaktepuctukoit [1T'A saBaseTcst usydyeHue tedeHust Al', 4To  npuBeIEHO
Ha pUCYHKe 3.

2 72,5%

55,5%

27 5% W [rA{n=40)

28,6% HE(n=162)

MocToAHHDE Mepyogryeckoe KpusoBol

Puc. 3. Teuenue aprepuaibHoOi runepreH3un y 6oabHbIX ¢ [ITA u I'b

Mb1 oueHuBanu TedyeHue AlT M pasgenuam OONBHBIX HAa 3 TPyINbl: MOCTOSIHHOE,
nepuoaudeckoe U kpuszopoe. st 60abHbIX ¢ [II'A ObUI0 XapakTepHO B OCHOBHOM
noctossHHoe TeueHue Al m 3to cocraBuno 72,5%, a mepuoanveckoe M KpPHU30BOE
TeyeHue Obu10 MeHee XxapakTepHo 115 [1I'A, B To BpeMst Kak y 60sibHBIX ¢ I'b npeobaagano
nepuoaudeckoe teueHue Al (pucyHok 4).

B8O 62,5%*
60
38,3%
40 sk 27.5%*
" 19,2%*
70 4 g 10,2% 12,5% o’ 13,5% 12,4%
o & . ; ; ; . ; . .
& o 5 #, A éﬁ o
o & N o
Qﬁ“ {9% @a 55«-"’ é&q 1;5‘\ ¥ .{-Eﬂ’
+ ® 2 ¥ S & ®
# & i o g o Egr"
) & i 5
& s o i ) q
) &2 R N 3
at @ e B MA{n= =
& (n=40] E[E(n=162)

Puc. 4. CpaBHUTENbHAS XapaKTepUCTHKA COIMYTCTBYIOLIMX 3a001€BaHUI B UCCIEAYEMBbIX
rpynnax (n=202)
[TpuMmeuanue: p - KpUTepUii JOCTOBEPHOCTH pas3nnuuii Mexay rpynnamu, p*<0,05
IIpu TIT'A gocToBepHO 3HAYMMBIM ObLIO MOBBIIIEHHWE YAaCTOThl BCTPEUAEMOCTH
oxupeHus (62,5%), napymenust yriieBogHoro oomena B Buae HI'H (17,5%), caxapHoro
nunabeta (12,5%), ysnosoro 306a (27,5%). B Tto Bpems, kak y 6oinbHBIX ¢ I'b
JTOMWHUPOBAJIN XUpyprudeckas U (usnosiorndeckass MeHomnaysa (22%), peBMaTu3M
(12,4%).
BriBon. Hamu Obuio ycraHoBiaeHo, uyTo npu III'A HaGawomaeTcss GoJjiblias
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OTATOILIEHHOCTh CEMEMHOIro aHaMHe3a MO CEepPAeUYHO-COCYIMCTBIM KaTacTpodam,
HabJogaercs: 6osiee 3J10KaYeCTBEHHOE U CTOMKoe TeyeHue Al

Cnyuan TITA accoummpoBanCh BBICOKOM YaCTOTOM CepAeUHO-COCYIMCTHIX (25%)
n 1epedpoBackyIsIpHBIX (10%) ocnoxuHenuii mipu I1I'A o cpaBHEHUIO MalIMEHTaMMU C
I'b (25% n 1,9% n cootBercTBeHHO p<0,001) C YBeIMIEeHEM YaCTOTHI OCTPOro MH(papKTa
muokapaa (5%), octporo HapylieHUs Mo3roBoro KposooOpamieHus (10%) nmpoTtus
(1,9%, 1,2%) npu TI'b (p<0,001), a TakKe NMpU M3ydeHHE CEMEWHOro aHaMHe3a Y
poauteneii 6onbHbIX ¢ TII'A KapauoBacKyasspHbIE 3a007€BaHUSI MPEUMYILIECTBEHHO
BcTpevaarch B Bo3pacte mo 40 net (32% npu I1T'A nporus 6,1% npu I'B).
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3amupa IOcynosna XAJIMMOBA
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JlabopaTopusi HEWpPOIHAOKPUHOJIOTUN C XUpypruen runodusa, PecrybiarMkaHCKOTO
CneuunanusupoBaHHoro HayuHno-IITpaktuueckoro MenunuHckoro LleHTpa
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CKPUHUHI' TIEPBUYHOI'O T'MIEPAJIBJOCTEPOHU3MA 110
PECITYBJIUKE Y3BEKHUCTAH
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AHHOTAIIUA
B uccinegoBanuu npuHumaiu ydactue 850 OOJBbHBIX CO 3j10KauyecTBeHHOU Al
ob6patusivecs 8 PCHIIMLI DunokpuHonoruu um. Akazn. E.X. Typakynosa M3 PY3 u
PCHIIMI Kapauomornu M3 PY3 3a nepuon 2018- 2019rr. U3 Hux MyxuuH- 448,
keHIMH-402, Bo3pacT O0JIbHBIX Kosiebaycs oT 16 o 70 jer, cpeaHuit BO3pacT COCTABUI
-38,2 € 18,2 ner. M3 850 GoabHBIX ObUIM OTOOpaHbI ¢ MoMolublo Tecta APC 202
OOJIBHBIX CO 3JI0KAYeCTBEHHOM rumnepreH3ueit; myxxund- 107 (53%), xeHmmH - 95
(47,0%). Bo3pact 007abpHBIX KOJebajcs oT 16 o 70 jiet, cpeIHUil BO3PacT COCTABUII -
36,8 € 13.2 ner. CkpunuHT [1T'A y 60JIBHBIX cO 3JI0Ka4ecTBeHHOI Al ObIT BBIIIOJTHEH
n3 3-x aTanoB. [1o pe3yabratom 3-x aTanmHoro ckpuHuHra 850 manueHToB ¢ Al mokasanu,
4yTO TOJILKO Y 40 (25%) OONBHBIX BCE TECTHI OBIJIA TOCTOBEPHO MOJIOXKUTEIBHBIMU, YTO
cBupereabcTBoBasio 0 Hajauuuu [IT'A u cocraBuio 4,7 % B rpylne BRICOKOTO pHCKa,
T.€. OOJBHBIX CcO 3710KayecTBeHHON Al 11 19,8 % GOMBHBIX C MOJIOKUTEIBHOM TTPo0O0it
APC.
KnwouyeBbie cloBa: MepBUYHBINA TUIEPalbJIOCTEPOHU3M; allbJOCTEPOH;
CUMIITOMAaTUYECKasd apTepualibHasl TUIEPTeH3Us; OnMyXoyib, CKpUHUHT TIT'A.

Zamira Yusupovna KHALIMOVA
Guzal Abdurashitovna DALIMOVA
Neuroendocrinology and hypophisis surgery scientific laboratory, Republic
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Specialized Scientific-Practical medical centre of Endocrinology named after
academician
Ya.Kh. Turakulov, Uzbekistan, Tashkent

SCREENING OF PRIMARY HYPERALDOSTERONISM IN
REPUBLIC OF UZBEKISTAN

ANNOTATSION
The study involved 850 patients with malignant hypertension who contacted the
RSNPMC Endocrinology named after Acad. Y.H. Turakulova of the Ministry of Health
of the Republic of Uzbekistan and RSNPMC of Cardiology of the Ministry of Health
of the Republic of Uzbekistan for the period 2018-2019. Of these, 448 men, 402
women, the age of patients ranged from 16 to 70 years, the average age was -38.2 € 18.2
years. Of the 850 patients, 202 patients with malignant hypertension were selected using
the ARR test; men - 107 (53%), women - 95 (47.0%). The age of patients ranged from
16 to 70 years, the average age was -36.8 € 13.2 years. Screening of PHA in patients
with malignant hypertension was performed in 3 stages. Based on the results of a 3-stage
screening, 850 patients with AH showed that only 40 (25%) patients had all positive
tests, which indicated the presence of PHA and amounted to 4.7% in the high-risk
group, i.e. patients with malignant hypertension and 19.8% of patients with a positive
breakdown of ARR.
Keywords: primary hyperaldosteronism, aldosterone, symptomatic arterial
hypertension, a tumor of the adrenal gland, screening of PHA

3amupa IOcynosna XAJIMMOBA

Guzal Abdurashitovna DALIMOVA

HeitposHaokpuHonorus Ba rTunodu3 XUpyprusicu WIMHUKA J1aOOpaTOpUsICH,
akaneMuk E.X.Ty¥pakynoB Homunaru Pecny6nuka UxTHcocaaluTupuiIrad
DHpokpuHotorus Miamuit-Amanmii Tu66uét Mapkasu, Y36ekuctoH, TOLIKEHT

V3BEKMCTOH PECHTYBJIMUKACUIA BUPJAMYU
IT'NMIEPAJIJOCTEPOHU3M CKPUHHMHI'U

AHHOTAIIUA
Tanxukor 2018-2019 itwnap naBomuna Y3P CCB akan. E.X. T¥pakynoB HomMumaru
PMMUAT sHmokpunoaorusi Ba PMUAT kapanonoruss Mapkasura MypoxaaT KWJITaH
850 Hadap €EMOH cudaTiau aprepuan TUNEepTEeH3MIra ara 6eMopaapHu KamMpabd ojraH.
EMoH cudariu runepreHsusicu 6yaraH o6emopnapia BIA ckpuHMHrM 3 Gockuyna
VTkasuwirad. Al' 6uman kacammanrad 850 6emopHuHr aturu 40 Hadapuaa YyTKa3uiaraHn
CKPUHUHTHUHT 0apya TecTJaapu M>KOOM HaTvKa OWJIaH SIKyHJIaHAu, Oy 10KOpu XaB(@
rypyxuHuHT 4,7% wna BI'A 6opaurnga, EMOH cudaTiu TUIIEPTEH3Us OMIaH OFpUTaH
oemopiap Ba APH tect mxobmit 6ynran 6emopnap 19,8% HuM TalKua STUIINAIAH
JanonaTr oepanu.
Kamur cysaap: GupiaMuy runepaibIOCTePOHU3M, aJbAOCTEPOH, CUMITOMATUK
aprepual runepreHsus, ycma, bI'’A ckpuHMHTIM.
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BBGI[GHI/IC. IIT’A mpeacraBiasgeT coOo¥ TpymdIly pacCTPOMCTB, B KOTOPBIX CEKPELIUS
aJIbJIOCTEPOHA SIBJSIETCS HEHaAJeXallle BBICOKOW IJIsI COCTOSHMS HaTpus,
OTHOCHUTEJIBHO aBTOHOMHO OT OCHOBHBIX PEryJSTOPOB CEKpelny (KOHLEHTpALUs
aHruoreHsuHa II, KoHUeHTpauMs Kaausl B IUIa3Me) W HeE IOJaBJISIETCSI HArpy3KoM
HaTtpueM. HeagekBaTHast BbIpabOTKa ajlbIOCTEPOHA BhI3BIBAET TUIIEPTOHUIO, CEPACYHO-
COCYAMCTBIE TTOBPEXICHMS, 3aACPXKKY HATpuUs, MOAABICHUE IJIA3MEHHOIO peHUHA U
MOBBIIIEHHYIO 3KCKPELUIO KaJusl, 4YTO MOXET MPUBECTU K TrumnokaiumemMuun [1].
Pacnpoctpanenue III'A 3aBUCUT OT MCCAEOYEMOTO HaceJIeHUs. ABCTpaIUiicKoOe
PETPOCHEKTUBHOE MccienoBaHre 199 nalMeHToB ¢ TUIIEPTEH3UEN 1 HOPMOKaJIUEMUEH,
rmokasano MuUHuUMalIbHBIM TipoueHT IITA (8,5%), BepossTHOe pacmpocTpaHeHUE
cocTaBisieT MakcuMyM 12%-13% [2]. PeTpocnieKTUBHOE MCClIeTOBaHME B KUTAWCKOM
MOMYJISIUMA OOJBHBIX C TUIIEPTOHUEH, MIPOBEACHHOE B YCIOBUSIX ITIEPBUYHON MEIUKO-
CaHUTApHOI moMolIx, mokasano, uro INT'A sgBisgercs nmpuumHON TunepToHun y 5%
nauueHToB [3]. B utanessHckoM ucciaengoBanuu PAPY ¢ BosieueHueM 1125 nanpeHTOB
¢ AT npouentHast nonsg 1A coctaBwna 11,2% [4]. MHorue ucciaenoBaHUsT SICHO
nokasanu, uyto I1I'A gBisieTcsa 4yacToil MpUYMHONM BTOPUYHOM TMITIEPTEH3UU C YaCTOTOM
0KoJI0 5% B 001Iel TUIIEPTEH3UBHON Tonmyastiuuu [5, 6,7] u 11% y manyeHToB,
OTHOCSIIIXCS K CIIEUUAIM3UPOBaHHBIM 1LieHTpaM |8, 9,10]. I1T'A cneunduyecku Jeuntcs
OIHOCTOPOHHEM aApEHATIKTOMHUEH (TTPEAITOYTUTEILHO JaNapOCKOMMYECKON XUPYprueil)
WIA MEIMKAMEHTO3HO aHTarOHMCTOM MMHEPAIOKOPTUKOUAHOTO peuentopa (MP),
KOTOPbIi MHTUOMpPYeT CBA3bIBAHWE aJIbIOCTEPOHA C MUHEPATOKOPTUKOUIHBIM
peuenropoM [11]. Bo3pacrarolee 3HaueHue pacno3dHaBaHus [1I'A oOycioBiIeHHO TeM
(pbakTOM, YTO TUMNEPATHLAOCTEPOHU3M MOXET OKa3blBaTh 3HAYUTEIBLHOE HETaTMBHOE
BO3JIEUCTBUE Ha cepaeyHo- cocymuctyro cucreMy (CCC) m mouku. bpuio yetko
MNpOAEMOHCTPUPOBAHHO, UTO [I['A yBenMuMBaeT KOHEUHBIN AUACTOJIMUYECKUI O0beM
JIEBOTO 3KEJIy0YKa, YTO CBSI3aHO C YBEJIMUYEHUEM TOHKOCTH CTEHOK MO CPABHEHMIO C
nauveHTaMu ¢ rurnepreHsuein [12]. B otHOMOMEHTHOM MCCIeIOBaAaHUU, KOTOPOE
CPaBHMBAJIO CEPACYHO-COCYAUCThIE OcjioxXHeHUs1 y nauueHToB ¢ IIT'A u I'b, GbL10
OOHaApyXeHO, YTO OTHOILIeHWE ImaHcoB y mauueHToB ¢ II['A 1o cpaBHeHuio ¢ I'b
coctaBusio 2.6 mnst UM, 1,9 nngd cuMnToMaTHYeCcKM PEBACKYISIpU30BAaHHOM
HIIeMUUYeCKOl 0OoJe3Hu cepaua, 2,9 ajasg CUMOTOMATUYECKOW cepAcuyHOU
HegocTtaToyHocTM M 5,0 miaa MepuateabHoil aputvuu [13,14]. MccnepoBaHus Ha
>KMBOTHBIX MOJIEJISIX TTOKA3aJIM OTPULIATEBHYIO POJIb AJIbIOCTEPOHA B KOHTEKCTE M30bITKA
HaTpusl Ha CEpJIIEC U COCYIbl, BHE €r0 BIMSIHUS Ha PErYIUPOBAHUE DJIECKTPOJIUTOB U
PETYJISILMIO KPOBSIHOTO OABJACHMS. YCTAaHOBJIEHO, YTO aJbIOCTEPOH B M30BITKE IO
OTHOLLIEHUIO K KOHLIEHTPALIMKA HATPUS MOXET CIOCOOCTBOBATh COCYINCTOMY BOCITAJICHUIO
[166, 15], wWHIyIMpOBaTh MHTEPCTUIIMAIBHBINA (PMOPO3 B pa3HBIX OpraHax M TKaHSIX
[16] w ompedenseT pa3BUTHE SHAOTEIMANLHONU muchyHKouu [17,18], KoTopas
MpeaecTByeT pa3BUTHUIO atepockiepo3a [19,20,21]9Tu maHHBIE COrJIacylOTCs C
U3MEHEHUEM CTPYKTYpbl MMoKapaa, cBsizaHHoi ¢ [JIXK y manmentoB ¢ ITIT'A [22].
KpoMe Toro, paszBurtue cepaeyHoro ¢pudposa y mauumeHTtoB ¢ II['A wurpaer
MPOAPUTMOIeHHYIO POJib Ha IIpeAcepaIHOM YpoBHe [23].

Llenp nccienoBaHus: BBIMOJIHUTh CKPUHUHT [1I'A y GOJBHBIX CO 37TOKAYECTBEHHBIM
TUTIEPTEH3UEM.

Martepuansl 1 mMetoabsl. B ucciaenoBaHuu npuHuManu ydactue 850 OOJBHBIX CO
3n0kauyecTBeHHOI AT, o6patusimnecs B PCHIIML DunokpuHonoruu uM. Axkan. E.X.
Typakynosa M3 PY3 u PCHIIMU Kapanonoruu M3 PY3 3a nepuon 2018- 2019rr.
N3 Hux myxunH- 448, xeHmmH-402, Bo3pacT OOJLHBIX Kojebaacda oT 16 mo 70 ner,
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cpenHuii Bo3pact coctaBua -38,2 = 18,2 ner. M3 850 GoabHBIX OBLIM OTOOpPAHBI C
noMotipto Tecta APC 202 G0JBbHBIX CO 3I0KAYE€CTBEHHOM TUIIEPTeH3UEN; MyXXUrUH- 107
(53%), xenmmH - 95 (47,0%). Bo3pact 60abHBIX KOJiebasicst ot 16 no 70 jer, cpenHui
Bo3pact coctaBmiI -36,8 + 13.2 jger. CkpuHUHT T1T'A y GOJBHBIX CO 3I0KA4eCTBEHHOM
AT 6bu1 BbIONTHEH 13 3-X 3TanoB. I atamn: beut BeimomHeH ckpuHUHT [1T'A B NOJIMKIMHUKE
PCHIIMLID um. Akazn. E.X. Typakynosa M3 PY3 u PCHIIMII Kapauonoruun M3 PY3
COBMECTHO C COTPYAHMKaMM JIaOOpaTOpUM apTepuajbHON TUIEPTEH3UU, OOJbHBIX
OTOMpaJM COTIaCHO KJIMHHUYECKUMM pekomeHpauusaMm EBpomneiickoro OOuiecTBa
DHaokpuHOIOroB (2016rox).  CKpMHMHTOBBIM METOIOM SIBJISIIOCH onpeneieHue APC.
OnpeneneHue APC - 370 camblil JOCTYITHBIN TeCT NpU CKpUHUHTe (Stowasser M et al
2003). Kputepuu ordopa OOJBbHBIX, COIJIACHO KJIMHWYECKUM PEKOMEHIalLUsIM
EBponeiickoro O6mecTBa DHOoKpuHonoroB (2016ron), BKIIIOYAIM cCieaylollee:
00JIbHBIE CO CTAOMIBHO MOBBIIIEHHBIM AJ[>150 MM pT. CT. (JIS1 CUCTOIMYECKOTrOo) 1/
wix 100 MM pT. CT. (IJ1 IMACTOJIMYECKOro0), 3a(pMKCUPOBAHHBIM TPWXKIbI B pa3HbIC
nHu; ¢ AI' (AI1>140/90 MM pT. CT.), YCTOMUMBOM K 3 TMIIOTEH3MBHBLIM IIpernapaTam,
BKJIIOYAsi MOUETOHHOE CPEICTBO, WiM noagatuieicsa gedeHuio (AI<140/90 mm pr.
CT.) Ha 4 wiu OGojiee TMIIOTEH3MBHBIX mpenapartax; ¢ Al u runokaauemueii, B ToM
YUCie, CIPOBOLMPOBAHHON MPUEMOM AUYPETUKOB; ¢ AI' ©1 MHIMAEHTAIOMOM
HaamnoyeyHuka; ¢ Al 1 oTIrolieHHBIM ceMelfHbIM aHaMHe30M Mo Haauuyuio Al uiu
WHCYJbTa B Mojoaom Bo3pacte (<40 netr); ¢ AI' ¥ HaauuMeM MNEPBUYHOIO
runepaibaocteponusma (I1T'A) y uneHoB cembu 1-ii crennenu poactsa ¢ Al (AL>140/
90 MM pT. CT.) ¥ HOYHBIM aITHO?.

Kputepuu uckinwodeHus: 00JbHbIE ¢ XPOHUMYECKONM MOYEYHON HEIO0CTaTOYHOCTHIO
(XITH), mopoku cepaua, octpoiii nH@apkT muokapaa (OMM), octpoe HapylieHUe
Mo3roBoro kpoBoooOpaiieHuss (OHMK)

CrpHHHHT 850 nanHeHTOB C

AT

Hexnrouyunu 648

MalHeHTOB:

Y 202 nayuenTtoe ¢ APC> 30 npogenu

npody ¢ ¢Hz. pacTEOpOM

v | ' '

[raA Cepad 30Ha [IT'A

¥ 16 nanuenToB npoba

BBICOKOBEPOSTEH MAJIOBEPOATEH
p n=22 p He NpPOBOJHIACH
n =50 n=114
L J A J
W A

MCKT nagno4yeuyHHKOR

n—"T7

0
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w
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n=24 n=4
N > B
ATIA Bes
- ) H3MeHeHHH J
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L 4 Y
MamuenTs! cIITA [Tanuente! cI'D
n=40 =162

Puc. 1. Ckpununr I1T'A.

C nmoMo1bl0 aHKEThI-oNpocHMKa (mpunoxeHue 1) 6uuin onpoiueHbl 850 O0JBHBIX,
COIJIaCHO KPUTEPUSIM BKIIOUEHHUS. AHKeTa BKJIto4aia BOIPOCHI 110 MHMOPMUPOBAHHOCTU
00CIeIyeMOro 0 HAJIMYMHU Xajo0, 4acTOThl NPosBIeHUN Al', peryJIsipHOCTH JIeUeHUS
U BMAA TUIIOTEH3MBHOrO IMpenapaTta, CeMEWHbIA aHamMHe3 3aboyieBaHUS U ObLIU
3a(pMKCUPOBaHbl aHTPOIIOMETPUYECKHUE NaHHbIe, U3MEPEHUE pOCTa, Beca, pacyer
uHaekca maccol Tena (MMT, OT, Ob, OT/Ob) nauuenToB u usmepenue AJl. 3a AI'
npuHumManu 3HaueHust CAJl 6onbiue 150 mMm pt. 1. u/unu JAJL 6onbiie 90 MM pT. CT.

Mutepnperanusa nmokaszarenein UMT mpoBoaniachk B COOTBETCTBUM C PEKOMEIALIUSIMU
BO3: HengoctaTouHslii Bec mo 18,5 kr/mM2, HopManibHbIN Bec oT 18,5 mo 24,9 kr/m2,
U30BITOYHBIN Bec OT 25 mo 29,9 kr/m2, oxupeHue ot 30 mo 39,9 kr/m2.

ITocne ckpuHuHr-anketupoBaHus 850 nui ¢ AI''y Bcex U3 HUX OBLIM B3SIThI
MpoObl KPOBU Ha aJIbAOCTEPOH U PEHUH, BHIUMCIEHBI COOTHOIIEHUE albA0OCTEPOHA K
peauny (APC). Ilo pexomeHmauusiMm MeXayHapOOHOTO DHIOKPUHOJOTUYECKOIO
OOwiectBa, nuarHoctuyeckum kpurepuem s [IT'A gaBnsierca BenuuuHa APC >30.

Ilepen TecTom 3a 4 Henesn ObLIM OTMEHEHBI TaKKe TIpernapaThbl, Kak CIIMPOHOJIAKTOH,
DruiepeHoH, TpuamTepeH, AMWIOPUI, TUYPETUKU, MTPOAYKThHI KOPHS COJIOAKM U 3a 2
Henenu a0 Tecta ObiM oTMeHeHbl MAII®D, APA, Gera-60KkaTtopaapbl MU TUA3UAHbIE
JUYPETUKU. Y MALMEHTOB C TSKEJIOW TMmepTeH3uell Mbl 3aMEHUJU TUITIOTEH3UBHBIE
Mpenaparbl Ha TPYIITy IpenapaToB BepanmaMul, JOKCa303UH, MPa303UH, TaK KaK 3TU
MperapaTbl HE OKa3bIBAalOT BIMSHUS Ha noka3areau APC.

[Tpumep 3ab60pa KpoBU: MALIMEHT A0 3a00pa KPOBU AOJKEH HAXOMUTHCS C yTpa HE
MeHee 2 4acoB B BEPTUKAIbLHOM MoJIOXeHUU. [lepen TecToM Mbl HE OrpaHUYMBAIU Y
6onbHBIX oTpedaeHue conr. CornacHo tecty APC, u3 850 nuiu ¢ Al', mogBeprayThix
ckpuHUHTY, ¥ 202 (23%) 3nHaueHne APC ObUIO MOBBIIIEHHBIM, B CPEIHEM COCTaBUIIO
197,6€144,5 (41,7- 342,2). Bce ati 202 60ABHBIX ObUIM 00OCIEIOBaHbBI aMOYJIaTOPHO B
ycaoBusasx PCHIIMIID. Bcem 6onbHbIM MoHuTOpupoBain CAJIl u JJAJl B 1MHaMuKe
HabmoneHus. Bce gaHHbIE 3aHOCUIUCH B KOMIIBIOTEPHYIO 0a3y.

I1 stam: I1poBeneHue mpobbl ¢ 30TOHUYECKUM pacTBopoM NaCl.

B Haimx ciyyasx mojiydeHHbIe pe3yabTaThl Ha MEPBbIM B3IJISI IMOKA3aJIM BHICOKYIO
pacnopocTtpaHeHHOCTh [IT'A, moaTomMy ganee MbI MPOBeaM MNpPOOy C M30TOHUYECKUM
pactBopoMm NaCl. IToaroroBka 00JbHBIX K JaHHOW IPOOE BBHIMOJIHSIIOCH aHAJTOTMYHO

1-Kkucm | Maxcyc coHn

108



Buomenuuuna Ba amanuér xypuanu / XKypuaa omomenmuunnt u npaktuku / Journal of biomedicine and practice RNYRIY

MOATOTOBKE K MpoBeaeHuIo tecta APC.

Tect ¢ nzoronnyeckuM pactsopoM NaCl o61amgaeT BbICOKOM YyBCTBUTEIbHOCTBIO U
cneuupuyHocThIO [14]. ¥V 202 mamyeHTOB, Y KOTOPBIX ObUIM MOBBILICHHBIE YPOBHU
anpaocTepoHa B cpenHeM 425,4+19,9 nr\ma (ot 233,5 mo 617,3) mpoBOIMIM TECT C
W30TOHUYECKUM PACTBOPOM.

MHuTepnpeTtanys pe3yabTaToB NpOObl ¢ (PU3MOJOTUYECKUM PACTBOPOM:

- ITIT'A manoBeposiTeH, ecliv aabIoCTepoH MeHee 5 Hr/mi (50 mr/mi)

- ITIT'A BbicOKOBeposiTeH, eciau ajabpaoctepoH 6osee 10 Hr/ma (100 mr/mo)

- "Cepas 3oHa" 5-10 ur/ma (50-100 mir/mi)

IIT sTan: IlpoBeneHWe MyAbTUCIHPAIbHOW KOMIIBIOTEPHON ToMoOTrpaduu
Haamno4yeyHukoB. [Tocie mpobsl ¢ n3oroHndyeckum pactBopoM NaCl BceM 72 601bHBIM
npoBoawii MCKT Haanmo4ye4YHMKOB TSI BBISIBJIEHUSI CTPYKTYPHBIX HApYIIEHUMA.

buoxumuuyeckue MeTonbl MCCIeN0BaHUS KPOBU BKJIIOUAIM B ce0sl onpeaeaeHue
BJIEKTPOJIMTOB, JUIIMAHOTO CIEKTpa, KoaryJiorpamMMmbl, KpeaTMHWHA, TJI0KO3HI,
MIMKMpoBaHHOro remoriaoouHa, OAK u onpenensiin Hanuuue MAY [14].

I'opMoHaibHBIE MCCIeNOBaHMSI KPOBU BKJIIOUAIM OMpPEAeIeHUE B CHIBOPOTKE KPOBU
YPOBHEN aJbdOCTEPOHA, aKTUBHOCTM PEHMHA Tj1a3Mbl. JIJis1 BBISIBIEHUS MEPBUYHOTO
TUNEPATBAOCTEPOHU3MA OBLIO MOACYUTAHO aJbIOCTEPOH-PEHMHOBOE COOTHOIIEHUE
(APC).

['opMoHanbHbBIE HCCIenOBaHKWS KPOBU ObLIM BBIMOJHEHBI B Jlabopatopuu PHUA
PCHIIML® M3 PY3 umenu akan. f.X. Typakynosa (3aB. j1ab6.c.H.C., K.M.H. A.M.
AOaypaxMaHOBa) ¢ MCIOJIb30BaHMEM KOMMEpYECKMX HabopoB pupmbl "Immunotech”
(Yexus).

3a 7 gHei no ucciaegoBaHusl napaMmeTpoB PAAC uckiroyanachk BCs MeIMKAaMEHTO3HAasI
Tepanus, 0co000e BHUMAHUE TP STOM YACISI0CHh UCKITIOUYEHUIO TTPpenapaToB, BIUSIIOLIX
Ha cocTtossHrue PAAC. OyHKIIMOHAJILHOE COCTOSIHUE HAAIIOYEYHMKOB OLIEHUBAJIOCH 11O
pe3yJbTaTaM UCCIIeIOBaHKS 0a3aIbHOTO YPOBHSI KOHLIEHTPALIMM AJIbAOCTEPOHA TIa3Mbl
(KAII) u aKTUBHOCTM peHMHA MJa3Mbl KpOBU (YTPOM, HE BCTaBasl C MOCTEIMN). DTOT
TECT MPOBOAMJICS y BCEX OOJBbHBIX, OLEHUBAIOCh MAKCUMAaJbHOE OTKJIOHEHUE
KOHLIeHTpauu anpaoctepoHa 1uiadmMbl (KAIT) u APII ot 6a3anbHOro ypoBHS.

MHucTpyMeHTanbHbIE METOIBI UCCAeA0BaHUS BKIoUaau B ceds: DKI', DxoDKI',
Y3AI' 6paxuonedanbHbix cocynoB, MCKT Hagmo4ye4yHUKOB.

B HaeM ucciaenoBaHMM MbI TIPOBEIW CKPUHUHT Y 850 OOJBHBIX CO 37T0KaY€CTBEHHBIM
AT, 3 HUX MyxXunH- 448, keHMH-402, Bo3pacT 0OJIBHBIX Kosebancs or 16 go 70
JIET, CpeIHMI Bo3pacT cocTaBuiI -38,2 + 18,2 jet. DTr 850 GONBHBIX ObUIM MOABEPrHYTHI
OIpeAe/IeHUIO YPOBHS albJOCTEpOHA M peHuHa ajs BbisiBeHUs [IT'A, U3 KOTOpBIX
ob110 0TOOpaHO 202 (23 %) GOMBHBIX CO 3TOKAYeCTBEHHOI apTepraIbHOM TMIIEPTEH3UEH.
VY 5Tux mauueHTOB YpOBEHb aJbIOCTepOHa COCTaBUJI B cpenHeM 525,4+191,9 nr/ma,
ypOBEHb peHMHa cpemaHeM coctaBui 3,6:2,4 MKME, APC Bapbsuposain ot 41,7 no 342,2
B cpeaHeM cocTaBist 197,6+144,5. 13 202 oToOpaHHBIX OOJBHBIX MYXKYUH ObLTO- 107
(52,9%), xenmmH - 95 (47,0%). Bo3pacT 60ibHBIX Kosebascs ot 16 1o 70 yiet, cpeaqHuii
Bo3pacT cocTtaBmi -36,8 + 13.2 ner. Takum obpazom, 202 (23%) nammeHTa o pe3yJibraTam
APC ¢ mono3peHuem Ha [1I'A ObL1M TOABEPrHYTHI AajdbHENIIIEMY 3Tany CKpMHUHTa. M3
JAHHBIX JIMTEepaTyphbl U3BeCTHO, UYTO TecT APC sBisieTcsl caMbIM HaJeKHbIM METOJIOM,
HO, HECMOTpPsI Ha BBICOKYIO 4yBCTBUTEJIbHOCTb, APC Bce Xe o0JlagaeT HU3KOU
CIeU(PUUYHOCTHIO, YTO 3a4acTyl0 OOyCIaBIMBAET YBEJIMYEHHUE KOJHUYECTBA
JIOXKHOITOJIOKUTEJIbHBIX pe3yabTaToB. M B HallIMX cIydyasix MOJyYeHHbIe pe3yabTaThl Ha
MEPBBIN B3IJIsI MOKAa3aIM BBICOKYIO pacnpocTpaHeHHOCTh III'A, KoTophlii cocTaBua
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23%. Beuny atoro, 15 6onee getaabHoro nuddepeHumposanns ciaydaeB I1TA cpenn
BBICOKOCHELIM(UYHBIX (PYHKIIMOHAJIBHBIX TECTOB, BepUPUUUPYIOIIUX aBTOHOMHYIO
CeKpelLMI0 aJbJoCTepOHa, HaMM Obl1 BbIOpaH HauboJjiee NOCTYNHBIA - TECT C
(usuonornyeckumM pacTBOPOM, KOTOPHIM MO3BOJUJI YMEHBIIUTh KOJMUYECTBO
JIOXKHOMOJIOXKUTEIBHBIX PE3YJIbTAaTOB U BBISBUTb UCTUHHYIO pacnpocTpaHEHHOCTh T1T°A.
Boiee Toro, n3 gaHHBIX TUTEpaTYphl U3BECTHO, YTO JAHHBIN TecT obmamaetr 90% Hot
YYBCTBUTEIBHOCTHIO U 96% HOoi1 cienmdnaHocThio [11] (Tadauia 1).

HMrakx, Hamu B 202 cayuyasx, oro6paHHbix 1o APC, mpoBoamics TecT C
(busnonornyeckuM pacTBOPOM U €ro pe3yjabTaThl OLEHUBAJIUCH, COTJIACHO
MexnayHapongusiM PekomeHpanusm 1o auarHoctuke u jedeHuro IITA (ot 2016 r).
bonpHble ObUIM pacnpeneneHbl Ha 3 rpynnbl: [1I'A-BbICOKOBEpOSTHBINM (KOraa mocie
npoObl anbaocTepoH >100 nr\mJj, cepast 30Ha- ajabaocTepoH B mpenenax ot 50 mo 100
nr\MJI ¥ MaJIOBepOSITEH -Korjaa ajbaoctepoH Huxke 50 nr\mia (tabauua 1).

Tao6muna 1. IMoarBepxnenue auardos3a I1I'A - mpo6a ¢ pr3roa0orn4ecKum pacTBOpPOM
(n=186)

IMoka3are | {o npoObI IMocJie mpo0bI

JIU Ira «Cepas 3ona» | [IT'A
BbICOKOBEPOAT N=22 MaJI0BEPOATEeH
eH N=114
N=50

Anpnocte | 525,4+191,9 | 363,4+10,1 76,3+9,4 36+8,1

POH nr\mi

Kon-Bo 186 50 22 114

[ToaroroBka OOJILHBIX K HAaHHOM MPOOE BBIMOJHSUIACh AHAJOTMYHO ITOATOTOBKE K
npoBeneHuo Tecta. Y 50 (25%) OonbHBIX IMOCNe MPOOBI C HATPUEBOM HATrpy3KOM
YPOBEHb aJIbAOCTEpPOHA CHU3MJICS Goiee, yeM Ha 100 nr\mu (cpemHem 363,4+10,1) u
9TOT IOKa3aTe/ib  ObLT BEICOKOBeposiTeH, a y 22 (10,8%) ypoBeHb aibIOCTEpOHA OBLIT
Mexay 50-100 nr\ma (cpemHeM 76,3+9,4) u 510 OBLIa "cepast 30HA". Y ocTalbHBIX 114
oombHBIX (56,4%) ypoBeHb anmbaocTepoHa Obul Hyke 50 mr\mu (36<8,1) u 3ToT
MOKa3aTesIb ObLT MaJIoBeposSITeH, y 16 001bHBIX (8%) MBI HE CMOTIJIM IIPOBECTHU MPOOY,
TaK KaK HEKOTOPbI€ OOJbHBIE OTKA3IMCH OT MPOBEACHUE MPOOBI, 3 Y HEKOTOPBIX OBLITO
aputMus Ha DKI'.

Takum obpaszom, n3 202-x 00JbHBIX, 0TOOpaHHBIX TTocie APC, 72 (35,6%)
OTCESIIMCh, KaK nmoTeHuanbHble 00abHbIe HAa [TTA 1 130 (64%) ObUIM UCKITIOYEHBI U3
rpyrnbl [ITA. a0 manbHEHMIIEro yTo4YHEHUS AMarHo3a 3TU 72 MauueHTa ObLIn
noaBeprHyThl 3 atany ckpuHuHra - MCKT Haamoye4yHUKOB.

ITo pesyabratam MCKT nHamnmoueuHukoB u3 72 ciaydyaeB y 28 (38,8%) OOIBHBIX
OTKJIOHEHU B CTPYKTYpE HANIIOUYEUHUKOB He OBIIO BBIABIIEHO, YV 4-X (5,5%) BBHISIBIICHO
oOpa3oBaHue JIEBOIO HaAIMOYEUYHMKa pa3MepoM OT 2 A0 3 CM, KOTOpbie HaMU
paclUeHUBAINUCh, KaK MHIMAEHTAJOMBl B BUIY TOTO, YTO y JAaHHBIX OOJIbHBIX
TOPMOHAJIBHBIX OTKJIOHEHUI M KJIMHUYECKON MaTOJOrMM HAANOYEYHUKOB HE ObLIO
BbIsIBJICHO. Y 40 601bHBIX (55,5%) MMenn MeCTO pa3IMUHbIe CTPYKTYPHBIC U3MEHEHUS
B HaaIoyeyHnkKax: y 16 odbpaszoBanusa HagnodedHnkoB (y 10 cieBa; y 6 cripasa) 1o 1
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CM, y 24-X IBYXCTOPOHHSISI TUIIEPILIa3us HAAIIOYEYHUKOB (M3 HUX y 16 - nuddy3Has
n'y 8- y3enakonas) (Tab. 2).
Tabmuna 2.Pesyabratet MCKT HamnmoyeyHMKOB B TpyIIax CKpUHUHra (n=72)

XapakTepucTuka Cunpasa CaeBa C aByx | Becero(n=72)
U3MEeHeHU CTOPOH

[Munepmiazus - - 16 16 (22,2%)
V3noBas - - 8 8 (11%)
TUTIePILIa3us

OO6p-s Haamou-B | 1 3 - 4 (5,5%)
(MHIMIEH.)

Anpaoctepoma 6 10 - 16 (22,2%)
BapuanT HOpMBI - - - 28 (39%)

B cooTBeTcTBUM ¢ MOCTaBJ€HHBIMM 3aJadyaMM, Jajiee HaMU TOJHOMY KJIMHUKO-
FOPMOHAJIbHOMY, OMOXMMHUYECKOMY, BU3YaJIU3allMOHHOMY MCCJIEAOBaHUIO ObLIU
noaBepruyThl 40 6016HBIX ¢ [TT'A 1 162 601bHBIX ¢ I'B, KOTOpBIE COCTaBMIN 2 OCHOBHBIE
IPYIIIBI HACTOSIIIETO UCCIeA0BaHNSL.

Taxk B rpyniie 40 6oabHBIX ¢ [TTA My>xuuH 610 24 (60%), XeHmmH-16 (40%) co
cpenHuM BospactoM 34,7:8,54 ner. UMT cocrtaBun 30,2:4,5 Kr/mM2, HIUTEIbHOCTD
runepreHsuun 3,77+3,33 ner. Cpennee CAJl 6wuto B mpenenax 196,8+31,1 mMm.prT.cT,
cpenree JA- 110,13+15,2 MM.pT.CT, cpeaHuii myiabe 69,9+7,2 yu/MuH.

B rpymme 6ombHBIX ¢ I'B MyxkumH ObU10 83 (51.2%), XenmuH - 79 (48.8%) co
cpenHUM Bo3pactoM 36,75+13,2 mer. UMT cocraBun 27,53+5,2 xkr/mM2 (p = 0,034),
IUTATEJIBHOCTD TUnepTeHs3uu 5,6+6,1 mer. Cpegnee CAJl 6bu10 B mpenenax 170,48+16,12
MM.pT.cT (p<0,026), cpennee JAJ 102,86+11,23 mm.pr.cT (p <0,061), myabc 77+11,3
ya/mMuH (p=0,003). Kak moka3bIBaloT pe3yabTaThl, B LIeJIOM MOKa3aTeId UCCAEAYEMbIX
rpyni 6butn conoctaBuMbl. [1pu I1T'A mpeobnamanu ania My>kKCKOTO oJia, B TO BpeMs
Kak 1ipu I'b ocoObix reHmepHbIX pasziuuuii He BbIsBiAeHO. 1o ypoBHIO AJl rpymmna
nauueHToB ¢ III'A oTamMyanach OJOCTAaTOYHO 3HAYMMBIM IOBBILIEHUEM Kak
CUCTOJIMYECKOrOo, Tak u auactoandeckoro AJl (p<0,001).

Mcxons 13 pe3ybTaToB CKPMHUHTA, MBI pacipeaenan OOJbHBIX O MOy U BO3PacTy
(BO3), 2017r.

Tabmuna 3.PacnpeneneHue 60abHBIX MO moay U Bosdpacty (BO3), 2017r.

Ira I'b
Bo3spacr, (n=40) (n=162)
Jer Yucao Yucao Hroro Yucao Yucao Hror
JKEHIIMH | MYKYHMH JKEHINMH | MY:KYUH
16 — 29 5 9 14 20 30 50
(12,5%) | (22,5%) (35%) (12,3%) (18,5%) | (30,9%%)
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30-44 8 14 26 25 24 49
(20,0%) | (35,0%) | (55,0%) | (15,4%) (14,8%) (30,2%)
45-59 3 1 4 28 23 51
(7,5%) (2,5%) | (10,0%) | (17,2%) (14,2%) (31,4%)
60-74 0 0 0 6 6 12
(3,7%) (3,7%) (7,4%)
Bcero: 16 24 40 79 83 162
n=202 (40%) (60%) (19,8%) | (48,8%) (51,2%) (80,2%)

Kak BumHo 13 Tabauisl 3, 60% ciydaeB 60nbHBIX cpeay [1TA cocTaBIsiOoT My>KUMHBI
1 40% -xeHimHbL. [Tpy 3TOM, TIpeobiamaroliee Yicao OOTbHBIX IPUXOIUTCS HAa MOJIOIOM
TPYAOCHOCOOHBIN BO3pacT, KaK y XEHIIWH, TaK U y MYXYUH. AHaJIU3 4YaCTOThI
o6paraeMocty mauueHToB ¢ I1['A BBISIBWJI, 4TO BIIEPBbIE MALMEHTHI OOpAIIAIUCH K
Kapauojiory - 17 6onbHBIX (42,5%), TepaneBry- 9 ciydaeB (22,5%), HeBpojory- 8
(20%), yponory-2 (5%) n nmumb 4 (10%) K 3HIOKPUHOJIOTY, YTO CBUICTEILCTBYET O
HEOOXOAMMOCTU MOBBIIIEHUS 3HAHUKW SHAOKPUHOJOrOB IO HACTOPOXEHHOCTU
nmuargoctuku [1TA.

BoiBonbl. IlpoBeneH 3x- stanHblidi cKpuHMHT IIT'A (coriiacHO KJIMHWUYECKUM
pekomeHmanusiM EOD ot 2016r.) y 850 6onbHBIX co 3yokadyectBeHHOM Al 1 sram:
ouenka APC 6omee 30 nr/MKME no3Bosiuna otoopats 202 60abHBIX (23,7%); 11 aTan-
mpoda ¢ (PU3MOJTOrMYECKUM pacTBOPOM BhIsIBMIIA 72 ciydad (8,4%) B T.4. C BBICOKOU
BepossTHOCTBIO TTTA 'y 50 (22,7%) 60nbHBIX (A - 363,4+10,1 1ir/MiT), TIOTPaHUYHEIE T.€.
"cepast 3oHa" -y 22-x (10,8%) (A - 76,3+7,4 nir/mn); y 114 (56,7%) ManoBepOSITHBII
(A - 36+2,1 nr/mn); u 3- 3akmountenbHblii 3Tam  MCKT Haamo4yedyHUKOB BBISIBUI
IT'A y 40 (4,7%) B ToM uncne y 24 x - UITT'A u B 16 - AIIA.

CpaBHUTEJILHBIM aHAJIM3 KJIMHUKO-OMOXMMUYECKUX JaHHBIX 00abHBIX IIT'A u
I'b HecMoTpst Ha ux cxoxecTb nmokasai, uyro IIT'A xapakTepuzoBajcsd 3HAYUMBIM
CHMKEHMEM YypoBHS1 Kanus, noBbilieHueM MMT, kpeatmHuHa, HAaTpUsi M 4aCTOTHI
MAY.

I[NITA B 60% pasBuBaiicsa BciaeactBue MI'A, KOTOpBINI XapaKTepu3oBajcs
JIBYXCTOPOHHEN MUKPOY3€JIKOBOM TMIIEpILIadheil ¢ yBeJMYEHHEM O0beMa HOXEK
HaanoyeyHukoB (38,7+8,2 mm npotuB 28,5:9,4 mm nipu I'b, p<0,01), yBennueHuem
IUTOTHOCTU HaanmouyeyHuKoB (36,5+10,4 mpotus 30,8:6,5 en He mpu I'b). ATTA BeIsIBIcHA
B 40% caydasx B BUIe TUIIOJEHCHBIX oOpa3oBaHmii (cieBa y 10, cripaBa y 6) pa3mepom
1,6:0,3 cM u mmotHocThIO 20,6:2,8 en He.
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ANNOTATION
Premature ovarian insufficiency is a complex and relatively poorly understood entity
with a various of etiologies and multisystem sequelae that stem from premature deprivation
of ovarian sex hormones. Timely diagnosis with a clear understanding of the various
comorbidities that can occur from estrogen deficiency is vital to appropriately counsel
and treat these patients. In contrast, the practice of clinical medicine has made meaningful
strides in providing assurance to the women with premature ovarian insufficiency that
their quality of life as well as long-term health can be optimized through timely
intervention. Ongoing research is clearly needed to allow pre-emptive identification of
the at-risk population and to identify mechanisms that if addressed in a timely manner,
can prolong ovarian function and physiology.
Key words: premature ovarian insufficiency, menopause, early menopause
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ITpaktnyeckuiit MenunuHckuii LleHTp
ODHOOKPUHOJIOTUM, Y30eKucTaH, TalllKeHT

XAPAKTEPUCTUKA KIWMHUKO-TOPMOHAJIBHOT'O CTATYCA
INAIIMEHTOK C IPEXJIEBPEMEHHOU

HEJIOCTATOYHOCTHIO ANYHUKOB
AHHOTAILIUA

[TpexneBpeMeHHas HEAOCTaTOYHOCTh SIMUHUKOB MPEACTaBIIsIeT CO00Il CIOXHYIO U
OTHOCUTEJBHO TJI0XO M3YYEHHYIO IMATOJIOTUIO C Pa3IMYHON 3TUOJIOTUEH U MYJIbTU
CUCTEMHBIMU OCJIOXHEHUSIMU, OOYCJIOBJIEHHAsI MPEeXAeBPEMEHHBIM CHUXEHUEM
MOJIOBBIX TOPMOHOB SIMYHUKOB. CBOEBpEeMEHHAasl AMarHOCTHUKA C YeTKUM MOHUMaHUEM
pa3IUYHbBIX COMYTCTBYIOIIMX 3a00JI€BaHUI, KOTOPbIE MOTYT BOBHUKHYTh B pPe3yJbTaTe
JeumrTa 3CTPOreHOB, XKM3HEHHO BaxKHa MJISl HaJJieXalllero KOHCYJIbTUPOBaHUS U
JIeUeHUsI BTUX TMauueHToK. [lpakTuueckasi KJIMHMYECKass MeIulMHA AOOMBaeTCs
3HAUYUTEIbHBIX YCIIEXOB B 00ECHEYEHUM YBEPEHHOCTU KEHIIWH C MpeXIeBpeMEeHHOM
HEIOCTAaTOUHOCTBIO SSIMUHUKOB B TOM, UTO MX KAQUECTBO XXM3HMU, a TAKXKE JOJTOCPOYHOE
3M0POBLE MOTYT OBITh ONTUMU3UPOBAHBI IOCPEACTBOM CBOEBPEMEHHOTO BMEIIATEIbCTRA.
Texyliue uccliefoBaHUSI SIBHO HEOOXOMMMBI ISl yIpexaarolieid aeHTU(UKALUU
IPYMIIbl PUCKa U BBISIBICHUSI MEXaHM3MOB, KOTOPBIE IIPU CBOEBPEMEHHOM PaCCMOTPEHUU
MOTYT MPOJJIUTh (YHKIUIO U (PU3UOJOTUIO SIMYHUKOB.

KaioueBble ciaoBa: mpexaeBpeMeHHass HeIOCTaTOYHOCTh SIMUYHMKOB, MEHOIay3a,
paHHsIs MEHoIlay3a.

®epyza Aimmosna XANJIAPOBA

Cesnapa Cpaxxuraunosna PAXPYTIAWMHOBA

Ymuna Payposna MAHHAIIOBA

Pecnyonuka Mxtucocnamran SugokpuHonorusd Mnmuit Amannii Tubouer
Mapkasu Y36ekuctoH, TOLIKEHT

TYXYMJAOHJIAP MYAJATUJAH ABBAJITU
ETUIIIMOBYMJINTU BYJITAH BEMOP AEJJIAPHUHT
KIMHUK-TOPMOHAJI CTATYCA TACHUD®U

AHHOTAIIUA
TyxyMaOoOHJIapHUHT MyIJaTUAAH aBBaJrd €TUIIMOBYWINIM MypakKkad Ba HuUcOaTaH
KaM YpraHWIraH, TyXyMAOHJap >XMHCUM TOPMOHJIApU Tacaiuiluyd OwWiaH KedaauraH
MaToOJOTUS XUCOOJaHUO, TypJid 3THUOJOTMS Ba MYJbTH THU3MMJIM acopartjiapra sra.
DCTporeHnap eTMIIMOBYMINTYA OKMOATHIA 103ara KeJIUIIW MyMKWH OYJIraH Typiay €HI0II
KaCcaJUIMKJIApHUHT ¥3 BaKTuIa TaluXWcJaHWIIM Oy Tomda OGemopiapra MyHOCUO
Maciaxatjap Oepull Ba JaBoJjalll YYYH Xyda MyXUM. AMaJuil KIMHUK TUOOUET V3
BaKTHUAA aMaJIMET YTKA3UIL OPKAIU Xa€T cudaTiapy Ba y30K MyIIAT/IM CATOMaTIMKIapU
ONTUMAJJIAIINIIN MYMKWHJIUTU OYyiinya ymOy O6emMop ac¢/ulapHU MIIOHYJIAPWHU
omMpMokaa. 2Kopuii TaTiKUKOTIap XaB(d rypyxjJapvMHU aXpaTuO OJIMIN Ba ¥3 BaKTHIA
aHMKJIAaHTaH Ba KYpuUO YMKWITaH TyXyMAOHJAp (PYHKUMSICU Ba (PU3UOJOTUSICUHU
Y3aUTUPUIIA MYMKWH OYJIraH MEXaHU3MJIADHU aHUKJIALl YYYH XyAa MYXUM.
Kammr cy3nap: TyxymaoHiap MyAIaTUIAaH aBBAJITW €TUILIMOBYWIMIU, MEHOIAy3a,
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3pTa MEeHOTay3a.

remature ovarian failure syndrome (POF) is the pathology which is characterized

by secondary hypergonadotropic amenorrhea on the background of deficiency of sex
steroids [13]. Premature ovarian failure (POF) is a manifestation of amenorrhea in
combination with the increased serum follicle-stimulating hormone in women under
40 years of age. By the various authors note, POF is observed in the period from the
beginning of decrease of the follicular apparatus depletion up to the time of its complete
depletion and is considered to be one of the causes of female infertility. [13,7]

POF is a heterogeneous pathology with multifactorial pathogenesis, and any of the
following reasons such as: chromosomal, enzymatic, iatrogenic, autoimmune, or
infectious aberration can be the cause of this disease [1].

Kalu E. et al. in their studies proved that the patients with POF has a probability of
having the ovulatory cycles in 50% of cases, and in 5-10% there is a probability of being
pregnant [2]. Tabeeva G.I. et al. (2009) considers the term "premature ovarian failure” to
be legitimate, relying in their studies on the possibility of spontaneous restoration of the
menstruation rhythm, as well as in 10-20% of cases of pregnancy occurrence. [12]

Laml I.L., Sehulz - Lobmeyr L.A. share the concepts of "resistant ovary syndrome"
and "ovarian exhaustion syndrome" (complete absence of a follicular pool in them and
degenerative changes in the follicles). According to the latest data, researchers concluded
that it would be worthwhile to return to the earlier terminology of "premature ovarian
failure" proposed by Albright F. et al.. [3]

According to various scientist's data, the incidence of POF is ranging from 3 to 10%
in the female population. This condition manifests itself in 0.9-3% of the total female
population, approximately 1 out of 1000 cases occur under the age of 30 years and 1
out of 3000 in adolescents. [4,5]

As indicated by the results of epidemiological studies, the incidence of POF in East
European women population and population of women in the United States is 1.0%.
However, it was found that POF is more common among African-Americans - 1.4%
and Spaniards - 1.4%. POF is seen frequently among Asian women, especially Chinese
women - in 2.8% and very rarely among Japanese women - 0.1%. [6, 9, 13]

A number of factors influence the age of depletion of follicular activity of the
ovaries, which can be conditionally divided into 2 groups: modifiable (medical, social,
and environmental factors) and unmodifiable (genetic) [4,7].

Hereditary factor is considered to be a reliably significant predictor in the pathogenesis
of POF and the onset of early menopause. In a population study conducted by Cramer
D.W, by the group of authors (2005), it was found that among 344 women living in the
United States who had menopause before 45 years of age, the hereditary burden of early
menopause before 45 years of age was accounted for 37.5% among first-line and
second-kin relatives which is 4 times higher than the data obtained from the group of
women whose menopause arrived on time [8.10,11].

Ebrahimi M. and co-authors in a study from 2011 confirmed that with the depletion
of the follicular apparatus under the age of 40 years it would affect and increase the
inheritance pattern. According to the data of the national twin registers of Australia and
Great Britain (832 of mono- and dizygotic pairs), the prevalence of POF among them
is 3-5 times higher than in the population [9,13].

The course of POF is characterized by psychoemotional stress, the risk of developing
diseases of the cardiovascular and central nervous system, as well as osteoporosis
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increases [10,13].

Thus, there are differences between the definitions of POF and physiological
menopause, in its conditions and variability of the clinical picture, accompanied by
nonspecific symptoms, which in turn leads to diagnostic difficulties for the doctor.

Premature ovarian failure, which is a complex and multifactorial pathology, is still
not fully understood. A thorough study of all the causes of the development of the disease
is necessary in order to develop pathogenetically substantiated prevention and treatment
of sex hormone deficiency in patients of reproductive age, which will lead to the
restoration of both reproductive health and the quality of life of this category of patients.
[13]

Based on the foregoing, the aim of this study was to study the clinical and hormonal
status of women with POF.

Materials and methods of the research: The first stage of the study was conducting the
survey of 85 women with POF according to the questionnaire, which included questions
regarding menstrual function, fertility regulation, anamnestic obstetric and gynecological
data, hereditary burden, premorbid background, general physical condition, and sexual
dysfunction as well as somatic status.

Before filling out the questionnaires, women received information regarding the goals
and objectives of the study. As part of the screening process, the interviewers were
provided with information about manifestations and characteristics of the course of
POF. Age gradation ranged from 18 to 45 years.

The second stage of the work consisted of a thorough clinical and laboratory examination
of 85 patients with POF (average age ranged 31.4 = 0.5 years, average duration of the
disease 4.9 + 0.2 years, age of onset of the disease - 29.2 = 1.1).

The main criteria for the inclusion of women in the research were: age ranged from
18 to 40 years; absence of menstruation for the period of 6 months or more.

Exclusion criteria were: age younger than 18 and older than 40 years,
hypergonadotropic amenorrhea, hereditary diseases (galactosemia, blepharophimosis),
medical causes of hypergonadotropic amenorrhea (surgical interventions on the ovaries,
chemotherapy, radiation therapy).

Comparison group consisted of 30 postmenopausal women, the onset of menopause
at the age of 45 to 55 years (52.3 = 0.5 years).

For the comparative analysis a control group was created consisting of 30 women of
reproductive age who did not have signs of amenorrhea.

Clinical anamnestic analysis included collecting and studying of complaints, medical
history, evaluating reproductive function, conducting and studying gynecological
examinations, determining BMI, waist and hi ps circumferences, examining and palpating
the mammary glands.

Hormonal laboratory research included: the study of the content of follicle-stimulating
hormone (FSH), luteinizing hormone (LH), thyroid stimulating hormone (TSH), DHEA-
S, prolactin, estradiol, total testosterone, parathyroid hormone. These studies were
carried out by radioimmunological method using standard IMMUNOTECH Kits.

Obtained data were subjected to statistical processing on a Pentium- 4 personal computer
using programs developed in the EXCEL package using a library of statistical functions
with calculation of arithmetic mean (M), standard deviation (), standard error (m),
relative values (frequency, %), Student's criterion (t) with the calculation of the
probability of error (P).

Differences in mean values were considered being reliable at a significance level of P
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<0.05. At the same time, we adhered to the existing guidelines for the statistical processing
of clinical and laboratory research data.

Study results and discussion: The social status of patients with POF was as follows:
of the 85 examined 54.1% were married (46 patients), 51.8% of them (44 patients) had
secondary education (Table 1).

Table 1. The social status of patients with POF

Education Social status
Number of secondar
patients average higher y special | married Single
Absolute
44 17 24 46 39
amount
51.8 20,0 54.1 45.9
Percentage 28,2

A study of the family history showed that among the mothers of our patients, 35.3%
(30 women) of them reported earlier dysfunction of the ovaries function before (Table
2)

Table 2.Hereditary burden by POF indicator (n= 85)

POF Early menopause
Abs. % Abs. %
Mother 12 14,1 18 21,2

According to the results, we found that in 12 (14.1%) mothers, POF developed
before 40 years old age, with an average age of 37.9 = 1.3 years, and for daughters 29.9
+ 1.9.

Early menopause was observed in 18 (21.2%) of mothers, i.e. at the age before 45
years old, the average age was 43.2 + 0.2 years, and for daughters ranged 33.1 + 2.9
respectively. The obtained data proved that daughters began to face follicular depletion
for 10.1 + 1.2 years (p <0.05) earlier compared to their mothers.

A multivariate analysis of odds ratio for the development of POF based on clinical
and anamnestic risk factors showed an age-related relationship between the onset of
menopause in patients and their mothers. Odds ratio core of POF daughters aged> 34
years of age and menopause in their mothers aged <48 years amounted to - 6.2.

We have also found that 24.7% of women were born from kinship (21/85).

The premorbid background was characterized in 36 (42.4%) women with rubella,
in 46 (54.1%) with mumps, in 25 (29.4%) with viral hepatitis and in 2 (2.3%) with
measles, while in 45 (52.9 %) of women with POF, a high infectious index (more than
3 infections in childhood period) attracted attention, which is consistent with other
authors data [23, 125]. The incidence of rubella (42.4%) and mumps (54.1%) was 3 and
1.7 times respectively, and it was higher than the population data (Fig. 1).

Of 85 patients, in 4 patients (4.7%) the POF was combined with rheumatoid arthritis,
in 18 (21.2%) cases with autoimmune thyroiditis, and in 3 (3.5%) cases with vitiligo
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(Table 3).

Viral
hepatitis; 29__________

o

rubella; 42 | measles; 02

Fig. 1. The frequency of carried infectious diseases
Table 3.External genital diseases among the examined patients with POF

Number of patients
Diseases

Abs. %
Autoimmune thyroiditis 18 21,2
Vitiligo 3 3,5
Rheumatoid arthritis 4 4.7
Chronic adrenal insufficiency 1 1,2
Diffuse goiter 44 51.8
Nodular goiter 12 14.1
Anemia 3 3,5
Mastopathy 7 8.2
Chronic cholecystitis 10 11.8
Chronic pancreatitis 1 1,2
CVD disease 2 2.4
Hepatobiliary system disease 1 1,2

The data obtained indicate in 20.2% of the combination of POF with autoimmune
diseases (17/85) of both endocrine and non-endocrine genesis.

During the collection of the anamnesis, we paid special attention to the age of the
manifestation of the disease, the age of the thelarche and menarche, the fertile status of
the examined women. During the analysis of the features of menstrual function of
patients, it was revealed that in 84.5% the menstrual cycle was regular, and the average
age of the menarche was 11.1 + 1.3 years.

15.5% of patients showed disorders of the type of oligomenorrhea with menarche
(table. 4). Progression of delayed menstruation at the onset of the disease was noted in
most cases, while a sudden cessation of menstruation was extremely rare (in 6.0% of
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cases).
Table 4. Menarche age in patients with POF

Age (in years) Patients with POF (n = 85)
Abs %

10-11 years old 21 24.7

12-13 years old 32 37.6

14-15 years old 17 20.0

16 years and older 1 1,2

When analyzing the nature of reproductive function (Table 5), it was found that 35
(41.2%) of the 85 patients with POF had a history of childbirth, abortion (12/85;
14.1%) and spontaneous miscarriages were seen in 5 women (5/85; 5.9%).

Among 25 patients (29.4%), it were observed both primary (15.3%; 13 patients) and
secondary infertility (14.1%, 12 patients).

Table 5.Analysis of the nature of the reproductive function of patients with POF

Age (years) Patients with POF (n = 85)

Abs %
History of childbirth 35 41.2
Artificial Abortion 12 14.1
Spontaneous abortion 5 5.9
Primary infertility 13 15.3
Secondary infertility 12 14.1

Based on the foregoing, it was found that in 61.2% of women with POF, fertility was
preserved before the onset of the disease (52 women). The ovarian reserve during
ultrasound examination of the pelvic organs was characterized by a decrease in ovarian
volume and the decrease in the number of antral follicles <5-7 among 81.2% of women
(69/85) with POF, which indicated signs of follicular apparatus depletion. In 27.1% of
cases, the ovaries were not detected (22/85), or they were very small in size, on average
it ranged 1.22 = 0.68 cm?2.

Complaints of hot flashes, palpitations, and increased fatigue were reported by 77.4%
of patients (Table 6), and 56.9% of women with POF noted headaches and sharp rises
in blood pressure with increased heart rate.

Table 6. Frequency of vasomotor and emotional-vegetative signs.

The number of examined patients (n = 85)

Signs Abs. %
Headache 48 56.5
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Dizziness 37 43.5
Heartbeat in rest 29th 34.1
Heat intolerance 33 38.8
Cramps / numbness 28 32.9
Dry skin 17 20,0
Sweating 22 25.9
Swelling of the face 41 48.3
Allergic reactions 9 10.6
Irritability 21 24.7
Sleep disturbance 18 21,2
> 10 tides per day 55 64.7
Asthma attacks 30 35,3
Sharp rises in blood pressure with

heartbeats, increased heart rate 48 56.5

In a comparative analysis of the age, duration of amenorrhea, postmenopause period,
and anthropometric indicators (BMI, waist and hips circumferences), we have revealed
significant differences, which are presented in table 7.

As can be seen from the presented data, a statistically significant difference was
established between the age at the time of investigation and the age of onset of an
estrogen deficient state (amenorrhea or postmenopause) in both groups (p <0.001).
Analysis of anthropometric data revealed significant differences in both groups, high
BMI indicators were observed in the comparison group (28.1+ 4.9 versus 22.6 + 2.9 kg
/ m2, P <0.05) in relation to the main group, which also influenced the waist and hips
circumferences (P <0.05).

Table 7. Clinical characteristics of patients with POF and woman in postmenopausal
period

Indicator The main group, Comparison Group,
(n=285) (n=30)
M+£3§ M=+3

Age years 30.1+5.6* 56.3+4.6
Age of onset of E-deficiency, years 292 +1.1%* 50.4+2.7
Duration of E-deficiency, years 49 +4.1 5.6+3.0
Height, cm 164.1 £5.6 * 161.2+5.5
Body weight 60.9 +7.8 * 73.0+13.2
Body mass index, kg / m? 22.6+29* 28.1+4.9
Waist circumference, cm 73.3+5.7%* 78.3+4.3
Thigh circumference, cm 100.1 £4.6 * 103.7+£4.6

Notes: * - differences between groups: * p <0.001. E-deficiency is an estrogen-
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deficient condition.

The hormonal background of patients with POF was characterized by the high
levels of LH and FSH in the peri pheral blood samples in relation to women of reproductive
age, averaging 41.2 = 2.1 and 31.0 = 1.6 IU / 1, respectively.

On the contrary, estradiol indices in women with POF were reduced in relation to
the normative indices and amounted to 70.4 4.2 pg/ml. It would be feasible to note that
in 57 (67.1%) patients with POF, the concentration of estradiol ranged in average of
52.1 = 4.2 pg/ml (Table 8).

Testosterone levels in blood of POF women was 1.39 « 0.08 nmol/L. In 60% of
patients, testosterone levels varied from 0.1 to 0.9 nmol/L, averaging 0.57 + 0.03 nmol/
1, which indicates a persistent hypoandrogenic state.

Low levels of DHEA-S are also noted in patients with POF compared with the
control group (172.8 + 4.6 versus 293.8 = 3.8 ug/L), but remained within the normal

range.

Table 8. The results of a hormonal examination of patients with POF

Indicator Control group The main group, (n =

(n=30) 85)

M=+

FSH, IU/L 10.1£0.3 412+2.1*
LH, IU/L 7,17+23 31,0+ 1.6 *
Prolactin, ng / ml 10.87 £0.5 9.9+0.5
TTG, mIU/I 1.7+ 0.1 2.67+0.2*
Parathyroid hormone, pg/ml 31.8+£3.2 56.6 £0.41
Estradiol, pg/ml 115.24 £15.27 70.4+£42*
Testosterone, nmol/L 1.59 +0.08 1.39 +0.1
DHEA-S, pg/ml 293.8 +3.8 172.8 £ 4.6 *

Notes: * - differences compared with the normative ranges (p <0.01-0.001).

Table 9.The results of the hormonal examination of patients with POF and woman
in postmenopausal period

Indicator Control group The main group, | Comparison Group
(n=30) (n=85) (n=130)
M=+6 M+£6

FSH, IU/L 10.1+0.3 435+£3.1 % 1102 £ 8.8/ *

LH, IU/L 7,17+£2.3 328+2.5% 74.1+49"*

Prolactin, ng/ml 10.87+£0.5 11.27+0.8 11.54+0.7

TTG, mIU/1 1.7+0.1 1.8+0.1 2.1+£027%*

Parathyroid  hormone, 31.8+3.2 33.5+2.1 355+1.9

pg/ml

Estradiol, pg/ml 115.24 +15.27 70.4+4.2* 723 +85*
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Notes: * - differences in comparison with the normative ranges (p <0.01-0.001);

”~ - the reliability of data on the ratio of patients with POF and woman in postmenopause
period (p <0.05-0.01).

Estradiol level in the blood was reduced in both groups, this fact indicates the
presence of estrogen deficiency. FSH and LH on the contrary, exceeded the norm, both
in the main group and in the comparison group while high average values were
obtained in postmenopausal women (p <0.001).

Conclusions: Based on the study results it was revealed that women who are at the risk
of developing POF, distinguished by early onset of menarche (37, 6%), they have
positive family history of early menopause (35.3%), as well as a history of carrying more
than 3 infectious diseases in childhood (52.9%) and the presence of autoimmune
diseases (30.6%). Clinical and hormonal markers for predicting POF are considered to
be an elevation of FSH values above 25 IU/L (r = 0.61; P <0.01), a decrease in
estradiol levels below 75 pg/ml (r = 0.47; P <0.01), a decrease in the number of antral
follicles (less than 6 pcs.) upon ultrasound examination (r = 0.75; P <0.01).
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ANNOTATSION
The urgency of this problem is determined primarily by the high frequency of this
pathology in women of transition age, who are in the prime of their professional and
creative activity, and also by the variability of manifestations and the severity of the
process, which negatively affects the general condition and performance and often leads
to disability. In this regard, this problem acquires not only medical, but also social
significance.
Key words: pediment pause period in women, diagnosis, course, correction
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AYOLLARNI PERIMENOPAUZA DAVRIDA SALOMATLIGI
HOLATI VA MENOPAUZA DAVRI KECHISHINI PROGNOZI

ANNOTATSIYA

Mazkur muammoning muhimligi dastlab, o'tish yoshidagi kasbiy va ijodiy ishlar

bilan shug'ullanuvchi ayollarning patologiyaning tezkorligi orgali va shuningdek mensistning

o'zgaruvchanligi, turli jarayonlar, avlod qoldirishda salbiy ta'sir ko'rsatuvchi holatlar va

kasallikka olib keluvchi boshqa holatlar orqgali aniglanadi. Bu holatda, mazkur muammo
shunchaki tib biy emas, balki ijtimoiy ahamiyatga ham ega.
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Kalit so'zlar: ayollarning tug'ishidagi pauzalar, tashxis, kurs, to'g'irlash

®epy3a Aimmosna XAMJIAPOBA

3uéna Aonyminaesia YMAPXOJ/I2KAEBA

PecnybnukaHcKuil cnelyain3upoOBaHHBIA HAYYHO-TIPAKTUUECKUNA MEAULIMHCKUIA
LIEHTP DHIOKPUHOJIOITMU UMEHU aKaJeMHUKa

A.X. TypakynoBa, Y30ekucraH, TalllKeHT

COCTOAHUE 310POBbA XEHIHINUH B IIEPUO/J
INEPUMEHOIIAY3bI U TTPOTHO3 TEYEHUA MEHOIIAY3bI

AHHOTALIUS
AKTYyaJIbHOCTb JaHHOM MPOOJIeMbl ONPEAEasIeTCs, IIPEXAE BCETO, BBICOKOM YaCTOTOM
JAHHOUW MaTOJOrMM Y KEHIIMH MepeXOJIHOIro BO3pacTa, HaXOIMIIMUXCS B paclBeTe
npo¢deCCUOHATBHON U TBOPUYECKON AESITEIbHOCTH, a TaKXKe MHOTO BapUMaHTHOCTBHIO
MPOSIBJICHUI U TSDKECTBIO MPOLEcca, YTO OTPULIATEIbHO BIAUSET HA 001Iee COCTOSIHUE,
paboTOCIIOCOOHOCTh M HEPEIKO MPUBOAUT K MHBAIUAU3ALMKU. B ¢BSI3M ¢ 3 TUM JaHHas
npobyieMa MpPUOOPETAET HE TOABKO MEIMIIMHCKYIO, HO U COLMAJIbHYIO0 3HAYMMOCTb.
KmoueBbie cJi0Ba: rieprMMeHoIIay3aJbHbIN TepUo Y XEHIIWH, AMarHOCTUKA, TeUEHUE,
KOppPEKLMS

ccording to WHO, perimenopause is a period of age-related decline in ovarian

function, mainly after 45 years, including premenopause and one year after
menopause or 2 years after the last independent menstruation. Perimenopause is
characterized by: progressive depletion of the ovarian follicular apparatus; an increase
in FSH levels long before menopause and a gradual stable increase in it as it approaches
menopause [1,2,3,4,5]. Hormonal disorders in the premenopausal period are accompanied
by structural changes in the ovaries: the process of oocyte death and atresia of the
primordial follicles is accelerated. The sources of steroid hormones-the layers of granulosa
and teca cells are atrophied in them. Conversely, stroma retains hormonal function by
producing androstenedione and testosterone. The volume and weight of the ovaries from
8-9 cm and 10-12 g in the reproductive age are reduced to 3-4 cm and 4-5 g. In addition,
connective tissue develops in the ovaries with the phenomena of hyalinosis and sclerosis
with the preservation of only single follicles. These ovaries produce more androgens,
which are converted extragonadally to estrone [6,7,8].

In the endometrium, various processes can occur: from atrophic to hyperplastic with
the development of glandular-cystic hyperplasia and even focal (polypous) changes,
which is determined by disturbed rhythms and levels of biosynthesis and release of sex
steroid hormones. The analysis of 642 hysteroscopic images in endometrial and myometrial
pathology at different age periods (from 16 to 81 years) showed that endometrial
polyps, a combination of diffuse hyperplasia with endometrial polyps are more often
detected in patients in perimenopause [9].

Information about the content of sex steroid hormones in the blood plasma of women
in the premenopausal period is ambiguous. The genetic determinism of synchronous
activity of hormone-receptor mechanisms was established.According to the principle of
reverse hormonal regulation, increased production and release of pituitary gonadotropins
is induced through central structures and neurotransmitter mechanisms in the pre - and
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postmenopausal periods due to reduced levels of estrogenic compounds [10,11]. Changes
in the function of the hypothalamus in the premenopausal period are characterized by
a decrease and gradual cessation of rhythmic synthesis and release of releasing
gonadotropins, which exacerbates the violation of the gonadotropic function of the
pituitary gland and the processes of steroidogenesis in the ovaries. During this period, the
dominant hormone is estrone (up to 40 mcg/day) and most of it (up to 98%) is formed
from androstenedione. An increase in FSH concentration is detected a few years before
menopause, and the level of LH increases somewhat later. In the premenopausal period,
up to 30% or more of androstenedione is produced by the ovaries. Decreases the
synthesis of testosterone, which is only a small amount in the premenopausal period is
secreted in the adrenal glands. The amount of progesterone in women decreases during
this period compared to the reproductive one. The decrease in the level of androgens in
blood plasma is less pronounced than that of estrogens [12].

The drop in estrogen levels during perimenopause is associated with the development
of long-term complications (ischemic heart disease, stroke, osteoporosis, Alzheimer's
disease), which usually occur at a later age [13,14,15,16]. However, it should be taken
into account that the first and most pronounced changes in the cardiovascular, bone,
and central nervous systems begin in the very first years of the transition period
(perimenopause) [17,18,19].

One of the most common diseases in women in the perimenopausal and postmenopausal
periods is arterial hypertension (AH) [20, 21, 22]. Statistical data show that arterial
hypertension (AH) is very important in perimenopause [23]. Patients in perimenopause
who are included in the category of persons with high normal blood pressure (systolic
130 - 139 mm Hg ; diastolic 85-89 mmHg) deserve great attention, since 70% of
people with high normal blood pressure develop arterial hypertension within five years.
Taking into account the formation of hypertension during perimenopause, high normal
pressure in women of this age group is a common phenomenon [24]. The presence of
concomitant diseases and risk factors for cardiovascular disease in women with
hypertension in perimenopause not only aggravates the course of the disease, creates
difficulties in prescribing therapy, but also helps to stabilize blood pressure in
postmenopause [25]. The authors observed 120 women aged from 40 to 60 years, with
an average age of 52.6 years. In most cases, the increase in blood pressure was accompanied
by the presence of associated conditions and concomitant diseases (coronary heart
disease -17.5% of cases; type Il diabetes-10%; obesity of II and III degrees - 53.3% of
women; thyroid pathology - 23.3%; iron deficiency anemia - 5.8% of patients).

Data of Lyubimova L. P. et al. [26] suggests that a history of polycystic ovary syndrome
(PCOS) increases the risk of developing metabolic disorders in perimenopause. 155
women at the age of 38-50 years were examined. The main group consisted of 75
patients who underwent wedge-shaped ovarian resection for PCOS, and the control
group included 80 healthy women of reproductive age. It was found that perimenopausal
women in the main group have severe hyperandrogenism, on the background of which
they develop significantly more often obesity (56%), impaired carbohydrate tolerance
(32%), and type 2 diabetes (10.7%) than healthy women.

Disorders of the thyroid gland and ovarian hormone function lead to changes in lipid
metabolism, hypercholesterolemia, an increase in the incidence of atherosclerosis,
coronary heart disease, etc. [27,28,29]. It is known that the precursor of estrogens is
cholesterol and the termination of steroidogenesis during aging plays an important role
in the accumulation of cholesterol [30]. With estrogen deficiency, there is a change in the
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spectrum of plasmali poproteins in the "atherogenic” direction with adecrease in high-
density lipoproteins (HDL) and an increase in low - density lipoproteins (LDL).It is
recognized that these changes are more pronounced in the late postmenopausal period.

Progression of atherosclerotic calcification in women during menopause correlates
with increased loss of bone substance. The presence of radiologically detected calcification
foci in the abdominal aorta (CAA-calcification of abdominal aorta) and radiometrically
estimated loss of substance of the II, 1II and IV metacarpal bones (LBS-loss of bone
substance) were compared. 236 women aged 45-57 years, premenopausal and 720
postmenopausal women (average age 62.9 years) were examined. In 25% of women who
went through menopause, CAA progressed. In women with CAA progression, the
average LBS was 3.2 mm?2, the loss of bone substance density was 7,% mm?2%; in
women with no progression CAA of these values were lower (2 mm?2 and 5.6 mm2%,
respectively).In postmenopause, an inverse relationship was found between the degree
of CAA and the mass and density of the metacarpal bone substance [31].

There are ambiguous views about the functional state of the thyroid and adrenal
glands in the premenopausal period: there are data on a decrease or increase in the
function of these peripheral glands, and the absence of specific changes.It is known that
many environmental factors in ecologically disadvantaged regions contribute to an
increase in the size and decrease in the functional activity of the thyroid gland [32]. In
areas of severe endemia, the most typical manifestation of endemic goiter (EG) is
hypothyroidism [33].Thus, according to EsedovaA.E., HashaevaT.X.[28] the relationship
between endemic goiter and lipid metabolism disorders was determined. The authors
present the results of a survey of 210 perimenopause women in Dagestan, where the
prevalence of endemic goiter ranges from 30 to 70 %, which is estimated as a severe
degree of endemia and confirms the fact of an unfavorable state of the ecosystem in the
region. Cholesterol, LDL, and VLDL were significantly higher in the groups of women
with climacteric syndrome (CS), endemic goiter with hypothyroidism (EG +
hypothyroidism) and the comparison group - physiological climacteria +EG with
hypothyroidism) compared to the average norm. The level of Chol-HDLP was 0.72+
/ -0.11 mmol /1 and 1.09+ / -0.12 mmol / | in groups 1 and 2, while in the group
(physiological perimenopause) it was 1.03+/-0.15 mmol/l and 1.47+/-0.23 mmol/Il,
respectively (P1-3<0.05, P2-4<0.05). A similar pattern can be seen in the indicators of
Chol, TG, and Chol-LDLP. The atherogenicity coefficient, which most accurately
reflects the degree of risk of developing atherosclerosis, was significantly higher not only
depending on the presence or absence of CS, but also in women with thyroid pathology
and CS in comparison with a similar group without thyroid pathology. The data Casanueva
F.M.[33], Rybchenko T.I.et al., [21], shows violation of lipid metabolism in the period
of perimenopause in women, because they are considered women in perimenopause as
risk group.

Most women of perimenopause age have reduced intestinal absorption of calcium.
The study of indicators of phosphorus-calcium metabolism and bone metabolism in 614
women aged 45 to 60 years with climacteric syndrome of varying severity revealed a
violation of bone remodeling in 78% of the examined patients. Stable extracellular
homeostasis of calcium and phosphorus in the blood serum was found in more than half
of the examined patients. Hypercalcemia and hyperphosphatemia were observed in early
menopause [34].

Perimenopause is a critical period for the occurrence of emotional disorders of
varying degrees of severity from a slight decrease in mood to depression [35,36,37]. Wise
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L. A. et al. [38] a study of the socio-economic status of 603 women 36-45 years of
menopause for the period from 1995 to 1997 took into account: age when menstruation
began (<12, 12-14, >14 years); contraception (never, 1-5 years, 6-11 years, >11
years); race/ethnic origin; mass index (<20, 20-24, 25-29, 30+). The results showed that
the perimenopause incident was 1.75 times higher (95%CI 1.10-2.79) and the average
age of onset was 1.2 years younger (44.7 compared to 45.9 years) in women who
reported suffering distress in childhood and adulthood compared to those without economic
distress in their lives. Feedback was observed in many women in relation to education.
Harmful living conditions could increase the entrance to the perimenopause.

The use of hormone replacement therapy (HRT) drugs allows correcting emotional
disorders [39,40,41]. The study by L. Yu. Karakhalis and O. K. Fedorovich [42] shows a
high efficiency of HRT in emotional disorders in women during the perimenopause. The
study included 20 women between the ages from 43 up to 50. Of these, 8 people were
in the premenopausal period, and 12 had less than 1 year since their last menstruation.
HRT performed for 3 months improved the overall emotional background. The results
of testing on the Zunge depression scale showed a decrease in the score for each patient
from 4 to 11 points (8+1.8). The average for the group was 43.3+1.4; in the subgroup
with the initial state without depression, the decrease from 44.7+0.9 to 38.8+0.8; in the
subgroup with the initial mild depression, from 54.4+1.3 to 45.2«1.1 points.

Park Young-Joo et al.[43] in the peri - and postmenopausal periods, the relationship
between menopausal symptoms and lifestyle factors (Smoking, alcohol consumption,
physical activity, and dietary patterns) was studied in 2,807 women aged 41-65 years in
a state of natural menopause. Peri - and postmenopausal women were most likely to
experience hot flashes, headaches, joint and muscle pain, increased fatigue, and depressed
mood. Cohort studies have shown that perimenopause is characterized by a large number
of different effects, including poor sleep [44,45] In order to improve the quality of life
and prevent complications in women who are in the peri - and postmenopausal period,
Melnichenko G. A. et al. [46] developed a special program of treatment and training for
women, consisting of two stages: clinical information and psychocorrection. At the first
stage, patients are provided with information about physiological changes in the body
and the possibilities of their relief, at the second - about psychological problems and
ways to overcome them. During the implementation of the program, depressive symptoms
decreased, the tendency to somatization and fixation on one's own health decreased. It
is proposed by Volkova N. 1. [2] to create specialized centers for solving the problems of
women of the climacteric period.

Based on the above, we can conclude that the relevance is determined primarily by
the high frequency of this pathology in women of transition age, who are in the prime
of professional and creative activity, as well as by the variety of manifestations and the
severity of the process, which negatively affects the overall condition, performance and
often leads to disability. In this regard, this problem acquires not only medical, but also
social significance. The complexity of this problem is also related to the lack of sufficiently
reliable criteria that would allow us to determine the nature of the course (physiological
or pathological) of the premenopausal period. It is important to emphasize that under
the influence of various factors (mental and physical injuries, infectious diseases, fatigue)
at any time, the physiological menopause can become pathological.

It is possible that a comprehensive examination using a modern approach and computer
technology will allow us to develop criteria for the degree of individual risk of developing
pathological climacteria, and hence, a system of differentiated dispensary observation
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and provision of step-by-step specialized assistance to women with high risk of developing
climacteric syndrome.

Thus, many aspects of the pathogenesis of perimenopause are evaluated by researchers
from different positions, which make it difficult to choose an adequate therapy and
prevention, and requires further study of this period.
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ANNOTATSION
Gastroparesis is a serious complication of diabetes mellitus (DM), defined as a delay
in gastric emptying without any mechanical obstruction in the stomach. Other non-
diabetic causes of gastroparesis are surgery, neurologic disorders, medication and idiopathic
causes, [74] however, the outcomes for those with diabetic gastroparesis (DGP) are
worse. This disorder causes a huge morbidity burden as well as significantly impairing
glucose control. In recent years, we have gained much insight into the pathophysiology
of DGP, in addition to increased awareness of the disorder. However, different
pathophysiologic mechanisms and variable response to treatments make it still difficult
to optimize therapy.
Key words: diabetes, gastroparesis, delayed gastric emptying, prokinetics, diabetic
complications.

®epy3a Aimmosna XAMJIAPOBA

HNponaxon Xamuaymiaesna MTHOSTXOA2KAEBA

Akanemuk E.X. T¥paxynos Homnu Pecry6irka UXTHCOCTALUTAPUITAH WIMUIL-
aMaauii THOOMET DHAOKPUHOJIOTUS MapKa3u 0ol 1KUMOKOpH,

V36ekncToH, TOIIKEHT

AUABETUK TACTPOIIAPE3: TUATHOCTUKA BA JTABOJIALI
KUUNHYNJIUKIIAPHA
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AHHOTALIUS
I'actponapes Oy OIIKO30HAa MEXaHUK TYCKMHJIMK KWIMacaaH KeYMKTUPUITaH Mebeaa
Oywatuil aed TabpudaaHraH AUaOeTHUHT XXKUIIUK acopatuaup. ['actponape3Hu 6oika
JeabeTuk OyiamaraH cababiapu Oy XKappOXJIMK, HEBPOJOTMK,KacaJuIUKIap, Jopujiap
Ba UIMonaTuk cababiap, aMMo AuabeTUK racTponapes OyaraH 6emopJjapaa HaTuxanaap
€MOHPOK. Y10y X01aT KaHIHW Ha30paTUHU Ce3uIapin napaxana cycantupanu. CyHITH
Wunapaa 6u3 Oy XojaT Xakujaa xabapIOpJauMKHU omupull O6ujaaH Oup kartopaa I’
MaTo(U3MOJOTUSICH XaKKMaa Xyda SIXIIA MabIymMoOTra 3ra OyJaauK. AMMO TypJu XU
MaTo(pU3NOJOTUK MeXaHM3MJIapy Ba JaBOJIAHMII YUYH TYPJIM XWJI XKaBoOj1ap TepanusHU
ONTUMAJIJIAIITUPUILIHN KMUMHIAIITAPMOKIA
Kamut cy3aap: nuabGet, ractponape3, KEUYMKTUPUITAH OIIKO30H OYyIIATHII,
MPOKMHETUKJIIAap, AMaOETHUHT acopaTiapu

JTUABETUYECKUI TACTPOIIAPE3: TPYJIHOCTHU
JUATHOCTHUKHU U JIEYEHUA

®epyza Aimmosna XAMJIAPOBA

HNponaxon Xamuaymnaesna MTHOSTXOI2KAEBA

PecnybnukaHCKuil cnelMalu3upOBaHHbIA HAYYHO-TIPAKTUYECKUIA MEAULIMHCKUIA
LHeHTp DHAoKpuHoJoruu uMeHu akagemuka f.X. Typakysosa,

V36ekucraH, TalmkeHT

AHHOTAIIUA
l'acTpomape3 sBASIETCSI CEpbE3HBIM OCJOXHEeHMeM caxapHoro auabera (C/),
oIpeaeIsieMbIM KakK 3a7epxKKa OMOPOXKHEHMS XKeayaKa 0e3 MeXaHUUeCKO 00CTPYKLIMHU
B Xenyake. JIpyrumu HeamaOeTUUeCKMMM HPUYMHAMM racTporiapesa sIBISIIOTCS
XMPYPruuyeckoe BMellaTebCTBO, HEBPOJIOTMUYECKHE pPACCTPOMCTBA, JIeKapCTBEHHbIE
nmpenapaTbl M1 MAMONATUUYECKME MPUUMHBI OJHAKO PE3yJbTaThl IJis IAlIMEHTOB C
nuadetnyeckum ractporape3oMm (') xyxe. DTo HapylleHrWe 3HAUYUTEIbHO YXYIILIAET
KOHTPOJIb TJI0KO3bl. B mociemHue roabl Mbl MOJYYUJIM OOJIBIIOE MPEACTaBICHUE O
natogusunosorum /I, B 10mojJHeHKE K MOBBILLIEHUIO OCBEIOMJICHHOCTU O PaCCTPOMCTRE.
Tem He MeHee, pa3IMyHbIe TaTO(GU3NOIOTUUECKEe MEXaHU3MBbI 1 pa3IMYHbIC peaKluu
Ha JieYeHHue BCe ellle 3aTPYIHSIOT ONTUMMU3ALIMIO Teparuu.
KiwueBbie ciioBa: nuabeT, racTpoliape3, 3aiepxkKa OIMOPOXHEHUS Xeayaka,
MPOKWUHETUKU, OCIOXHEHUS nuabdera

Introduction. Nowadays, diabetes mellitus is considered as one of the greatest global
problems in internal medicine as it results in multi ple organ damage and irreversible
changes in the vital functional systems of the body. The dramatic increase in the incidence
of type (T)2 diabetes mellitus (DM) over the last century has become a major public
health concern worldwide [1]. Both micro- and macrovascular complications of diabetes
damage a variety of organs, leading to various symptoms, and impair quality of life
(QOL) in patients with DM. [39]

Among these symptoms, those affecting the gastrointestinal (GI) tract occur frequently
in patients with diabetes [89]. Various GI symptoms are associated with this disease
[8,57,76], especially diabetic neuropathy which develops with longstanding diabetes
[6,94]. GI hyper- and hypofunction lead to delayed gastric or esophageal emptying,
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diabetic gastroparesis, constipation and diarrheal6, 22, 42].Other GIl-related disorders
and symptoms are also known to accompany diabetes, such as obesity with
gastroesophageal reflux disease[4, 65], and aging with gastric mucosal injury [90]

Delayed gastric emptying in long-standing diabetes was once incorrectly presumed to
be a rare condition, predictable on the basis of upper gastrointestinal symptoms and
associated with a poor prognosis [80], but more recently has been recognized to occur
in 730-65% of patients with longstanding diabetes [ 22,83.]

GI disorders in diabetes have thus far been poorly characterized, despite their high
frequencies in both TIDM and T2DM patients [25]. Hyperglycemia associated neuropathy
was long considered to be a major mechanism underlying the pathogenesis of GI symptoms,
probably via oxidative stress and inflammation, as with other microangiopathies. Levels
of enteral hormones, such as incretin-related peptides [e.g., glucagon-like peptide-1
(GLP-1), GLP-2, pancreatic polypeptide (PPY)] [62] and serotonin [66], and enteric
neurotransmitters, such as vasoactive intestinal peptide (VIP)[3], are altered in patients
with DM, and affect GI motility and neural fiber growth. Furthermore, smooth muscle
cells, interstitial cells of Cajal [73], gut microbiota [92] and intestinal stem cells [26],
may be altered in DM and these changes are potentially related to GI symptoms. The
relevance of these mechanisms in the development of human GI symptoms in T2DM
remains uncertain.

By tradition, diabetic gastroparesis has been used to describe the upper gastrointestinal
(GI) manifestations of diabetes mellitus (DM). Gastroparesis is a syndrome characterized
by delayed gastric emptying (GE) and upper GI symptoms that suggest, but are not
associated with, gastric outlet obstruction. However, other patients with DM have GI
symptoms with normal GE or abnormal GE with no or mild symptoms. Also, these GI
symptoms may originate not only from the stomach but also from the small intestine [20].
Hence, diabetic gastroenteropathy is a more inclusive term to describe the GI
manifestations of DM. In addition to gastroparesis, diabetic gastroenteropathy also
includes diabetic dyspepsia (i.e., indigestion), which is characterized by upper GI
symptoms and normal, rapid, or slightly delayed GE and pauci- or asymptomatic
delayed GE. The latter comprises up to 40% of patients with DM and delayed GE [17].
In some patients, discriminating between dyspepsia and gastroparesis can be challenging
because the symptom- and emptying-based boundaries are poorly defined [61]. Patients
admitted with diabetic gastroparesis (DG) require more procedures, have a longer
hospital stay and incur higher charges than the mean. Thus, there are currently insufficient
data regarding the predictors of gastroparesis in patients with type 2 DM and the
relationship between them.The slowing down of gastric motor-evacuation function in
patients with type 2 DM is attracting increasing scientific and clinical interest as one of
the key mechanisms of gastroparesis development (Babak & Kolesnikova, 2012; Dickman
et al., 2014; Kumar et al., 2018)

Prevalence of disordered gastric emptying in diabetes

Population-based data on DGP are limited. In case series from tertiary care centers,
delayed gastric emptying is reported in one-third of diabetic patients with an equal
prevalence in type 1 and type 2 diabetes. However, at the population level, only 5% of
type 1 and 1% of type 2 patients have a combination of delay in gastric emptying and
presence of typical symptoms consistent with DGP.1 Gastroparesis typically develops
after at least 10 years of diabetes, and these patients generally have evidence of
autonomic dysfunction.[9] According to the results of a clinical trial aimed at determining
the risk of mortality among patients with DM considering all the complications,
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gastroparesis is not associated with the increase in the number of fatal cases. Several
studies aimed at determining the prevalence of gastroparesis and the gender differences
among patients with DM (Syed et al., 2015; Parkman et al, 2015; Koch et al., 2016)
have proven that the presence of comorbid factors (age, cigarette smoking, alcohol
consumption) significantly reduce quality of life in patients. Jung et al. (2009) have
found that DG is associated with the increase in incidence and hospitalization rates as
well as the volume and costs of medical care and mortality rates among the working-age
population (Jung et al., 2009; Zhao et al., 2015). As for the pathophysiological mechanisms
underlying the development of complications, hyperglycemia and the resultant glycation
products[13], oxidative stress [35] and inflammation[29], are the main candidates. GI
symptoms in DM are associated with both poor glycemic control and diabetic
complications, as shown in a large number of subjects[15], although we found no
relationshi ps between GI symptoms and glycemic control, probably due to the long and
varied disease durations of our subjects.

It has been estimated that approximately 4% of the adult population suffer from this
disease and the results of epidemiological study have indicated that the prevalence of
gastroparesis in the USA is 24.2 cases per 100,000 of the population: 37.8 cases per
100,000 inhabitants for women and 9.6 cases per 100,000 inhabitants for men (Intagliata
& Koch, 2007; Elson, 2010). Indeed, up to 40% of patients with DG can be asymptomatic.
The prevalence of gastroparesis in type 2 DM varies widely. The analysis of a population-
based study in Olmsted County (Minnesota, USA) has demonstrated that gastroparesis
is diagnosed only in 0.1% of individuals without DM, 4.8% of patients with type 1 DM
and 1.0% of patients with type 2 DM (Edula et al., 2014; Kempler, 2016). According
to the results of scintigraphy, the slowing down of gastric motor-evacuation function is
typical for 25-55% of patients with type 1 DM and 18-30% of patients with type 2 DM
(Halland & Bharucha, 2016; Huang et al., 2017). The prevalence of delayed gastric
emptying in patients with diabetes has been reported to be between 28% and 65%.
Gastroparesis affects 20-50% of the diabetic population, especially those with type 1
DM or those with long-standing (> 10 years) type 2 DM. It is usually associated with
retinopathy, neuropathy and nephropathy as well as poor early glycemic control, as
noted in the DCCT-EDIC study (Reddy et al., 2009; Lee & Hasler, 2017). Unfortunately,
in our country, the actual prevalence as well as social and economic significance of
gastroparesis among patients with DM is currently not determined as late diagnosis of
severe clinical course is made by scientists but not physicians at the stage of primary care

Diagnosis of disordered gastric emptying

The decision of when to evaluate patients with diabetes for disordered gastric emptying
is not straightforward. While upper gastrointestinal symptoms occur frequently, the
original [42,43] and subsequent [51] studies have established that they are not strongly
predictive of delayed gastric emptying, contrary to what was thought previously. [55]
Furthermore, some patients with markedly delayed gastric emptying are asymptomatic.
In any patient with diabetes who presents with upper gastrointestinal symptoms suggestive
of delayed gastric emptying, reversible causes of gastroparesis must be excluded after
endoscopy has been performed. The diagnosis of gastroparesis is usually based on the
presence of upper gastrointestinal symptoms in combination with objective evidence of
delayed gastric emptying. The latter should ideally be measured during euglycemia, or
at least with the blood glucose >4 mmol/L and ?10 mmol/L, given the effect of
hyperglycemia to slow emptying. Medications that may in?uence gastric emptying should
ideally be withdrawn for 48-72 h prior to the test (or for the half-life of the drug) [19]
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and smoking, which has been shown to slow gastric emptying, should be avoided on the
day of investigation. [48] There are various methods of assessing gastric emptying, but
scintigraphy, which is non-invasive and reproducible, remains the most sensitive and
accurate method and is the "gold standard”" technique. Intragastric distribution of solid
and/or liquid meal components, which is frequently abnormal in diabetic patients [49]
can also be evaluated with scintigraphy. In an effort to standardize the test meal and
technique between various centres, a recent consensus statement recommends the use of
a low fat, egg white meal labelled with 99mTc-sulfur colloid,[1] with measurement of
gastric emptying for 4 h. Despite this recommendation, scintigraphy is still not well
standardized. Low nutrient liquids should not be used to quantify gastric emptying for
diagnostic purposes since they do not stimulate small intestinal feedback mechanisms
which retard gastric emptying. Contrary to what is generally assumed, there is little, if
any, evidence that the use of high nutrient liquid, or semi-solid, meals is inferior to
solids. Moreover, the concurrent measurement of solid and nutrient liquid emptying
adds diagnostic value, since, as shown in the original study, the relationship between
gastric emptying of solids and nutrient liquids is poor in diabetes [43]. If carbohydrate
is included in the meal the relationship between glycemic response and the rate of
gastric emptying can be evaluated. Another non-invasive method for assessing gastric
emptying is the stable isotope breath test. This uses 13C-acetate or 13Coctanoate as a
label and, in contrast to scintigraphy, does not involve exposure to ionising radiation. It
has good reproducibility and the results have been reported to correlate well with
scintigraphy, with a sensitivity and speci?city of 86% and 80%, respectively, for the
presence of delayed gastric emptying, [95] including in a diabetic population. Following
ingestion, the labelled meal passes through the stomach to the small intestine, where
the 13C-acetate or 13C-octanoate is absorbed, metabolized into 13CO2 in the liver
and exhaled via the breath.13CO?2 in breath samples is analyzed by mass spectrometry.
While this technique has advantages over scintigraphy, information relating to the
validity of breath tests in patients with markedly delayed gastric emptying is limited.
Transabdominal ultrasound is a simple, non-invasive, inexpensive and convenient method
to assess gastric distension, antral contractility, transpyloric ?ow and gastric emptying
and is uniquely able to measure the latter three parameters simultaneously [74] However,
the necessity for considerable expertise, and technical limitations of obesity and abdominal
gas, restrict its widespread use. While 2-dimensional ultrasonography provides an indirect
measure of gastric emptying which is determined by changes in antral area over time
[40] the more recently applied 3-dimensional ultrasonography has the capacity to provide
comprehensive imaging of the stomach, including information about intragastric meal
distribution. It has also been validated against scintigraphy to measure gastric emptying
in both healthy subjects and patients with diabetic gastroparesis. [33, 36, 45, 87]
Magnetic resonance imaging (MRI) has also been used to measure gastric emptying
and motility with excellent reproducibility. [74]. However, its use is limited to research
purposes because of its high cost and limited availability. Barium meal, involving a non-
nutrient contrast load, has no role in quantifying gastric emptying and its use is limited
to excluding mucosal lesions or obstructions. The paracetamol (acetaminophen) absorption
test as a simple bedside test is limited to evaluation of the emptying of liquids and is not
recommended as a diagnostic tool as its accuracy is variable at best. [97]. Swallowed
capsule telemetry ("SmartPill") employs an indigestible capsule that has the capacity to
measure intraluminal pH and pressure as the capsule travels through the digestive tract
to determine the gastric emptying rate. The pressure measurements also provide information
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about the motor function of the stomach, small intestine and colon. [18] This method
has been reported to correlate relatively well with scintigraphy with good sensitivity
(82%) and speci?city (83%), but has not been used widely. Emptying of the capsule
presumably usually occurs after that of digestible meal components. Electrogastrography
measures the frequency of the gastric slow wave (™3 cycles/min) using surface electrodes
attached to the skin of the epigastrium. [58] While it is clear that abnormalities in gastric
electrical activity, particularly tachygastria, occur frequently in diabetic gastroparesis
and may be induced by hyperglycemia, [47] the relationship is not suf?ciently strong
to be of diagnostic value. Antropyloroduodenal manometry, using a water-perfused or
solid-state catheter to measure intraluminal pressures in the stomach, pylorus, and
small intestine, is only available in a few centres and remains primarily a research tool.

Pathogenesis and pathophysiology

Several factors such as extrinsic (i.e., sympathetic and parasympathetic) and intrinsic
(i.e., enteric) neuromuscular dysfunctions, hyperglycemia, and hormonal disturbances
have been implicated to cause GI sensimotor dysfunctions in DM [73] Neural dysfunctions
have been attributed to several mechanisms (e.g., oxidative stress) described below and
detailed elsewhere [21]

Autonomic neuropathy has been implicated as the major mechanism for DM
gastroenteropathy [98]. More recently, there is emerging evidence for disturbances in
the enteric nervous system (i.e., enteric neurons and ICC) and smooth muscle myopathy.
In DM patients, and in spontaneously diabetic rats, there are fewer cells in motor vagal
and sensory sympathetic ganglia and structural changes (e.g., segmental demyelination
and axonal degeneration) of vagal nerve fibers both within myenteric and submucosal
plexi and outside of the GI tract [98]. The loss of nerve fibers is often multifocal,
suggestive of ischemic injury. In humans, autonomic nervous function can be detected
by assessing GI (i.e., rise in plasma pancreatic polypeptide in response to sham feeding),
cardiovascular, or sudomotor autonomic functions [7,63]. GI vagal dysfunction is
manifest by a reduced increment in plasma pancreatic polypeptide levels during sham
feeding [84,85] While a subnormal pancreatic polypeptide response is associated with
cardiovascular vagal dysfunction, a threshold increase of 20 pg/mL was 100% specific
but only 46% sensitive for cardiac vagal dysfunction [37,38]. Also, hyperglycemia is
associated with greater fasting levels of plasma pancreatic polypeptide and a reduced
response to sham feeding, which affect the interpretation of the test in DM. Alternative
approaches to evaluate GI vagal function (e.g., effect of sham feeding on gastric acid
secretion or insulin-induced hypoglycemia on plasma pancreatic polypeptide) are seldom
used in clinical practice [56,78]. Based on the premise that vagal neuropathy is generally
a length-dependent axonopathy [13], impaired cardiovascular vagal responses, such as
reduced heart rate responses to deep breathing and the Valsalva maneuver, are used as
surrogate markers of GI vagal dysfunction. Diabetic gastroenteropathy is also associated
with adrenergic and sudomotor dysfunction [9, 24]. Autonomic dysfunctions are correlated
with GI dysmotility and cardiovascular vagal dysfunction is associated with delayed
GE in some [8,12], but not all, studies . Likewise, autonomic dysfunctions were
associated with symptoms in some [11] but not all studies.

Pathogenesis-impact of glycemia The pathogenesis of diabetic gastroparesis is now
recognized to be complex and multifactorial; there has been recent awareness of defects
in various interacting cell types, in addition to the more established roles of autonomic
neuropathy and acute hyperglycemia. The similarity in gastrointestinal symptoms
experienced by surgically vagotomised patients and patients with longstanding diabetes
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led to the initial concept that irreversible vagal damage underlies disordered gastric
emptying in diabetes. [79] Due to the dif?culties of assessing gastrointestinal autonomic
function directly, evaluation of cardiovascular autonomic function has been employed
wide lyas a surrogate marker for the function of the abdominal vagus.[28] Though the
initial [42,43] and subsequent [51] studies established that the prevalence of disordered
gastric emptying is high erinthose patients with cardiovascular autonomic neuropathy,
the relationship between disordered gastric emptying and abnormal cardiovascular
autonomic function is relatively weak [44, 13] Diabetic gastroparesis is associated with
heterogeneous motor dysfunctions, including "incoordination” of the motor activity of
the proximal stomach, antrum, pylorus and duodenum. | 64] Data from the National
Institutes of Health (NIH)-funded Gastroparesis Clinical Research Consortium, based
in the USA, have contributed substantially to knowledge of the role of cellular defects
in the pathogenesis of gastroparesis. Recent insights gained from animal and human
gastric tissue indicate aheterogeneous pathological picture, with abnormalities in multiple,
interacting cell types, including decreased numbers of ICC,39,40 de?ciencies of inhibitory
neurotransmission,[41,75] reduced numbers of extrinsic autonomic neurons, [83] smooth
muscle ?brosis and abnormalities in the function of immune cells. Loss/dysfunction of
ICC appears to be central to the pathogenesis of diabetic gastroparesis. [ 30] In animal
models and humans with diabetic gastroparesis, a reduction in intraneuronal levels of
nitric oxide, an important enteric neurotransmitter, has been observed, re?ecting loss of
neuronal nitric oxide synthase (nNOS) expression within the myenteric neurons and,
potentially, inhibition of nNOS by advanced glycation products[96] Heme-oxygenase-
1, the enzyme which gives rise to carbon monoxide (CO), which protects the ICC from
oxidative stress, has recently been shown to be reduced in non-obese diabetic (NOD)
mice with delayed gastric emptying. [23]Administration of hemin, which increases the
expression of hem-oxygenase-1,42,45 and administration of CO, reversed the loss of
ICC with normalization of delayed gastric emptying. Hemin also increases plasma levels
of heme-oxygenase-1 when given intravenously to healthy humans47 and may,
accordingly, have a therapeutic role. In the initial study, while there was no signi?cant
correlation between plasma glucose levels and the rate of gastric emptying, gastric
emptying of liquids and the lag phase for solids were slower when the mean plasma
glucose was >15mmol/L. It was subsequently established, using the glucose "clamp”
technique, that acute variations in blood glucose impact signi?cantly on gastric emptying
in both healthy and diabetic subjects,48 with marked hyperglycemia (blood glucose
~15mmol/L) delaying gastric emptying of solids and liquids substantially[31] Gastric
emptying is also slower when the blood glucose is at the upper end of the physiological
postprandial range(~8mmol/L),when compared to a blood glucose of “4mmol/L, in
both healthy subjects and patients with uncomplicated typeldiabetes.[86] The mechanisms
by which acute hyperglycemia slows gastric emptying include suppression of antral
contractions, increased pyloric contractions, proximal stomach relaxation and induction
of gastric electrical dysrhythmias. [78] In the initial study, the duration of the lag phase
for solids was apparently related to chronic blood glucose control, as assessed by
glycated hemoglobin, but the relevance of longterm glycemia to the pathogenesis of
gastroparesis remains uncertain. In contrast to the effects of acute hyperglycemia, insulin
induced hypoglycemia accelerates gastric emptying in healthy subjects, patients with
uncomplicated type 1 diabetes52 and in type 1 diabetics with gastroparesis. [80] Such
enhanced gastric emptying probably serves as a counter-regulatory mechanism to hasten
the delivery of nutrients for absorption.
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Clinical features

DGP can cause a wide variety of symptoms. Early in the course of the disease,
symptoms may be minimal. As the degree of dysfunction worsens, symptoms become
more common. Gastric stasis will typically cause nausea, vomiting and dyspeptic symptoms
(including early satiety, fullness or postprandial discomfort and bloating) in addition to
anorexia. The vomiting may occur at any time. Typically, patients report vomiting in the
morning of undigested food they ate the previous day. As these symptoms progress,
weight loss and nutritional compromise commonly occur. For reasons that are unclear,
symptom occurrence in some patients may have a cyclical nature, where they manifest
as acute episodes or attacks or vomiting that prevents any oral intake and typically
requires hospitalization. These attacks may be interspersed with periods of respite (or at
least improved symptoms) lasting weeks or months. Although some patients may be
able to identify triggers for their symptoms (such as certain foods), unfortunately most
do not. A validated score for measuring DGP symptoms has been developed for use in
research settings. Abdominal pain is also a significant component of DGP symptomatology
that is under-recognized. Similar to other forms of neuropathic pain, the symptoms are
often chronic and respond poorly to current therapies.

Relationship between gi dysfunctions and daily symptoms

Some studies have questioned the contribution of delayed GE to daily symptoms

because many patients with delayed GE are asymptomatic [93] and because symptom
profiles are similar among patients with DM and GI symptoms who exhibit normal or
delayed GE [91] Also, in therapeutic trials of prokinetic agents for gastroparesis, the
improvements in GE and symptoms were not correlated [46]. However, these findings
may be partly explained by limitations of the techniques used to measure GE in these
studies. A meta-analysis of cross-sectional studies that evaluated the association between
symptoms and delayed GE identified only 2 studies in DM patients in which GE was
evaluated with optimal techniques [93] In that meta-analysis, early satiety and fullness
were associated with delayed GE in DM (odds ratio [OR], 2.0; 95% CI, 1.0, 4.1);
however, no other symptoms (i.e., nausea, vomiting, abdominal pain, or bloating)
were associated with delayed GE. By comparison, among all patients (i.e., DM and
non-DM), all these symptoms were associated with delayed GE. Why delayed GE in
individuals with DM can be asymptomatic is unclear. One possible explanation is
afferent vagal dysfunction [77]. Supporting that hypothesis, hyperglycemia (i.e., a greater
hemoglobin Alc [HbAlc]) was correlated with less severe symptoms during a GE study
and during intestinal lipid perfusion [11, 77]. Similar discrepancies between symptoms
and objective findings exist in other diseases (e.g., Crohn disease) [50]. Most clinicians
still believe that early manifestations of gastroparesis in patients with DM are the
symptoms of various gastrointestinal diseases and gastroenterologists often do not detect
any organic changes in the stomach, diagnosing the given complication too late. Severe
DG has unfavourable prognostic value while medication - assisted correction of gastric
motor-evacuation function in patients with moderate bradygastria contributes to the
normalization of carbohydrate metabolism and prevents a labile course of the underlying
medical condition.

Management of symptomatic gastroparesis

The management of patients with symptomatic diabetic gastroparesis should focus on
the relief of gastrointestinal symptoms, improvement in nutritional status, and optimization
of glycemic control. The latter is, of course, pivotal to a reduction in the risk of
development, and progression, of micro- and macrovascular complications. Patients
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with type 2 diabetes may need insulin therapy in place of, or in addition to, oral
hypoglycaemic agents, and type 1 patients may bene?t from insulin pump therapy. [70]
Dietary recommendations include increasing the liquid content of meals, restricting fat
and ?bre intake, and eating a vitamised diet with small, frequent (4-6 per day) meals,
[72] as well as avoiding alcohol, but none of these measures have been evaluated
formally so their use is empirical.

The goals of therapy are symptom control and to improve gastric emptying. Medication
classes include prokinetics, antinauseants and pain modulation therapies. It should be
noted that no medication has yet obtained a specific indication for management of
gastroparesis symptoms (diabetic or otherwise), and, thus, all are used 'off-label'. Similarly,
medical treatment is mostly empirical and tailored to each individual patient. In
medication-resistant cases, neurostimulation and/or jejunal enteral feeding may need to
be considered. [16]

At present, prokinetic agents, including metoclopramide, erythromycin and
domperidone, form the mainstay of treatment. These drugs accelerate gastric emptying
by increasing antral contractility and improving the organisation of gastro pyloro duodenal
motility.[58] The acceleration of gastric emptying by prokinetics is greater when the
emptying at baseline is more delayed and the effect is attenuated during acute
hyperglycemia. [88]. In a systematic analysis of clinical trials of prokinetics, erythromycin
appeared to be superior in accelerating gastric emptying and in relieving symptoms,
[88] but its long term ef?cacy is limited by tachyphylaxis due to the down regulation of
the motilin receptors, gastrointestinal adverse effects and, possibly, an increased risk of
cardiac death.

A number of non-pharmacological treatments for diabetic gastroparesis have been
explored. Intrapyloric botulinum toxin has been shown in randomized, controlled trials
to have little, if any, effect to improve gastric emptying or symptoms [5,32] despite
promising data in earlier, uncontrolled studies. [61,69] Gastric electrical stimulation
(GES) employs the use of electrodes implanted in the smooth muscle layer of the
gastric wall, which are connected to a subcutaneously located pulse generator. Two types
of stimulation have been evaluated in humans, one using low frequency, long duration
pulse sat ,or just above, the frequency of gastrics low wave of 3 pulses per minute, and
the other using high frequency, short duration, pulse sat about four times the slow wave
frequency(12per minute). [78] The latter mode is commercially available as the Enterra
device and bene?ts have been reported in several uncontrolled case series. [2, 68, 71]
However, a recent double-blind trial with GES in diabetic gastroparesis showed initial
improvement in the run-in "on" phase, but no signi?cant difference when the subsequent
phase was randomized to "on" or "off";[67] this indicates the need for further evaluation
before GES can be recommended. Bene?ts of surgical therapy for intractable gastroparesis
remain uncertain as case series have been uncontrol led and involve small numbers [27,
52] Uncontrolled observations have also been made of the bene?t of pancreatic
transplantation on gastric emptying. [33]

Conclusion

DGP is a serious complication of diabetes with major effects on quality of life,
morbidity and mortality. Its incidence is unfortunately also projected to rise with increasing
diabetes rates. Thankfully, it has been recognized as a significant issue, and recent
research has furthered our understanding of its pathophysiology. Furthermore, with
DGP-specific therapeutics in late stage trials, the future is hopeful for patients with this
disease.
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The most significant risk factors for the development of thyrotoxicosis recurrence in
conservative treatment with a high indicator of relative risk and etiological proportion
were: age over 30 years (RR = 6,24; EF = 83,97%), patient compliance (RR = 5,71;
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BEMOLARDA TIREOTOKSIKOZ QAYTALANISHI XAVF

OMILLARI VA ULARNI PROGNOSTIC AHAMIYATI
ANNOTATSIYA
Konservativ davodagi bemorlar tireotoksikozni gaytalanishida muhim ahamiyatga ega
nisbiy xavf ko'rsatgichi baland va etiologik o'rni yuqori bo'lgan xavf omillari bu: 30
yoshdan yuqori (RR = 6,24; EF = 83,97%), bemor komplayentligi (RR = 5,71; EF =
82,49%) va qalgonsimon bez hajmi >30 sm3 (RR = 5.33; EF = 81.24%). Shu qatori, 30
yoshdan yuqgori (AUC - 0.85), bemor komplayentligi (AUC - 0.83) va qalgonsimon bez
hajmi >30 sm3 (AUC - 0.82) yuqori prognostic kuchga ega xavf omillariligi aniglandi.
Kalit so'zlar: tireotoksikoz, Greyvs kasalligi, xavf omillari, konservativ davo, Yoshi,
komplayentligi, qalgonsimon bez hajmi.

Humodap Baxpomxomkaesna YBANJIYJIJIAEBA

I'yasnapa Ubanynnaesna AJINIAAPOBA

®@appyx Paiizyanaesny AIMYPAJIOB

Hayunas naboparopusi TupeounHoi narojioruu, PecnybimkaHCKUM
CIIELIMATTU3UPOBAHHBIN HAYYHO-TIPAKTUYECKUN MEIULIMHCKUI LIEHTP
OHpokpuHojgorny uMeHu akaaemuka fA.X. TypakynoBa, Y306ekcutaH, TalikeHT

DAKTOPbI PUCKA PEITUINBA TUPEOTOKCHUKO3A ¥
INHAIIMEHTOB C BOJIEBHBIO IT'PEMBCA U UX
ITPOTHOCTUYECKOE 3HAYEHUE

AHHOTALIUS
CaMbIMM 3HAYMMBIMU (PaKTOpaMM pUCKa peLAMBa TUPEOTOKCUKO3a MallMEHTOB Ha
KOHCEPBAaTUBHOM JIEYEHUU C BBICOKMM IIOKa3aTeJieM OTHOCUTEJIbHOIO pHUCKa U
STUOJIOTMYECKOI oM ObUIM BhIsIBIeHBI: Bo3pacT crtapire 30 ner (RR = 6,24; EF =
83,97%), komrutaeHTHOCTH IanieHTa (RR = 5,71; EF = 82,49%) 1 00bEM IIMTOBUIHOM
xkene3bl >30 cm3 (RR = 5.33; EF = 81.24%). Takxe 6bUIO 0OHApYKEHO, YTO BO3PACT
crapure 30 jger (AUC - 0.85), komminaeHTHOocTh nauueHTa (AUC - 0.83) 1 00bEM
wtoBuaHOM Xene3bl >30 cm3 (AUC - 0.82) MMEIOT BBICOKYIO MPOTHOCTUYECKYIO
CUITY.
KioueBbie ciaoBa: THUPEOTOKCUKO3, 0oyie3Hb I'peiiBca, KOHCEpBAaTUBHOE JIEUECHUE,
(bakTOpHI pHCKaA, BO3PACT, KOMIUIAEHTHOCTh, OOBbEM IIMTOBUIHOMN XKEJIE3BbI.

hyrotoxicosis - clinical syndrome caused by the negative effect of a persistent excess
of thyroid hormones to the body. Graves' disease (GD), multinodular toxic goiter,
and hyperthyroid phase of chronic autoimmune thyroiditis are the most common causes
of thyrotoxicosis, which is requires differential diagnosis. Graves' disease is systemic
autoimmune disease, which characterized by a persistent production increase of thyroid
gland (TG) hormones, which develops because of the production of thyrotropin receptor
(TSHR) antibodies (TSHR Ab). Clinical manifestations can be limited with manifestations
of tyreotoxicosis syndrome, or combined with extretireoid pathology, with skin and
eye lesions [2; 3; 6; 7].
The prevalence of GD in the general population reaches 2-5% depending on the
region, and the annual incidence is 5-7 people per 100,000 population. GD is more
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common in women than in men (7:1 to 10:1), commonly at the patients of 30 to 50
years old. Persistent thyrotoxicosis syndrome mostly associated with GD in 75-80% of
cases [1].

Despite some progress made for the diagnosis and treatment of GD complications,
there are no clear prognostic criteria to achieve a euthyroid state, implementation of
which in practice would reduce thyrotoxicosis development risk, which encourages
researchers to find ways to predict and prevent it.

The high social importance of GD is due to its occurrence mainly in working-age
people [5; 9; 10]. Due to mass prophylaxis in the iodine deficiency regions, the flow
pattern of the GD has changed. There is an acceleration in the manifestation of GD in
predisposed individuals, significantly decrease of the patient's number with thyrotoxicosis
remission and its duration on the conservative therapy background [9; 10]. The specification
of thyrotoxicosis on the background of Graves' disease is a rapidly growing clinical
picture and mainly, young age of patients. This determines the medical and social
significance of this disease. With the ineffectiveness of drug therapy, or with a relapse of
Graves' disease, indicated radical treatment - surgical or radionuclide.

The relevance of the study is that the significant increase of GD in Uzbekistan,
which has been observed recently, is one of the main reasons for the increase of
disability, and the reduction of duration and quality of life of patients in this category.
Implementation of this grant will contribute to improving the diagnosis of GD using
high-tech methods and pathogenetic integrated treatment of GD, which will lead to
increased life expectancy, reduced disability, and improvement of life quality.

The main aim of the study: is to determine risk factors of GD development recurrence
in women who have received conservative therapy.

Materials and methods. In order to analyze the questionnaire and assess results of the
thyrotoxicosis recurrence risk factors, carried out retrospective and prospective analysis
of clinical and anamnestic indicators of 65 women at reproductive age who received
conservative treatment.

The average age of the studied patients was 32, 8 + 8.4 years. The control group
included 35 practically healthy women aged 33, 5 = 7.6 years. For each woman was
completed a pre-developed questionnaire.

Levels of TSH, FT3, and FT4 and anti-TPO were determined by immune
chemiluminescent assay method at the RSSPMC of Endocrinology of the MoH of the
Republic of Uzbekistan.

The prognostic efficacy (AUC classifier) was determined by the standard formula:
AUC=(Se+Sp)/2; where Se (sensitivity) and Sp (specificity) of factors, respectively.

Statistical analysis of the obtained data: Statistical processing of the results was
carried out by using the Microsoft Excel computer program with usage of variation
statistics methods and usage Student's t-test. Differences between groups were considered
statistically significant at P < 0.05.

Results and discussion. In accordance with the set tasks, on the basis of a complex and
comprehensive prospective and retrospective study of patients with GD, prognostic
factors of the

In order to determine the most diagnostically significant risk factors, an integral
assessment of thyrotoxicosis development risk factors was carried out using a method of
normalizing intensive E.N.Shigan indicators [8] based on the Bayes probabilistic method.

Obtained data analysis showed that the recurrence of thyrotoxicosis range is between
29,55 - 117,45.
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This range was accepted as 100%. After dividing the scale into three equal intervals,
it is as follows: weak (29,55-58,85 - favorable forecast, risk values within 30%); moderate
- (58,85-8,15 - required careful observation, risk values within 30-59%); high - (88,15-
117,45 - not favorable prognosis, probability of thyrotoxicosis recurrence risk from 60%
to 100%).

Further, taking into account the prognostic table data by the value of relative risk
(RR) (Table 1.), we determined the rank of each factor and its etiological fraction
(EF) [4].

Analysis of the obtained data is shown that the most significant risk factors for the
thyrotoxicosis recurrence with high relative risk and etiological proportion were (almost
complete ditionality) age over 30 years (RR = 6,24; EF = 83,97%), patient compliance
(RR =5,71; % EF=82,49) and the volume of thyroid gland (TG) is ?30 cm3 (RR=5,33;
EF=81,24%).

Table 1.

Risk factors distribution by the degree of development of the recurrent thyrotoxicosis
importance and degree of a disease condition in women depending on relative risk,
etiological proportion and corresponding risk factors

Risk factors RR F:,F’ Rank Conditionalit RR EF, %
Z y degree
6,2 | 83,9
Age over 30 A 7 1
Patient compliance 5.7 | 824 2 almost 50< - 81 -100
1 9 complete
TG volume > 30 cm® 5§3 82’2 3
Disease debut > 2 5,0 | 80,1
4
years 3 2
Treatment duration 44 | 77,3 5
> 2 years 2 8
tsH<017mU/L | 52757 ] 6 > - <50 | 67-80
35 | 715 Very high

FT3>5,8 pmol /L i 1’ 7
FT4>23pmol/L | 50 | %50 ] 8
GD heredity SO
Stress 2%9 663’3 10 | high 2 - <32 51-66
anti-TPO 1,9 | 49,7 1
>12 IU/ml 9 5
Labors > 5 1%8 462’5 12 | Average 15’ - <2,0 33-50
Endocrine 1,8 | 45,3 13
ophthalmopathy 3 6

In to the very high disease conditionality category entered: disease debut >2 years
(RR=5,03; % EF=80,12), treatment duration >2 years (RR=4,42; EF = 77,38%), TSH
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level < 0,17 IU / L (RR = 4,22; EF = 76,32%), FT3 level > 5,8 pmol / L (RR = 3,51;
EF = 71,51%), FT4 level > 23 pmol / L (RR = 3,19; EF = 68,65%) and GD heredity
(RR = 3,11; EF=67,85%).

Stress factor (RR = 2,97; EF = 66,33%) has a high degree of conditionality for the
recurrent thyrotoxicosis development.

The average degree gradation of the thyrotoxicosis recurrence development
conditionality was: anti-TPO level > 12 IU/ml (RR=1,99; % EF=49,75), labors > 5
(RR=1,87; EF = 46,52%) and endocrine ophthalmopathy (RR = 1,83; EF=45,36%).

By multi-factor analysis, we assessed the prognostic probability of each factor in the
thyrotoxicosis recurrence development.

Risk factors associated with the development of recurrent thyrotoxicosis and their
prognostic significancePrognostic factorAUC

Risk factors associated with the development of recurrent
thyrotoxicosis and their prognostic significancePrognostic AUC
factor

Age over 30 0,85
Patient compliance 0,83
TG volume > 30 cm? 0,82
Disease debut > 2 years 0,75
Treatment duration > 2 years 0,79
TSH<0,17mIU/L 0,75
FT3> 5,8 pmol /L 0,74
FT4 > 23 pmol /L 0,72
GD heredity 0,72
Stress 0,70
anti-TPO > 12 [U/ml 0,67
Labors > 5 0,64
Endocrine ophthalmopathy 0,62
Total indicator 0,73

In order to evaluate the quality of a prognostic model of the thyrotoxicosis recurrence
was calculated all risk factors parameters of the AUC (Table 2.).

Table 2.

Moreover, the aggregate prognostic value of risk factors is defined as "good" (AUC
value - 0,73).

Then we evaluated the diagnostic efficacy of each factor.

As a result of the analysis, it is established that the age over 30 (AUC - 0,85), patient
compliance ( AUC - 0,83) and TG volume > 30 cm3 ( AUC - 0,82) have excellent
predictive force. To the category "good" predictive importance enters such factors:
treatment duration > 2 years (AUC - 0,79), disease debut > 2 years (AUC - 0,75), TSH
level < 0,17 mIU / L (AUC - 0,75), FT3 level > 5,8 pmol / L (AUC - 0,74), FT4 >
23 pmol / L (AUC - 0,74), GD heredity (AUC - 0,72) and stress (AUC - 0,72).

The main problem of conservative treatment of diffuse toxic goiter is the high
recurrence rate after discontinuation of treatment and the objective difficulties in predicting
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them. In the United States, remission rates after 1-2 years of thionamide therapy range
from 13 to 80%. There is information on the relapses occurrence after treatment with
thyroostatics in 53-54% of patients (period of observation after the end of treatment -
1 year). In five years of observation, 60-67% of cases are reported of thyrotoxicosis
recurrence. The lowest recurrence rates for long-term observation are 35%. According to
some data, one year after reaching euthyroidism by thyroostatics, 40-50% of patients
develop long-term disease remission, which on 30-40% of patients persists for 10 years
or more. Currently, there are three main methods of treatment of diffuse toxic goiter.
This is a conservative treatment, surgery, and treatment with radioactive iodine. Since
none of these methods is not pathogenic, the attitudes towards them endocrinologists in
different countries are not the same. This is largely due to the fact that none of the
treatments doesn't guarantee a potentially ideal outcome - saving euthyroid status.

The main problem of conservative treatment of diffuse toxic goiter is the high
recurrence rate after discontinuation of treatment and the objective difficulties in predicting
them. In the United States, the frequency of remissions after 1-2 years of thionamide
therapy ranges from 13 to 80%. There is evidence of recurrence after treatment with
thyreostatics in 53-54% of patients (observation period after the end of treatment - 1
year). At a five-year follow-up, 60-67% of thyrotoxicosis recurrence cases are reported.
The lowest relapse rates during long-term follow-up are 35%. According to some
reports, a year after the achievement of euthyroidism with thyreostatics, 40-50% of
patients develop a long-term remission of the disease, which in 30-40% of patients
persists for 10 years or more.

Thus, the most statistically significant factors of thyrotoxicosis relapse in women with
GD were determined with conservative treatment. Among the factors associated with
the development of a thyrotoxicosis relapse, the most prognostically significant, having
almost complete, very high and high conditionality, age over 30 years, patient
compliance, thyroid volume > 30 cm3, also disease onset > 2 years, treatment duration
>2 years, TSH level <0.17 mIU / L.
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Introduction. Diabetes mellitus (DM) has a significant impact on the quality of life of
patients and is a severe burden for health care systems of all countries. The serious
medical-and-social impact of the disease on the society is the reason for the need of
control the situation with diabetes. In recent years, the prevalence of diabetes has
become a pandemic, the number of patients with diabetes is growing rapidly mainly due
to type 2 diabetes (DM?2). In 2007, experts from the International Diabetes Federation
(IDF) predicted that by 2025 the number of patients with diabetes would be 380
million people [4] worldwide, but by 2019 the number of patients was already 463
million people [5].

According to IDF estimation, the number of patients with diabetes in Uzbekistan in
2019 was 1,121,700 people [5], but a little more than 230,000 were registered [1].

The main problem in the situation with DM?2 is that people with diabetes may refer
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for the medical care for the first time having severe chronic complications, i.e. late
diagnosis of DM2 is an issue. The situation is the same in the Republic of Karakalpakstan.

Karakalpakstan is placed in the north-west of Uzbekistan, occupies 166,600 km? of
area, and its population is 1,872,033 people. Karakalpakstan consists of 16 administrative
territorial units, the capital is the city of Nukus. Almost half of the population of
Karakalpakstan lives in rural areas (49.8%). 33.5% (628,074) of the population are
children and adolescents, women (63.1%) prevail in number, 41.3% of women are of
childbearing age.

Endocrinological dispensary of the Republic of Karakalpakstan, which is located in
Nukus city, provides professional medical care to the population on diabetes.
Endocrinologists work in each region of Karakalpakstan, and are supervised by the
regional dispensary staff.

Purpose of the research was to assess the state of the problem of diabetes in the
Republic of Karakalpakstan.

Material and methods. The source of information was the conjuncture report of the
endocrine dispensary of the Republic of Karakalpakstan for 2018 and the data of the
dispensary's statistics office.

For statistical data processing, Microsoft Excel 2010 was used.

The results of the study and their discussion. A total of 48 endocrinologists work in
Karakalpakstan, among them 27 are pediatric endocrinologists (56.2%). There are 120
endocrinological beds in Karakalpakstan, 100 of which are in the endocrine dispensary.
In the hospital of the Ellikkala region, there is an endocrinological department with 20
beds. The endocrinological dispensary of the Republic of Karakalpakstan is located in
Nukus, the consultative polyclinic of the dispensary is designed for 100 visits per day.

As of 01.01.2019, there are 10,619 patients with diabetes in Karakalpakstan, which
is 0.84% of the adult population, 617 of them are patients with type 1 diabetes (DM1)
(5.8%), and 10,002 have type 2 diabetes (94.2%) [2,3]. The number of patients with
type 1 diabetes is the following: 145 children, 41 adolescents, and 431 adults.

The problem of underdiagnosis of patients with type 2 diabetes is typical for
Karakalpakstan, as well as for all regions of Uzbekistan. In the Republic of Karakalpakstan,
patients with diabetes account for 4.6% of the total number of registered patients in
Uzbekistan, and Karakalpakstan takes 9th place among the regions in the number of
patients with diabetes [1].

Table 1 shows data on the prevalence of diabetes in the regions of Karakalpakstan.

Table 1.

The number of registered patients with diabetes mellitus in the regions of the Republic
of Karakalpakstan

Region Number  of | Population | % of | Estimated number of patients

patients with | aged 18 or | patients with DM which should be

DM older with DM | registered (5.4% of adult

population) [IDF Atlas, 2019]
Karakalpakstan 10619 1250968 0.84 67552

Nukus city 2532 29641 8.54 -

Turtkul 1148 137374 0.83 7418
Beruniy 888 119288 0.74 6441
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Ellikkala 921 95652 0.96 5165
Amudarja 1515 129298 1.17 6982
Khojeyli 578 79344 0.73 4284
Shumanai 292 39519 0.74 2134
Kanlykul 261 34347 0.76 1854
Kungrad 480 90427 0.53 4883
Muynak 99 26147 0.38 1411
Nukus region 228 29641 0.77 1600
Kegeyli 370 58042 0.64 3134
Chimbai 575 73508 0.78 3969
Karauzyak 190 37732 0.5 2037
Takhtakupir 172 29063 0.59 1569
Takhiyatash 370 47918 0.77 2587

According to IDF estimates, 5.4% of the adult population in Uzbekistan have diabetes,
and extrapolating this figure to Karakalpakstan, the number of registered patients
should be 67,552.

As can be seen from the table above, the estimated prevalence of diabetes in
Karakalpakstan is almost 7 times higher than the one registered. Only in the capital of
Karakalpakstan the "proper" number of patients with diabetes is registered in 2018,
while in the remaining regions diabetes is underdiagnosed.

When analyzing data on the number of patients with diabetes taking into account a
5.4% estimate, the smallest number of patients with diabetes in Karakalpakstan is
observed in the Muynak region - 99 patients, which is 0.38%, while 1411 people should
be registered, i.e. 1312 people does not know about the presence of the disease, or
knowing, they do not refer to the health care organizations in the living area.

The second after Nukus city in the number of patients with diabetes is Amudarya
region with 1.17% of diabetes registered. In Turtkul district, where the largest number
of adults (over 18 years of age) live, the number of patients with diabetes is 0.83%,
which is 10 times less than in the capital of Karakalpakstan, where the population is 4.6
times less than in Turtkul region.

To control the epidemiological situation, it is necessary to identify an "adequate"
number of patients with diabetes annually, according to the recommendations of experts
[5] this number should vary from 0.57 to 2.57%. To assess the situation in Karakalpakstan,
we took the estimation as of 2%.

Table 2 presents data on the identified patients with diabetes in 2018 in Karakalpakstan
by region and the number of patients, which should be registered according to estimates.

Table 2.

The number of patients with diabetes revealed in 2018 (primary incidence)

Region Number of newly | Population aged 18 | 2% of adult population
diagnosed or older (aged 18 or older)
patients with DM
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Karakalpakstan 1645 1250968 25019
Nukus city 322 29641 592
Turtkul 90 137374 2747
Beruniy 132 119288 2385
Ellikkala 243 95652 1913
Amudarja 212 129298 2585
Khojeyli 73 79344 1586
Shumanai 30 39519 790
Kanlykul 74 34347 686
Kungrad 101 90427 1808
Muynak 28 26147 522
Nukus region 42 29641 592
Kegeyli 71 58042 1160
Chimbai 85 73508 1470
Karauzyak 57 37732 754
Takhtakupir 33 29063 581
Takhiyatash 52 47918 958

In 2018, 1,645 people were newly diagnosed in Karakalpakstan (of which 55.4%
were female), mainly for DM2 (95%, of which 55.4% were female), 46 patients were
diagnosed prediabetes (60.8 % of them were female).

As can be seen from the table 2, in 2018 there was an "underdiagnosis” of patients
with diabetes, this may result in late referral of patients with diabetes for the medical
care at the place of residence, having severe complications, so that the time for
secondary prevention of diabetes - prevention of its complications will be missed.

It is known, that the number of cases of DM1 among the population in such regions
as Uzbekistan is 5-10% of cases, and it is 5.8% in Karakalpakstan (table. 3).

Table 3

The prevalence of type 1 diabetes in Karakalpakstan by region and its ratio to type
2 diabetes

Region DM DMI1 DMI % of the
total aged <18 aged 18 or | total number
Total | Children | Adolescents older of DM
Karakalpakstan 617 187 145 42 430 5.8
Nukus city 162 46 36 10 116 6.4
Turtkul 44 10 7 3 34 3.8
Beruniy 51 19 13 6 32 5.7
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Ellikkala 22 2 0 2 20 24
Amudarja 80 26 18 8 54 53
Khojeyli 47 16 14 2 31 8.1
Shumanai 10 3 2 1 7 34
Kanlykul 18 5 3 2 13 6.9
Kungrad 43 21 19 2 22 8.95
Muynak 9 2 2 0 7 9.1
Nukus region 18 4 2 2 14 7.9
Kegeyli 23 6 6 0 17 6.2
Chimbai 36 14 12 2 22 6.3
Karauzyak 9 4 3 1 5 4.7
Takhtakupir 14 6 5 1 8 8.1
Takhiyatash 31 3 3 0 28 8.4

As can be seen from table 3, the largest number of patients with type 1 diabetes is
in Nukus city - 162 patients, the second line takes Amudarya region - 80 patients, the
smallest number of patients with type 1 diabetes is in Karauzyak and Muynak regions,
9 people each. The largest ratio of DM1 to DM2 is noted in Kungrad region - 8.9%, the
smallest one is in Ellikkala region.

Table 4 presents data on the prevalence of complications of diabetes according to data
collected by endocrinologists in the field.

Table 4
Prevalence of some complications of diabetes in the Republic of Karakalpakstan
2016 2017 2018
DM complications
number | % | number | % | number | %
Diabetes nephropathy at the microalbuminuria stage 386 4.6 664 7.1 391 3.7
Diabetes nephropathy at the macroalbuminuria stage | 105 | 1.25 | 298 3.2 243 2.3
Polyneuropathy 1135 | 13.6 | 3278 |352| 2708 |255
Diabetes encaphalopathy 793 9.5 962 103 1022 | 9.6
Diabetes foot syndrome 661 7.9 619 6.6 420 3.9
incl. neuropatic form 252 | 38.1 156 252 111 |264
incl. neuroischemic form 63 9.5 43 6.9 44 10.5
Diabetes osteoarthropathy 58 0.75 55 0.4 34 0.4
Total with ulcers 135 0.7 183 0.6 72 0.3
Exarticulation, total 42 1.6 92 1.9 92 0.7
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of them fingers exarticulation 22 523 66 71.7 73 79.3
of them foot exarticulation 20 47.6 26 28.2 19 20.6
Amputation, total 111 0.2 90 0.3 67 0.2
of them fingers amputation 53 47.7 52 57.8 40 59.7
of them foot amputation 22 19.8 8 8.9 6 8.9
of them shin amputation 15 13.5 17 18.9 7 10.4
of them femur amputation 21 18.9 13 14.4 14 20.9

As can be seen from the table, the number of registrations of the majority of
complications increased in 2017, in contrast to 2016, but decreased in 2018.

The problem of assessing the prevalence of diabetes and its complications is that we
are not always sure of the numbers, since a patient living in a region is not always
registered for diabetes. Also, not all patients regularly visit the endocrinologist at the
place of residence.

Thus, the analysis of the situation on diabetes in Karakalpakstan showed that, as
throughout the Republic of Uzbekistan, there is a late diagnosis of DM2, i.e. not all
patients are registered. In this regard, it is recommended to develop modern, adequate
mechanisms for regular screening of the population for DM2 on an ongoing basis in
Karakalpakstan, in order to timely register all persons with the disease. It is also
necessary to pay attention to secondary preven tion, i.e. prevention of complications in
patients with diabetes, in order to prevent and delay their severe stages.
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ANNOTATSIYA
Magolada prolaktinomani olib borish va unda yuzaga keladigan muaommolar borasidagi
dunyo buyichama'lumotlari keltirilgan. Ma'lumki prolaktinomalar gipofiz adenomalari
ichida eng keng targalgani bo'lib, kurishning buzilishi, dismenoreya va xatto bepushtlik
xolatlaridek asoratlarga sabab bulishi mumkin. Ushbu maqgolada populyatsiyaning turli
guruxlarida prolaktinomani olib borish muammolari yoritiladi.
Kalit so'zlar: gipofiz adenomasi prolaktin, MRT.
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ANNOTATSION
The article presents world data on the management of prolactinomas and the problems
that arise in doing so. It is known that prolactinomas are the most common among
pituitary adenomas and can lead to various conditions from dysmenorrhea to infertility
and visual impairment. This article highlights the problems of prolactin management in
different population groups.
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KJmHI/IquKI/I 3HAYMMBbIE aIcCHOMBI TUITour3a MPUCYTCTBYIOT MpuMepHO y 1 Ha 1000
HaCeJICHUS B LIEJIOM, U MPOJAKTUHOMBI SIBJISIIOTCS HarboJiee pacnpoCTpaHEHHbBIM
KJIMHAYECKUM MOATUIIOM aaeHoM rurodusa. OObIYHO IPOJAKTMHOMBI ITOPaXKaloT
>KEHIIMH B IIPEMEHOMNAay3e U COMPOBOXIAIOTCI TUITMYHBIMYA CUMIITOMAaMU HapyIIEHUS
MEHCTpYaJIbHOIO LKA U / uiu rajgaktopeu. [larmeHram oObIYHO Ha3HAYAIOT arOHUCTHI
nodaMuHa JUISI BOCCTAHOBIECHUSI (PepTUIBHOCTU W KOHTPOJISI CUMIOTOMOB M pa3Mmepa
oryxojiu. OQHAaKO B HEKOTOPBIX CAyYasX JICYEHUE MPOJAKTMHOM OCTAETCS CJIOXKHOM
3agaveit. MccneqoBaHus MOCIETHUX JIET TTO3BOJIMIIM BBISIBUTH (DAKTOPHI, CBSI3aHHBIE C
YCTOMYMBOCTBIO K AarOHUCTY IOIaMWHA, TaKME KaK MYXCKON MOJ, TeHETUYECKUE
OCOOEHHOCTH M arpecCMBHOE€ ITOBEAEeHME omyxoau. HeKoTopwlie npyrue TrpyIibl
MALMEHTOB MPEACTABIISIIOT OCOOBIE TTPOOJIEMBI 11 BEACHUS, TAKHWE KaK IeAUaTPUIECKUE
MALMEHTHI (I€T) U OEpEMEHHbBIC XEHIUWHBI. JIeueHre aroHuctaMu 1opaMruHa OOBIMHO
SIBJISIETCSI O€30IMacHbIM U 3(P@EKTUBHBIM, B OTAEJBHBIX CIy4assX MOTYT BO3HUKHYTb
no6oyHble 2(PEOEKTH, TaKMe KAaK KIMHUYECKM 3HAUYMMBbIC CEpAECYHbIE KJIallaHHBIC
OCJIOXKHEHUS M HapYLIEHUS KOHTPOJIS MMITYJibCa. PSI BaXXHBIX XapaKTEpUCTUK
MPOJIAKTMHOM, TaKMX KaK pa3HUIA PaclpOCTPAaHEHHOCTH B 3aBUCUMOCTH OT MoJja, 10
M MOCJIe€ MeHOMay3bl, 00Jiee BHICOKASI PaCIPOCTPAHEHHOCTh MAKPOAAECHOM Y MOXWIIBIX
MYXYUH U OMOXMMMYECKHME MEXaHU3Mbl YCTOMYMBOCTU K AO(QaMUHEPTrUYECKUM
arOHUCTaM, €IIEe IPEICTOUT BBISICHUTb.
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Beenenue. ['unepnpoiaakTMHEMUS SIBISIETCS OMHUM M3 HanboJiee pacipoCcTpaHEHHBIX
SHIAOKPUHHBIX PACCTPONCTB B KIMHUYECKON IPAKTUKE M OOBIYHO COIPOBOXIACTCS
NpU3HAKaMW W CHUMIITOMaMM, KOTOpPbIE€ BKJIIOYAIOT MOTEPIO JUOWUIO, HAPYLICHUE
MEHCTpYaJIbHOTO 1MKJIa / pepTiibHOCTU WK rajakTopero [1]. Kpome Toro, mocieaHue
JMAaHHbIE CBUIETEILCTBYIOT O TOM, YTO PACIPOCTPAHEHHOCTb TMIIEPIIPOJAKTUHEMUN B
nonyJisitu pacrtet [2]. PaznuuHbie (paKTOpbl MOTYT MPUBOAUTD K U30BITKY MPOJAKTUHA
(komrmpeccus runodusa, no6oyHbIe 3PPEKThI JIEKApCTB, 3CTPOreH U T. 1.), HO aICHOMBbI
runogusa IMPeacTaBIISIOT CO00K Hanbojaee KIMHUYECKA BaXXHbIM nuarHo3. ITomMmumo
OOIIMX CUMIITOMOB TMIEPHPOJAKTUHEMUU, IMPOJAKTUHOMBI TaKX€ MOTYT OBITh
OTBETCTBEHHBI 32 MEXAaHWYECKOE CXKATHE JIOKAJbHBIX CTPYKTYp, MPUBOIMAIIEE K
HapylLIEeHUIO T10JI 3peHus (puc.l,2).

Puc. 1. T2-B3Be1IEeCHHOE MAarHUTHO-PE30HAHCHOE M300paKeHUE TOJIOBHOIO MO3ra C
OO0JIBIION MHBAa3MBHOM MaKpPOIIPOJAKTUHOMOM CO 3HAYUTEIbHBIM CYIPACEISIPHBIM U
BKCTPACEJUISIPHBIM POCTOM.

Puc. 2. MPT-cHUMOK afieHOMBI TUNIO(gU3a ¢ Cylpa- U IKCTPaCEISIPHBIM POCTOM
DNUAEMHUOJIOTUYECKME UCCIEA0BAHUS aIcHOM rumoguia MoKasajiu ropasao oosee
BBICOKYIO paCIIPOCTPAHEHHOCTh, YEM CUMTAJIOCh paHee, IIPU 3TOM MPOJaKTUHOMBI ObLIU
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HanOoJIee YacThIM MOATUITOM OITYXOJIM, O KOTOPOM coob1aioch [3-6]. CiemoBaTebHO,
MPOJAKTUHOMBI PETYJISIPHO BCTPEUAIOTCSl B KIIMHUYECKUX CydasiX. ATOHUCTBI JohaMuHa
SIBJISTIOTCSI TIPEATIOYTUTEIbHBIM METOAOM JICUeHMST MpoJlakTMHOM. KabeprojinH 1mmpoko
JNOCTYNEH U TTO3BOJISIET KOHTPOJIMPOBATh YPOBEHD MPOJAaKTUHA U YMEHBIIIEHNE MaCChl
OITyXOJIX B OOJIBILIMHCTBE cay4yaeB. BeaeacTBue 3Toro Xupypruueckoe BMeIaTeIbCTBO U
JlydeBasi Teparusi peaKo UCIOJb3YIOTCS MPU JICUSHUU TTPOJAKTUHOM, 3a UCKIIOUEHUEM
peIKUX arpeCCUBHBIX CIyyaeB WM KOrja MeaIUuKaMeHTO3Hasl Tepamnus HeaddekTuBHa
WIY MIPOTUBOMNOKAa3aHa. B 3ToM 0030pe MBI IipeaocTaBiisieM 0OHOBIEHHYIO MH(POpMAaLIMIO
0 KJIMHWYECKOI KapTUHE 1 3MUIEMUOJIOTUY MPOJAKTUHOM, a TAKXKe OCBETUM HEKOTOphIE
CYILIECTBYIOLLIME MPOOJEeMBbI, CBSI3aHHbIE C MX TPEACTABICHUEM U JICUCHUEM.

Onuaemuonorusd. B 1994 r. B sanuaeMuoI0ri4ecKoM HCCJIEeAOBAHUU, IIO
pagroI0rMYecKoit oligHKe, 3a001eBaHM i TuIo¢K3a y 3M0POBbIX JII0Iei Obla BhISIBIEHA
pacrpocTpaHeHHOCTh ageHoM rurtodusa - 10% [7]. Hecars net cnycta Ezzat et al. [8]
MpoBeJIM YIiayOJeHHbII MeTa-aHaJIu3 PaclpoCTPAaHEHHOCTH 3TUX OMyXoJjiei. DTOT
MeTaaHaJIM3 TT0Ka3ajl pacIpoCTPaHEHHOCTh 22,5% B paayoorM4ecKX UCCIIeJOBaHUSIX
u 14,4% B cepun BCKpBITHUS (001Mast pacIpoCcTpaHEeHHOCTh: 16,7%); MpOIaKTUHOMBI
ObLTM HamboJIee pacIpoCcTpaHeHHBIM IoATUIIOM (25-41%) [8]. DTO 0OHapyXeHMe ObUIO
MOATBEPXKAEHO Ha IMOCJEIYIOIIeM BCKPBITUM IAllMEHTOB 0e3 AuarHosa aJeHOMbI
runopusa, KOTOPbIM OOHApyXMJ, UYTO TPOJAKTUH-MOJOXUTEIbHOE
MMMYHOTHCTOXMMHWYECKOE OKpalllMBaHue Habmomanochk v 39,5% ageHoMm rumnodusa
[9]. B aTOoM psinmy nomaBisioniee 0OJbIIMHCTBO OIyXOJIel ObLJIM MUKpoaaeHOMaMu. o
2006 roga ObII0 MaJIO JTAHHBIX O PACIIPOCTPAHEHHOCTH afeHOM THITo(p13a B KITMHUYECKUX
ycaoBusix. [lepBoe ucciaenoBaHue 0 paclpoCTPAaHEHHOCTU KIMHUUYECKH 3HAUUMBIX aIcHOM
rurntousa ObUTO TIpoBeneHO B paiioHe JIbexka B beabrum B 2006 rony [3]. bl naydeHb
TPU PA3JIMYHBIX pailoHa (CEJIbCKUM, MPUTOPOAHBIA W TOPOACKOI) C HACEJICHUEM B
ob1eit cmoxxHoctu 71 972 yenoBeka, v ObL1a 3aperucTpUpoOBaHa pacpOCTPAaHEHHOCTh
ageHoMbl rnrodu3a B 1 ciydae Ha 1064 nHacenenmst. M3 stux ciaydaeB 66,2% ObuIn
MPOJAKTUHOMAMU, 13 KOTOPBIX 80% ObIIM MUKPOIPOIAKTUHOMAMU (IaMETPOM MeHee
10 MM), BCTpeYaAOLIMMUCS Y XEHIUMH. DTU Pe3yJbTaTbl ObLIM MOATBEPXKICHBI B
pas3IuYHbIX reorpaguyeckux yciaoBusax B maiabHeinem. B 2009 roay B IlIBeitapuu
®onrana u Tlailigp [5] obHapyxunam 44 ameHombl u3 54 607 xureneit
(pacripoctpaHeHHOCTb 1/1241), 13 kotopbix 73% ObuM xkeHIIMHBL. Elile pa3 nmpeobnaganm
nposiakTiHOMEI (56% anenom). Bniocnencreum B CoenHenHoM KoponesctBe Fernandez
et al. [4] obOHapyxuau 63 ciydyass ageHOMBI Turodusa B monyadunu 81 149
(pacnpocTtpaneHHOCTh 1/1289), 3 KoTophix 57% OBLIM NpPOTAaKTUHOMAMMU.
[TponakTMHOMBI OBLIM HanboJIee YacThIM MMOATUIIOM Y JIIoeil B Bo3pacTe A0 60 Jet, B
TO BpeMsI KaK HeaKTUBHBIE aJlcHOMbBI ObUTH Yallle Y JIofeii B Bo3pacte > 60 ieT. dpyrue
naHHble 13 Ounnsgaauy [10] 1 ManbTsl [6] HALLIM aHAJIOTUYHBIC PE3YIbTaThl U TAKUE
Xe Tponiopiyu npojaaktuHoM (Tao6m. 1).

Tabmuna 1.

DNUAEMHUOJIOTUYECKHE UCCIEIOBAaHUSI O PaCIPOCTPAHEHHOCTU aJeHOM rumnodusa

Country Population, | PA, | Prevalence | Prolactinoma | Reference
n n
Daly et al. | Belgium 71,972 68 1/1,064 66,2% 3
(20006)

166 1-kucm | Maxcyc coH



Buomenuuuna Ba amanuér xypuanu / XKypuaa omomenmuunnt u npaktuku / Journal of biomedicine and practice RNYRIY

Fontana et al. | Switzerland 54,607 44 1/1,241 56% 5

(2009)

Fernandez et | UK 81,149 63 1/1,289 57% 4

al. (2010)

Raappana et | Finland 722,000 — 355 1/1,471 51% 10
al. (2010) 733,000

Gruppetta et | Malta 417,602 316 1/1,321 47% 6

al. (2013)

Agustsson et | Iceland 321,857 471 1/865 40% 12
al. (2015)

Fainstein Day | Argentina 150,000 101 1/1,030 57,5% 13
et al. (2016)

B IlIBemuu pacrpocTpaHeHHOCTh ObUTa olieHeHa B 1/2688 xwuteneii [11]. XoTs 310
MOATBEPAWIIO YBEIMYEHHE YacTOThl Al B 001Iei MOMyIsiluM, 3T PE3YIbTaTbl ObLIU
HUXe, 4yeM B Ipyrux otdetax. OHM TakxXe OOHapyxXuiau Oojiee HU3KYIO OOJIIO
MpoaakTUHOM (32%) 1 OOJBIIIYIO TOJI0 HEAKTUBHBIX afeHOM Turodusa (54%). Drot
aucOagaHC MOXET OBbITh CJEACTBUMEM KPUTEPUEB, MCIIOJb3YEMBbIX JISI paCCMOTPEHUS
MPOJIAKTMHOM (YpOBEHb MpoJIaKTUHA> B 3 pa3a IMpeBbIlIaeT BEPXHUN Mpeae HOPMBbI).
Bosee HU3Kas pacnpocTpaHEHHOCTh MOXET OBbITh TAKXKE CBSI3aHA C OTCYTCTBUEM JaHHBIX
OT Bpauyeil oOlIel MpakKTUKU, TaK KaK 3TO MCCAeA0BaHME ObLIO cIAedaHO Ha OCHOBE
peectpa. KpoMe Toro, oHu cooOmmim o 0oJjiee BBICOKOW paclpOCTPaHEHHOCTHU
MakpoaaeHoM (65%) mo cpaBHeHUIO ¢ MuUKpoareHomMamu (33%). Hamporus,
pacnpoCTpaHEHHOCTb aJaeHOMbI rumnogusza B Mciaanaum B 2012 romy ObLia caMoit
BBICOKOIi, HO Bce ke otMmeuanach (1/865), nmpuuem 40% Obutn npojaktuHoMamu [12].
B HekOTOphIX nccaen0BaHUSIX COOOIIATOCH O YACTOTE BOSHMKHOBEHMS aIeHOM TUnodu3a
[6, 10, 12]. BonbIIMHCTBO COOOIIAIOT 00 YBEIWYEHUU 3a00JIEBAEMOCTH C TeUEHHEM
BpeMEeHH, YTO, BO3MOXHO, YKa3bIBaeT Ha YJIydllleHHWEe JOCTyNa K JMAarHOCTUYECKUM
nHCTpyMeHTaM (takuM Kak MPT runoranamo-runodusapHoil 001acTU WU
rOpMOHAaJIbHBIE aHAJIM3bl) U yJIydllleHUe pacro3HaBaHUs 3a00JeBaHUA.

CraHmapTu3upoBaHHbIE Moka3aTeau 3adoseBaemoctu (CI13) nnst aneHoM runogusa
Bapbupytotrcs oT 4 no 7,39 (Tabn. 1).

I'ennepHble paznmuuus

B perpocneKTMBHOM MCCAe€OOBaHMM, TAE M3ydaJUCh Npuobau3utesbHo 2230
MalMEHTOB, TIEPEeHECIIMX OIepalio Mo MOBOAY afeHOMbI runodusa, MuHaepMaHH U
Yuncon [14] coolOumau, 4TO MPOJAKTUHOMBI ObUIM HaMOOJee 4acThIM MOATUIIOM
onyxonu (39%). OHM BBIOEIMJINA BaXHOE pa3juuyude B pPacIpOCTPAHEHHOCTH
MPOJAKTUHOMBI IO MOJYy 1M Bo3pacTy. OHU COOOILIMIN, YTO COOTHOILIEHUE XKEHIIUH K
MY>XUYMHaM TIpM TpojlakThHoMmax coctapiseT 10: 1 B Bo3pacte ot 18 jer mo 50 iner,
TOrAa Kak IOCJe 3TOro Bo3pacrta cootHomeHue coctapisier 1: 1 [15]. B 2009 rony Kars
et al. [16] cocpenmoTounan cBoe BHUMaHMWE Ha IMallMeHTax C TUIIEPIPOJIaKTUHEMUEH,
MOJIyYaBLIMX arOHUCTHI fogamMuHa. OHU COOOLIMIN O 3HAYUTEJILHO 00J€€ BHICOKOM
YpPOBHE 3a00JI€BA€MOCTU CpeAy XEHIUMH B Bo3pacTe 25-34 JeT 1o CpaBHEHMIO C
MYXUMHaMU, XOTsI MIOCJe MEHOIay3bl 3Ta pa3HMla Kcyesna. HampoTuB, y My>KUMH He

1-Kkucm | Maxcyc coHn 167



Buomenuuuna Ba amanmér xypuaau / XKypuaa omomenuuuuni u npaktuku / Journal of biomedicine and practice BENYRIY]

OBbLJIO OOHAPYXXEHO OMpPEeAe/IEHHOIO IMMKa 3a00JIEBAEMOCTU. AHAJIOTMUYHBIM 00pa3oM,
oueHka CI13 B Mcmanaum oOHapyXuia TaKoe XKe pacXOoXICHWE MEXIY MoJaMu, IpuIeM
MeIMaHHBIN MUK 3a00JIeBA€MOCTH ObLT 3HAYUTEIBHO MOJIOXKE Y SKEHIIMH, YeM Y MY>KUUH
(32 u 47 ner cooTBeTCTBEHHO) [12].

Jlo HaAcCTOSIIIEro BpPEeMEHHU BTO pa3inuve MeXAy IMojaMyd He ObLIO MOJHOCTHIO
00BSICHEHO, XOTSI HEKOTOPBIE (haKTOPbl ObLIN TTpeaaoXeHbl. OTHUM U3 TaKUX (paKTOPOB
SIBJISIETCS DKCIpPECCHUs pelenTtopoB acTporeHa (ODPD) B mpoirakTMHOMaX.
MMMyHOLMTOXMMMYECKOE MCCeI0BaHue, NMPOBeIeHHOe Ha 42 ageHoMmax runodusa,
BBISIBWIO 00J1€€ BBICOKYIO PACIIPOCTPAaHEHHOCTh D PD B Mpo1aKTMHOMAX MO CPAaBHEHUIO
¢ apyrumu noatunamu [17]; DPD Takke CHIBHO 3KCIPECCUPYIOTCS B HOPMAJIbHBIX U
aJICHOMATO3HBIX KJI€TKaX JJAKTOTPOMHBIX TUITO(MU30B [18]. OmHAKO B peTPOCIIEKTUBHOM
HCCIeA0BaHUM HE YIaJIOCh BBISIBUTH B3aMMOCBSI3b MEXIY UCIIOJb30BaHUEM OpaJibHOM
KOHTpALIENIIXX Ha OCHOBE 3CTPOreHa 1 00J1e€ BLICOKOI YaCTOTOM MPOJIaKTUHOMBI [19].
I[IpocriekTMBHOE McciaegoBaHue y 16 KeHIIMH ¢ TUHepHnpoJdakKTUHeMuein (8
UIMOMATUYECKUX, 8 ¢ TTPOJAKTUHOMOIR), MOJYyYaIOIIMX OpaibHble KOHTPALICTITUBHI, HE
BBISIBUJIO KaKMX-JIMOO CYILIECTBEHHBIX M3MEHEHUI B YPOBHSX IMpPOJaKTUHA WU
PEHTIeHOJOTMYECKUX OCOOEHHOCTSIX MPEAIIECTBYIOIIMX aAeHOM TuIodus3a BO BpeMs
acTporeHHoi tepanuu [20].

[TponakTHHOMBI y OCOOBIX TPYMIT TMTOMYJISILIVMN.

[lequaTpryeckue malyeHThl (IETH)

AnleHOMBI TUITO(U3a COCTaBISIOT 2% CYIpaTeHTOPUAIBHBIX OITyXOJIeil y neTeid, a
MPOJIJAKTUHOMBI SIBJISIIOTCS HauOoJiee 4acThiM TOATUIIOM aA€HOMBbI, XOTsS OHU
BcTpeuarorcst Toabko ¢ yactoroit <0,1 /1 000 000 Hacenenus [19]. JJeBouku cTpagamoT
yaiie, 4YeM MaJIbuMKM, MpUYeM Y TOCJIEeIHUX, KaK MpaBujo, O0Jbllle MaKpoaaeHOM
[16]. KnuHnyecKast KapTMHA TaKKe BapbUPYETCs B 3aBUCMMOCTH OT Bo3pacTa U 1osa. B
npenyoepTaTHOM Mepuoae HauboJiee YaCTBIMM MTPU3HAKAMU SIBJISIIOTCS TOJIOBHAST 00JIb,
HapylleHHe pocTa U AedeKThl MoJsl 3peHUsl, B TO BpeMsl KaK BO BpeMsl MOJOBOIO
co3peBaHus 00Jiee XapaKTepHbI FaIaKTOpes, TUTIOTOHAAU3M WK ITyoepTaTHasi OCTaHOBKA
[17]. Canenas u ap. [20] cooOumam o 00JblIoM (PpaHIly3CKOM Ipynne u3 77 AeTeun u
MOJAPOCTKOB ¢ MaKpOIMpPOJaKTUHOMAMU U OOHApYKWJIM B ABa pas3a 0oJjbllie JAeBOYEK,
yeM MaJIbiMKOB. Bo Bceli momnysiym, He3aBUCUMO OT 110J1a, OCHOBHBIMU MTPOSIBJICHUSIMU
/ cUMIOTOMaMu ObLIM 3aAepXXKa / pacCTpONCTBO MyOepTaTHOIO IMepuoaa, 3pUTeabHbIE
npobysieMbl M TpodjieMbl pocta. Kak m B Apyrux momyJsiiusix, pasMep ONMyXoau W
ceKpelys MpoJakKTUHA ObLIM BBIIIE Y MaJIbUMKOB, YeM Yy JEBOYEK.

bepemenHocTh. Bo Bpemsi 6epeMeHHOCTHM (U3MOJIOTUYECKAsT TUIMepIia3us
JIAaKTOTPO(HBIX KJIETOK MPUBOIUT K TUIEPTpodUu runodursa 1 MOBBILIEHUIO YPOBHS
npogaktuHa o 10 pa3. Kpome Toro, 6epeMeHHOCTb SBJISIETCSI Ba>KHBbIM
TUMEPICTPOrEHHBIM COCTOSIHMEM, KOTOPOE TakKKe MOXKET BJIMSITh Ha pa3BUTUE paHee
CYLIECTBOBABIIMX MNpojdakTUHOM. OJHAKO PUCK Pa3BUTHUSI OMYXOJU BO BpeMs
OepeMEHHOCTH HM30K IpU MUKpomnponakTuHoMmax (2,7%) u paHee oOpabOTaHHBIX
MakpoIrpojakTuHoMax (4,8%); omHAKO OITYXOJIEBBIM POCT 3HAYMUTEIBHO 4Yallle
BCTpevaeTcs IPpU HeJICUeHHBIX MaKpoIpojakThuHoMax (22,9%) [20]. Dtu pe3ynbTaThl
MpeanojaraloT CylIeCTBOBAaHME Pa3JIMYHBIX MEXaHW3MOB Pa3BUTHUSI OMYXOJU Cpeau
MPOJaKTUHOM, M TPYAHO Mpelackas3aTb, KaKhe OMNyXOoJU OyAyT pacTd BO BpeMs
o0epeMeHHOCTU. PekoMeHayeTcsl MHTEeHCU(ULIMPOBAaTh KIMHUUYECKOe HaOJIoIeHUE 3a
MaKpoaJeHOMaMu BO BpeMsi O€peMEeHHOCTH, HauMHas C OLEHKHU TMOJsI 3PEHUs C
nocyenywoleii HeycuiaeHHoit MPT y XeHIUMH, MCIBITHIBAIOIINUX CUJIbHBIE TOJIOBHBIE
6onu [15]. B caydae pocta ormyxoiu OpOMOKPUIITUH CIeIyeT pacCMaTpUBaTh B KaUeCTBE
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Tepanyuy NEepBOM JMHUHU, MOCKOJBKY OH MMEET caMylo OOJIbLIYIO AOCTYITHYIO 0aszy
JAaHHBIX MO OE30MTACHOCTU M COOTBETCTBYET PEKOMEHAALIMSIM DHIOKPUHHOTO O0IIEeCTBA
[16]. XoTa HemaBHUE HCCIeIOBaHUS ITOKAa3bIBAIOT, YTO KaOeproJaWH HE MMeeT
COOTBETCTBYIOLLIMX MOOOYHBIX 3(p(PEKTOB B T€UEHMUE IIEPBBLIX HeAedb OEpEeMEHHOCTH,
MpH BbIOOPE JIEKapCTBa CleAyeT cooaoaaTh ocTopoxXHOCTh [20]. Haobopot, mpuMeHeHue
XMHAroauaa IMpoTtuBonoka3aHo. [IpumeHeHMe XmHaroiauma OBIIO OlLieHeHO B 176
oepeMeHHOCTSX; 24 (14%) 3aKOHYMIMCH CAMOIIPOM3BOJIBLHBIM a0OpPTOM, AEBSTH -
MOPOKaMHU Pa3BUTUS IUIOAA, @ ONWH - MPEXICBPEMEHHBIMU poaaMu [22]. YuuTbiBas
BO3MOXHOCTb POCTa ONYXOJIM BO BpeMs OepeMeHHoCTU [19], xupypruueckoe
BMEILIATEIBCTBO PACCMATPUBATIOCH KaK aJbTEPHATMBA MAKPOIIPOJIAKTUHOMAM Y XKEHIIWH,
IUTAaHUPYIOLIMX OepeMeHHOCTh. OMHAKO YCIIeX Onepalvy 3aBUCUT OT pa3MEePOB U UHBA3UU
OIyXOJM UM OIIbITa HEHPOXUPYpPTUHU, MOITOMY pellIeHUsI O BbhIOOpe omnepanuu WIn
WCITOJIb30BaHMM OpOMOKPUITTUHA JOJDKHBI IIPUHUMATBCS B KAXKIOM KOHKPETHOM CJTyJae.

[TpoGaembl B IedeHUN MPOJAKTUHOMBI. Y CTOMYMBOCTh K arOHUCTaM 1o aMuHa

ATOHMCTHI gopaMuHa SIBJISIIOTCS Teparueil MepBoi JUHUM MpU MpOJaKTUHOMAX,
MOCKOJbKY OHM 3(P(GEeKTUBHBI MPU KOHTPOJE KIMHUYECKUX CUMITOMOB, YPOBHEM
MPOJAKTUHA U 00beMa OMYXOJI1, M OHU XOpOoIlIo nepeHocarcs [23]. KabepronauH sBisieTcst
MNpPeANOYTUTEIbHBIM METOAOM JiedeHus OoJjiee 15 JieT BO MHOTMX CTpaHaX, IMOCKOJIbKY
OH TIO3BOJISIET HOPMAJIM30BaTh MPOJaKTUH Y 90% malmeHToB ¢ MUKpOaIeHOMaMU U Y
80% c makpoageHOMaMHU MpPU cpeaHell exxeHenenbHoi no3e ~ 1,0 mr [18]. JlaHHBIE O
paCIpPOCTPAaHEHHOCTU YCTOMUYMBOCTU K JIEYEHMUIO KaOEePrOJMHOM CKYIHBI, IIOCKOJBKY
OTCYTCTBYET TBEPAbIM KOHCEHCYC B OTHOILLIECHUU OMPEACTICHUS TAKOW YCTOMYUBOCTHU.
PaccmarpuBas o3y kabepronvHa B 2 MT B HEACTIO (BEPXHsISI IOMEUEHHAs KIIMHAYECKast
J103a) B KAYECTBE MOPOrOBOrO 3HAYCHMSI TSI OIIPEAETICHUS PE3UCTEHTHOCTU, Mbl COOpan
rpyniy u3 92 nmanueHToB 13 12 paznuuHbix rpynm [20]. Bce monyyanu kaGeproiavH B
TeYeHHe He MeHee 6 MecslieB B J03€, IPEBHIIIAIONICH YCTAHOBICHHYIO, WM BHIIIE,
6e3 HopMaJiM3allMM YpPOBHS IIpoJdakThuHa. MCIonabp3ysd 3TO ompeAcsieHUE,
pacIpoCTPaHEHHOCTb PE3UCTEHTHOCTH K KabeprojanHy coctaBwia 3,4% cpeay TpyIil.
BOMBIIMHCTBO M3 3TUX PE3UCTEHTHBIX MPOJAKTUHOM ObLIM MaKpOIpoJdaKTUHOMaMu
v turanTckuMu (> 40 mm) aneHomamu (82,6%), a reHeTMUeCKE WM HACIeACTBEHHbBIE
MpU3HaKu ObUIM 0OHApykeHbI Y 13%. Cpeny TUIIOB arOHMCTOB AONIaMUHA KaOepronH
CTaJl BBIOOpPOM JieueHHUsI. B ogHOM O0sblIOM 0030pe YCTOMYMBOCTM K arOHUCTaM
nodpamuHa Molitch [10] coobwmun o 6oJjiee HU3KOW CTENEHU YCTOMYMBOCTU K
KabeproivHy 1o cpaBHeHUO ¢ OpoMokpuntruHoM. Cpeau 1022 malmMeHTOB, MOJTy4YaBIINX
OpOMOKpUNITUH, 76% OOCTUIIM HOPMAJBbHOTO YPOBHS IPOJaKTWHA, TOTAa KakK 3Ta
1IeJTb ObUTa TOoCTUTHYTA B 86% ciydaeB cpenn 612 manreHToB, MOJyYaBIINX KaOeproJanH
[21]. BpL1O0 OTMEUYEHO, YTO OTBEThI HA arOHUCTHI JOPaMUHA MEHSIOTCSI CO BPEMEHEM,
MOCKOJIBKY XOPOIIIO U3BECTHO, UTO HEKOTOPHIE€ MALIMEHTHI OCJIE MHOTHMX JIET YCIEUTHOTO
JICYEHUsS] MOTYT BPEMEHHO WM ITOJHOCTbIO OTKAa3aTbCsl OT TEpAallMM arOHUCTaMU
nopamuHa [22]. Helipoxupyprus siBjisieTCsl BaXXHbIM BapMaHTOM JICYEHUS Y TTalIMEHTOB
C YCTOMYMBOCTBIO K aroHMCTy nodaMMHa, KOTOpas COXpaHSETCS HECMOTpS Ha
MOBbILIEHUE A03bl. JI0 IIMPOKOro MpUMEHEHUS MEePBUYHON Tepanuy aroHUCTaMu
nopaMuMHA XUPYPru4yeckKoe JedyeHHe ObIJIO OCHOBHBIM JIEYEHHEM MHUKPO- M
MakpornpoaakTuHoM [23]. [lepBuuHbIi aroHUCT JodaMUHA U XUPYPIrUUECKOE JIeUeHMe
MPOJIAKTUHOMBI CBSI3aHbI C XOPOILIMMU MOKa3aTeassMu 3((HEKTUBHOCTU U 0€30ITaCHOCTHU
[22]. HaGatoneHue 3a Xupypruyecku yaaJeHHBIMUA MPOJAaKTMHOMAaMM ITOKa3aao, 4To
HavaJIbHBI YPOBEHb ITOCIEOIEPALIMOHHOIO KOHTPOJISI MoxXeT mocturath 60-63%, HO
PUCK PELUMIAUBUPYIOLIEH TUNEPIPOJaKTUHEMUN MOXET UMEThb MECTO B OJHOI TpeTu
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ciyyaen [20].
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AHHOTAIIUA
B craThe nmpeacTaBiieHbl MUPOBbIE JaHHBIE MO0 JUATHOCTUKE U JICUYEHUIO MAllMEHTOB
C KJIMHUYECKM HEaKTUBHOM ajeHoMoi runodusa. M3BeCTHO, UYTO HeaKTUMBHAasI aiecHOMa
rurnogusa SBISIOTCS Hauboyiee pacnpoCTPAaHEHHOM OMyXxoJyiblo Tunodusa mocie
MPOJAKTUHOMBI M MOXKET MPUBOAUTH K Pa3IUUHbIM COCTOSIHUSIM OT JUCMEHOpPEU 0
Oecruionusi ¥ HapylleHus 3peHusl. JlaHHast cTaTbsl OCBellaeT MpoOJeMbl IMarHOCTUKU
U JIeYeHUs] HEaKTUBHOM ageHOMbl TMImodusa ¢ pa3iIudyHbBIMU KIMHUYECKUMU
COCTOSTHUSIMU.
KnwouyeBblie cloBa: KIMHMYECKM HEaKTHBHas ajaeHoMma Tunodusa;
TpaHcceHOUAIbHAS XUPYPIUsl; JydeBasl Teparus; KabeproiuH
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KLINIK NOFAOL GIPOFIZ ADENOMASI BO'LGAN
BEMORLARNI TASHXISLASH VA DAVOLASH TAHLILI

ANNOTATSIYA
Magolada klinik jihatdan faol bo'lmagan gipofiz adenomasi bo'lgan bemorlarni
tashxislash va davolash bo'yicha dunyo miqyosidagi ma'lumotlar keltirilgan. Ma'lumki,
harakatsiz gipofiz adenomasi prolaktinomadan keyin eng ko'p uchraydigan gipofiz
o'smasi bo'lib, dismenoreadan bepushtlik va ko'rish qobiliyatining pasayishiga qadar turli
xil holatlarga olib kelishi mumkin. Ushbu maqolada har xil klinik sharoitlarga ega bo'lgan
nofaol gipofiz adenomasini tashxislash vadavolash muammolari yoritilgan.
Kalit so'zlar: klinikjihatdan faol bo'lmagan gipofiz adenomasi; transfenoid jarrohligi;
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REVIEW OF THE DIAGNOSIS AND TREATMENT OF PATIENTS
WITH CLINICALLY INACTIVE PITUITARY ADENOMA

ANNOTATSION
The article presents world data on the diagnosis and treatment of patients with
clinically inactive pituitary adenoma. It is known that inactive pituitary adenoma is the
most common pituitary tumor after prolactinoma and can lead to various conditions
from dysmenorrhea to infertility and visual impairment. This article highlights the problems
of diagnosis and treatment of inactive pituitary adenoma with various clinical conditions.
Keywords: clinically inactive pituitary adenoma; transsphenoid surgery; radiation
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AKTyaJ'IbHOCTb. KnuHudecku HeakTuBHBIe ageHOMbI rurnoduza (HAI) sasasiorcs
HauboJjiee pacrpoOCTPaHEHHBIMU OMYXOJSIMU TUNo@du3a IMOCje MPOJAaKTUHOM.
OTcyTcTBUE KIMHUYECKUX CUMITOMOB TOPMOHAJBbHOW TUIEPCEKPELMU MOKET
CHOCOOCTBOBATH MO3AHEN AUATHOCTUKE 3a00eBaHUs. TakuM 00pa3oM, OOJBIIMHCTBO
MalyeHTOB O0palllaloTCsl K Bpauy 3a NMpUM3HaKaMu M CUMIITOMaMM, BOBHUKAIOIIVMMU B
pe3yJibTaTeé MacCOBOIO BO3AEHCTBUSI, TAKMMU KakK HeHpoodTaabMOJOTrMuyecKue
CUMIITOMBI ¥ TMIIONMUTYUTAPU3M, allOIIeKCcHIo Tunoduisa [3]. DpdeKkT Macchl Ormyxoaun
Y TUIONIUTYUTAPU3M BBI3bIBAIOT BHICOKYIO 3a001€BA€MOCTb U CMEPTHOCTh. OMHAKO paHHSIS
JIMArHoCcTuKa U 3(M@PEKTUBHOE JIEUEHUE CBOISAT K MMUHUMYMY 3a00JIEBA€EMOCTh U
CMEPTHOCTb. B 5TOM myOMKauuy 1eblo UCCIeIOBAHUS IBUIOCH: TIPEI0CTAaBUTh 0030
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MIUArHOCTUKKA M JeuyeHus mauueHToB ¢ HAI, momuepkuBas, 4TO JIEYEHHUE TOJIKHO
MPOBOANUTHCS B aMOYJIATOPHBIX YCIOBHUSX M YCIOBUSIX MEAULIMHCKUX LIEHTPOB. DTOT
0030p OCHOBAaH Ha TaHHbBIX, OMyOJIMKOBAHHBIX B JIUTEPAType, U Ha OIbITE aBTOPOB. [4].

BreneHue. AneHOMBI NPEACTABIISIIOT COO0M Hanboiee pacrpoCTpaHEHHOE MEPBUYHOE
HOBOOOpa3oBaHUeE TTepeaHeii 1o runodusa, coctanisad 10-15% Bcex BHYTpHUUYEPEITHBIX
onyxoJjieii [1]. OHM mpencTaBAsSOT COO00 HO0OpPOKAYeCTBEHHbBIE HOBOOOpa30BaHUS
MOHOKJIOHAJIbHOTO MPOMCXOXICHUS, M CUYMUTAETCSI, YTO MX MAaTOreHe3 B OCHOBHOM
BKJIIOYAET MHAKTUBALIMIO MyTallMii B FeHax-Cympeccopax OMyXoJieid WKW aKTUBALIUIO
MyTaluii B IPOTOOHKOIE€HAaX, XOTSI B OOJIBIIIMHCTBE CIy4YaeB CIeUU(PUIECKUE MyTalliU
€llle HE BBISIBJICHBI [2].

AneHoMbl rurnogu3a MoapasaeasIoTCI Ha aKTUBHbIE MU HEAKTUBHBIE B 3aBUCUMOCTH
OT HAJWYMS WIA OTCYTCTBUSI KIMHUYECKMX CUHAPOMOB, BO3HUKAIOIINX B PE3YyJIbTaTe
TOPMOHAJIbHOM runepcekpennu. [1ocne Bu3yaausanum 3TU OIyXOJu MOTYT ObITh 1ajiee
KJ1accu(pUUMpPOBaHbl KaK MUKpoaaeHOMbI (<10 MM) uam mMakpoaneHoMsI (? 10 Mm) B
3aBUcUMOCTH OT pa3Mmepa. [IpubansurtensHo 30% ameHoM runodusa KIMHUYECKU He
(PyHKIIMOHMPYIOT, ¥ OOJBIIMHCTBO MALMEHTOB OOPAIAIOTCS 32 MEAULIMHCKOM MMOMOIIBIO
IUUTSL BBISIBJICHUS MPU3HAKOB M CUMIITOMOB, BO3HUKAIOIIMX B PE3yJIbTATE MAaCCOBOIO
BO3IEMCTBUSI HA OKPYXKAIOIIWE CTPYKTYPHI, TO €CTh 3pUTEJILHOIO MEPEeKPeCTa, YepEemHbIX
HEPBOB M HOXKM Turnodusa. TemMm He MeHee, HEKOTOpPbIE CJay4yaum MOTYT OBbITh
MUArHOCTUPOBAHBI CIYYaiHO C MOMOILbIO MAarHUTHO-pe30HaHCHOM ToMorpaduu (MPT)
1 komnblotepHoii ToMorpaduu (KT) uccienoBaHuii roToBHOro Mo3ra, BHIITOJTHEHHBIX
I apyrux uenei [3]. DToTr 0030p MO AMATHOCTUKE M JIEYEHUIO MAlMEHTOB C
HeaKTUBHbIMU aneHoMamu ruriopusa (HAI'), ube nipeacraBieHne He ObUIO CIy4aiHbBIM.

Tounyto pacnpoctpaHeHHOCTb HAI' TpymHO omnpeneauTb, MOTOMY YTO Y MHOTMX
MAlMEeHTOB HET CUMIITOMOB. PacnpoCcTpaHeHHOCTh KJIMHUYECKU BbIpaxkeHHOro HAI
oleHuBaercsa B 7-22 caydas Ha 100 000 xwureneir [4,5]; ero mpeamosaraemMast
3abojyeBaeMocTh coctaBisier 1 cimydait Ha 100 000 xwuteneit / rom [6], ¢ MMKOBOI
3a00J1€Ba€MOCTbIO MEXAY YETBEPTHIM U LIECTHIM AECATUICTUSIMU XXU3HU 0€3 MOJTOBBIX
npuctpactuii [7]. Onpenenenue HAID gBasieTcs mo CyliecTBY KJIMHMYECKUM OO TeX
nop, MokKka He OyaeT MPOBEAEH THUCTOMATOJOTMYECKHUU aHaIM3, TO €CTh
MTOOPOKAYEeCTBEHHBIE OMYXOJU TUIIO(pU3a, KOTOPbIE HE CBI3aHbl C KIMHUYECKUMU
MPOSBICHUSIMU TUIMEPCEKPELIMM TOPMOHOB Trunodusa [3]. BOJbIIMHCTBO U3 3TUX
OMyXOJei CIOCOOHBI MPOAYLMPOBATH TIUKOIMPOTEMHOBBIE TOPMOHBI WJIM HX
CyObEeIMHUIIBI B JOCTATOYHBIX KOJUYECTBAX, KOTOPBIE MOKHO OOHAPYXUTH C TOMOILBIO
nMmmyHorucroxumuu (MUI'X), MeTomoB MOJIEKYJISIPHOM OMOJOTMH; OOHAKO OHU HE MOTYT
CEKpPETUPOBATH OMpEACaAsIeMble KOJMYECTBA TJIMKOIPOTEMHOBBIX TOPMOHOB B
KPOBOOOpAILIEHUY WJIX CEKPETUPOBATh OMOJIOTUYECKU HeaKTUBHBIE (popMbl [8-14]. Tem
HE MeHee, ?-CyObeaMHHIA TJAMKOMPOTEMHOBBIX TOPMOHOB MOXET MOBBILIATHCS B
KpoBooOpamieHun npumepHo y 30% maumenToB ¢ HAI [15]. XoTa OOJBIIMHCTBO
TOHAJOTPOITHBIX aA€HOM TOPMOHAJbHO HEAKTUBHBIEC, PEIKO OHMU CEKPETUPYIOT
TOHAAOTPOIIMH W MOTYT BbI3bIBaTh CIEUM(PUIECKUE SHIOKPUHHBIE CUHIPOMBI, TaKKUe
KaK CMHIPOM, TTOJOOHBIN CTUMYJISILIMNA SMYHUKOB, V 3KEHIIMH B IMpemMeHomnayse [16,17].

HAI' nmpencraBnsger co0oii TeTepOreHHYK TIpynmny aaeHOM W MOXET OBITb
KJaccupUIMpoOBaHa KaK TOHAAOTPOITMHOMBI, HEMbIE€ OIMYXOJI1, KOTOPbIE SKCITPECCUPYIOT
TOJBKO OIWH TOPMOH rumnoduia: aapeHOKOPTUKOTponHbI# ropmMoH (AKTI);
tupeoTpornHbiii TopMoH (TTI'), mpomakTuH u ropmoH pocrta (I'P), MHOXeCTBEHHBIE
TOPMOHBI TMnoguia (HeakTMBHAsl aJcHOMAa MOATUNA 3) WJIM He TOPMOH (HYyJeBas
KJIETKa) Ha OCHOBAHMM 3KCIPECCUM TOPMOHOB MPU MMMYHOTMCTOXMMHUYECKOM
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ncciaegoBanuu. bonpmmHCcTBO HAIT mpouMcXomnuT M3 TOHAZOTPOIHBIX KJIETOK C
HUMMYHOOKpalluBaHUEeM Ha (GoJIUKYyJOoCTUMYAupylowmnuit ropmon (P®CI),
moternHusupytoiuii ropmoH (JII) u / unu anbda-cyobeAuHUILY TIUMKOIPOTEMHOBBIX
ropMoHOB [14]. Cpean HEaKTMBHBIX KOPTUKOTPOIIMHOM MOXHO OOHApPY>KUTb MOATUII
HEaKTUBHOM aA€HOMBI 1-r0 Tuma (IJIOTHO TPaHYJMPOBAHHBIA) M HNOATUN 2 (pPeaKo
rpaHyJIupoOBaHHbIN) [8, 13, 14].

Yro KacaeTcs BaXXHOCTU XapakTepucTuku HAI' B OTHOLLIEHMM 5KCIPECCUU TOPMOHOB
runogusa, HEKOTOPbIEC NUCCIEAOBAHNS OOHAPYXXKWIN CBSI3b MEXITY SKCIIPECCUEN TOPMOHOB
MI'X 1 arpeccuBHOCTBIO ONMyX0JIM. B uccaenoBaHMM NpUHSINA ydacTre 213 malumeHToB
¢ HAT, Yamada u Cols. [18] oOHapy:XuJiM MHBa3WiO KaBepHO3HOTo cuHyca B 83%
HEaKTUBHBIX KOPTUKOTPOIIMHOM, 67% ameHom montura 3, 38 % HyIb-KJIETOUHBIX aAeHOM
n 11% roHagOTPOIIMHOM, IEMOHCTPUPYS pa3Indus B MHBA3MBHOCTHU OIYXOJIEH cpeau
noaturnioB HAT'.

TaknuM 00Opa3oM, OCHOBBIBAsSICh Ha TAHHBIX, OIYOJMKOBAHHBLIX B JIMTEpaType, U
OITbITE AaBTOPOB, MbI MPEACTABISIEM 0030p MO IMATHOCTUKE, JEUCHUIO U HAOIIONCHUIO
3a 9TUM 3a00JICBAHUEM.

JuarHo3. OTCyTCTBME KIMHWYECKMX CUMIITOMOB TOPMOHAJbHON THUMIEPCEKPELIMU
CIOCOOCTBYET MO3AHEU OMArHOCTUKE 3a0oJjieBaHUsSA. TakuM oOpa3zom, OOJBIIMHCTBO
MalMeHTOB 00OpallaloTCId K Bpady 3a MpU3HAKaMU U CUMIITOMaMu, OOYCJIOBJIEHHBIMU
3(ppeKTOM MacChl OITYX0JIM, BI3BAHHBIM MakKpoaaeHoMol. HAI' MoXeT nposiBaSITECS B
BUJIE CMMITOMOB CAaBAMBaHMUSI OIYXOJM Ha HOPMaJbHOM Xeje3e M / WIM Ha
OKPYXaIOIIMUX CTPYKTypax K TMIOMHU3y, TAKMX KaK 3pUTEIbHBIN MEPEKPECT, YEPEHBIE
HEPBBI WJIM HOXKY T'MITO(p13a, BbI3bIBAIOIIMX TUIIONUTYUTAPU3M, TUMIEPITPOTAKTUHEMUIO
WIM, pexe, amoruiekcuio runodusa. Kpome Toro, HeKOTOpble Ciaydad MOTYT OBITb
MUArHOCTUPOBaHbI caydyaitHo ¢ momolbio MPT u KT uccienoBanuii roJ1oBHOro Mo3ra,
BBIMTOJTHEHHBIX [JI IPYTUX LIEJEi, HampuMep, IPpU YepeITHO-MO3TOBbIX TpaBMax [12,19].
®opmbl kTuHUYeckux nposieneHuin HAI' npuBenensl B Tadauie 1.

Tabmuna 1

KnunHunyeckne m 1abGopaToOpHbIE XapaKTEPUCTUKMU MALMEHTOB C KIMHUYECKU
HEaKTUBHOM aJIcHOMOI runogusa
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TANEpHpoOJaaKTUHEMUS ¢ 3(PPEKTOM CAABICHUS HOXKHU Tumogusa

- Anomnzexkcusa runodusa

- ChayuaitHoe oOHapyxXeHUe (MHUMASHTaJIoMa runodusa)

HAI' ¢ cympace/uispHBIM pOCTOM MOXET JOCTUraTh M BBI3BIBATH CHABJICHUE
3PUTEILHOTO MEPEKPECTa, OMpPEaesss pa3IMuYHbIe HAPYIIECHUS 3pEHUS B COOTBETCTBUM
C BOBJIEYEHMEM HEPBHBIX BOJOKOH. Hambosee KitacCcuueCKUM M3MEHEHUEM, SIBIISIETCS
OuTeMnopaJibHas T€MUAHOIICHS, HO MOTEpsS 3PEHUSI MOXET ObITh OJHOCTOPOHHEM,
JIBYCTOPOHHEN WM JaXe LEHTPaJbHOM, OOBIYHO AaCUMMETPUYHOM M KOBApHOM. DTU
BU3YaJIbHbIE U3MEHEHUS MOTYT ObITh OOHAPY>KEHBI C TOMOILIBIO OCMOTPa O(PTaTbMOJIOTa-
U3MEpEHUe TMOoJIe 3peHUsI 1 OCMOTP TIJIa3HOIo JHA, ¢ nmomolublo Meroma Goldmann
[20]. CynpaceansipHbIi POCT MOXET BbI3bIBATh T'OJIOBHBIE OOJU WU, pexke,
BHYTPUYEPEITHYIO TUIIEPTCH3MUIO, TaK KaK KPYMHBIE OIMYXOJM MOTYT IIPEISITCTBOBATH
obpa3oBaHuI0 OTBepCcTUS MoHpo, npuBoasd K ruapouedanmuu [21]. I'omoBHbIE 60aM
MOTYT OBITh CBSI3aHbI C pa3lIMYHBIMM (PaKTOpaMM, TAKMMU KaK MOBBILIEHHOE
BHYTPUYEPEITHOE OaBjieHUWE U Tak ganee [22,23]. MHBa3usi B KaBEPHO3HbBIA CHUHYC
(mapaceIapHbIA pOCT aACHOMbBI) MOXET IOBJIMSATHL HAa YE€PEITHO-MO3TOBBIE HEPBHI,
BbI3bIBasI pa3iUUHble KIMHUYECKUE MPOSIBICHUS: CMEleHNe I1a3HOro s10J10Ka U/ uiu
nTo3 (mopaxeHue III mapsl HepBa, IJ1a30ABUTaTEILHOIO HEPBA), OTKJIOHEHWE TJIA3HOTO
s10JJOKa B BEpXHEW M HE3HAYMUTEJIbHOU CTeneHW BHYTPbh (BoBieueHue IV Hepsa,
TpOXJI€apHBIii HEPB) MU KOHBEPIeHTHHBIN Kocorja3ue (rmopaxeHue VI HepBa, OTBOAUT
HepB). Pexxe MoXeT BO3HMKHYTb HEBPAITUs TPOMHUYHOIO HepBa (MOpaKeHUE BETBEU
V1 u / unu V2 HepBa V, TpOoHUYHOro HepBa) [24].

Pexe omyxonbp MOXeET ObITh OYE€Hb arpeCCUMBHOM M CHaBJAMBATh ApPYyTue
BHYTPUYEPEITHbIE CTPYKTYPbI, YTO MPUBOAUT K TaKMM CHMITOMAaM, KaK SMUJIECTICUS
BUCOYHON noau win ruapouedanus. JInkpopess cnmHHOMO3roBoit xuakoctu (CM2K)
MOXET BO3HUKHYTb, €CJIM OMYXOJIb PACHPOCTPAHAETCS BHU3 (MH(MPACEIUISIPHBIA pOCT)
JI0 KJIMHOBUHOM ma3yxu [12]. Jlepuuurt no MeHbIIel Mepe OMHOTO TOopMOHa rumnodusa
OOBIYHO TIPUCYTCTBYET y OOJIBIIMHCTBA MALlMEHTOB C MAaKpPOAACHOMOW W SIBIISIETCS
pe3yabTaTOM CHaBJeHUS MepeaHeidl moau runodusa u / uwind credist rurnodusa,
MpeaoTBpallas CTUMYJISIIUIO KIEeTOK runogusa (pakropaMu TUIIOTaIaMyca W, TaKUM
00pa3oM, BIMSISI HA CEKPELIMIO TOPMOHOB runogu3a. ['mmnoronaausm, onvMH U3 HamoboJee
pacIpoOCTPaHEHHBIX HEAOCTAaTKOB, MOXET OBITh BbI3BaH JMOO KOMMIPECCUOHHBIM
BO3JI€MCTBUEM HAa TOHAJAOTPOITHBIE KJIETKM WX CTeOe b runodusa, J1Mb0 HEOITyX0JeBOM1
rurepnpoyiaktTuHeMuei. Y nmauueHtoB ¢ HAI' rumeprnponsakTMHeMUsT BO3HUKAET
BCJICACTBUE CAABICHUS HOXKM TMNO(H3a, KOTOPBIA IPeIoTBpallaeT MOCTYIUICHHUE
nogaMrHa B TEPEAHIO0 YacTh rTMNodu3a, NMIaBHOrO MHTMOMTOPA CEKPELIMU TTPOIaKTUHA
[25-28].

Anoruiekcuss rurnogusa - 3TO OCTPOE COCYANUCTOE COCTOSIHME, KOTOPOE BO3HUKAET
Ha (poHEe pe3KOro yBEJIMYEHMSI B pa3dMepax OMyXoiu runogwusa, oOYyCIOBIEHHOE €€
pPa3pbIBOM, COIIPOBOXAAETCS PE3KUM PaCIIMPEHUEM O0beMa OITyXOJIU W MPOSBIISETCS
BHE3AaMHBIM MOSBJICHUEM CHJIBHOM TOJIOBHOW 00JM. DTO MOXET ObITh CBSI3aHO C
HEeWpoo(dTaaIbMOJOTUYECKUMHU TNPU3HAKAMUA U CUMIOTOMAaMM, BHYTPUUYEPEIHOM
TANEPTEH3UEN Y UBMEHEHHBIMM YPOBHSIMU CO3HaHUs. KpoMe Toro, 3To MOXeT BbI3BaTh
TANOMUTYUTAPU3M, B TOM YHCJIE HAANMOYEYHUKOBYID HEAOCTAaTOYHOCTb, YTO MOXKET
YCYTYOUTDh KJIMHUYECKOE COCTOSIHME TaleHTa. PeanbHblli puck anomiekcuu npu HAT
HEW3BECTEH, ITOCKOJIbKY B OOJIBILIMHCTBE CYyYaeB, O KOTOPBIX COOOIIAIOCH, alTOTLIEKCHS
ObLIa KIIMHUYECKOM KapTUHOM, KoTopas rpuBeia K nuarnoctuke HAI [29]. Anoruiekcus
rurno¢usa BeisgBisiercs B 4-10% ciryyaes [25, 27, 28]. Kak onrcaHo B 0030pHOI CTaThe
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[30], B x0o#€ mocaeayrommx UCCIeI0BaHUI MALMEHTOB MPU CIIyYailHOM OOHApy>KEeHUU
HAT', coobuianochk, 4ToO 4yacToTa anoIjIeKCUM IpU MaKpoajgeHoMax coctasiseT 1,1%
B roa. B Hacrtosiiee BpeMsi m3-3a Boszpocuieir moctynmHoctu (KT) m (MPT) B
HUCCEI0BAHUSIX HECKOJBKUX HEBPOJIOTUUYECKUX PACCTPONCTB HAOIIOAAETCS YBEIUUYCHUE
yucia auarHo3oB HAI y 6eCCUMITTOMHBIX TTALIMEHTOB WK 0€3 MPU3HAKOB, YKA3bIBAIOIINX
Ha naroJjioruio runogusa. B atoit cutyaumn HAI Ha3bIBaeTCs MHLIMAEHTAIOMOM, KOTOpast
cocTaBlisieT npuoOaM3uTeNbHO 10% KIMHUUYECKUX TPOSIBICHUI Cpeau MAllMEHTOB C
HAT [1,25,27,31,32].

JlonoaHuTebHBIC TECTHI U AU depeHIManbHas auarnoctruka. Jluarno3 HAI' ocHoBaH
Ha HaJuM4YMM MacChl ONyXOJau, MAeHTUduuUpoBaHHOU ¢ momoubio KT, wuau,
npeanouytuteabHo, MPT runodgusa, mpu oTCyTCTBUM NPU3HAKOB U/WJIN KIMHUYECKUX
CUMIMTOMOB FOPMOHAJIbHOM TUIEPCEKPELIUMN.

KucTo3HbIe MpoTaKTUHOMBI PEACTABISIOT COOO0N €1e OMHY NOTEHUINATbHYIO TIPUYUHY
HECOOTBETCTBUS MEXIY YPOBHEM IIPOJIAKTMHA B CHIBOPOTKE M OOBEMOM OIYXOJIH,
MOCKOJIbKY, XOTS OOBEM OITyXOJU OOJbIIOW, KOJIWYECTBO XKM3HECIIOCOOHBIX KIJIETOK
HU3KOE M3-3a KMCTO3HOW JEreHepalvu.

HAI', ocobeHHO MakpoaaeHOMBI, MOTYT ONPENEIISTh HapyllIeHUe (PYHKIWY runodursa
IyTeM BOBJICYEHMSI KOMITPECCUM TUITO(PK13a; TAKUM 00pa3oM, Ae(PUIIUT TOPMOHOB CJIEIYET
KCCJIEIOBAaTh HE3aBUCUMO OT CUMNOTOMOB [35]. Puck runmonutyutapusmMa HampsMyro
CBSI3aH C Pa3MEPOM OIMYXOJIM; CJIEeIOBATEIbHO, JJAOOPATOPHBIEC UCCIEIOBAHUS JOJIXKHBI
MPOBOAUTHCS Y BCEX MALMEHTOB C HEAKTMBHBIMM MaKpoageHOMaMM. Y TMAlMEHTOB C
HeaKTUBHBIMU MHUKpPOaAeHOMaMM OIlleHKa (YHKLUUM Tunodusa mnpeajgaraetcs s
MopakeHWii B 1ramna3oHe 6-9 MM, IOCKOJIBKY OHU, ITO-BUINMOMY, 00JIee TECHO CBSI3aHbI
C runmonuTyutapusmMom [35]. ¥V XeHIIMH ompeneaeHUe ypOBHS TOHAAOTPONMHA U
MEHCTPYaJbHBIX LIUKJIOB JOCTAaTOYHO IS OLeHKM (yHKIMM roHaa. Huszkue ypoBHU
TOHAJOTPOIIMHOB Y XKEHIIIWMH B MEHOITay3€ YKa3bIBalOT Ha TUMOMUTYUTApU3M (Ie(ULIUT
TOHAAOTPOITMHOB).

OkoHnuaresbHbIN q1ruarHo3 HAI BBITTOTHSIIOTCS IyTEM TMCTOIATOJIOITMYECKOrO aHaIn3a
xupypruueckoro oopasua [12,49]. Takum oOGpa3om, MallMEHTHI, HE MOABEPrarIInecs
oIepalum, OCTalTcs ¢ mpearnojaraeMbiM auarHozoM HAI. BaxkxHO NMOMHMTB, 4TO
npuomsurebHo 90% Macc OIMyXoau IPEACTaBISIIOT COO0OM ageHOMBI rumodusa, u
TombKo 10% mpencTaBisiioT co00i TTopaxkeHUsT He TUIOMOU3apHOTrO ITPOMCXOXKICHMS,
OOJIBLLIMHCTBO M3 KOTOPBIX SBISIOTCS KpaHuogapuHruomamMu u kuctamu Patke [50].
Takum 06pa3oM, TMCTOMATOJIOTUYECKOE UCCIEIOBAHUE HEOOXOAMMO TSI IOATBEPKICHMS
afeHOMbI TUIou3a.

Jleuenue. B OGonpmimHcTBE ciaydaeB JedyeHue nanumeHToB ¢ HAI TpeOyer
MEXIUCIUIUIMHAPHOTO MOIX0Ja ¢ Y4YaCTUEM OSHIOKPUHOJIOrOB, HEUPOXMPYPIrOB,
HEeWpOopaaruoa0roB, HEBPOMATOJIOTOB M JYUYEBBIX TE€PANeBTOB. YCTAaHOBJEHHBIEC
TepareBTUYECKUE MOAXoabl nanreHToB ¢ HAI BKiIIOYalOT: KIIMHUYECKOE HAOIIOAECHHUE,
XUPYPruuyeckoe BMELIATeIbCTBO U JydeBylo Tepanuio (JIT).

B 1ie;10M, OCHOBHBIMM 3aa4aMU JIeUEHUsI MALIMEHTOB C MaKpOaJIeHOMaMU, SIBJISIIOTCSI
COXpaHEHHE WM BOCCTAHOBJIEHUE 3PUTEJbHBIX M TUModU3apHBIX (PYHKUIUN U
JUTUTEIBHBIA KOHTPOJb POCTA OITYyXOJIN.

Xupypruyeckure Metonbl jedyeHusi. OCHOBHAS LIedb - JEKOMIIPECCUSI ONTUYECKUX
MyTE M COXpAaHEHUE COCEIHMX CTPYKTYp, a TaKxKe HOPMaJbHOM TKaHU rumnogwusa.
Ycnex xupypruyeckoro jJedeHusl HalmpsiMylo 3aBUCUT OT OIbITa M HAaBLIKOB XUpypra H,
Hao0O0pOT, OT HAUOOJIBLIETO AUAMETPa OMYXOJIU, €€ KOHCUCTCHLIMHY, AAT€3UN U CTENCHU
nHBa3uu [27,51]. OnbIT onpenesisiercs: npoBeaeHreM He MeHee S0 TpaHccheHOonaaIbHbIX
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onepauuit B roa [45]. Takum obGpa3oM, omnepauydy AOJKHBI BBIIIOJHSTHCS B
CIeuMaIu3uPOBaHHbBIX JIEUEOHBIX LIEHTpaX.

[TonHas pe3eKius OmyXoJau MOXeT ObITh M3JI€UMBAIOILIEI, YTO Yallle BCEro BCTpeyaeTcsl
y NAlMEeHTOB C HEOOJbIIMM MJMA OTCYTCTBYIOLIMM BHECEJJISIPHBIM pocTOM [7].
daxkTryecky, Haanu4yMe MHBAa3UM B KaBEPHO3HBIM CUHYC M CaMbIii OOJIBILION AUaMETp
OIyXOJU OBIIM OTPULIATEJIbHBIMM TPEAUKTOPAMU TOJHON pe3eKIUU OIyXOJU B
HEKOTOpBIX cepusix [25,27]. Obmas yactoTa pe3eKLU CUIbHO BapbupyeT - ot 20 10
83% (B cpenHeM okKojio 50%), 4TO, BEpOSATHO, OTpaXKaeT MPOIrpecc B XMPYPTUUECKUX
MeToAaX U MeToIax BU3yaiu3aluuu (0COOEHHO SHAOCKOMMYECKHX) C TEYCHUEM BPEMEHH,
a TakXXe HAKOIUIEHHBIM OIBIT HelpoxupyproB [25,28,33]. Takum o06pa3om, OKOJIO
MOJIOBMHBI MALIMEHTOB OCTAIOTCSI C OCTATOYHOM OITyXOJIbIO MOCJIE OINepalluu.

TpaHccheHonaanbHass XUPYPrus, SIBISIETCS NPEANOYTUTEbHBIM METOIOM JICUCHMUS
MalMeHTOB C HeHpoo@dTaJIbMOJOTMYECKUMMU CUMIOTOMaMHu, MOTOMY YTO 3TO
€IMHCTBEHHBII METO JI€UEHUsI, CIOCOOHBIN HEMEMNJIEHHO OIpPeaesTh AEKOMIIPECCUIO
ontuueckux myteit. HeiipoodranbMonornueckoe yiyuiieHue Habmomaercss y 80%
nanueHToB [50]. Takum oOpa3om, o nepamnus A0JKHA ObITh MOKa3aHa s NallMeHTOB
C HelipoodTaJbMOJIOIMYECKUMU KajlobaMu U / WIM OIyXOJsSIMU, 3aTparvBaloliviMu
onTuyeckuit mytb. OH TakxKe MoKa3aH MalMeHTaM C aroriekcueit runodusa, y KOTopbIX
pa3BUBAIOTCS HEMpoodTaaIbMOIOrMUeCKUE Xajao0bl. B 3THX ciaydasx onepauus sIBIsIeTCs
CcpoyHOM. TlalMeHThl ¢ KIMHUYECKON KapTUHOM aloIIEKCUM TUIIo(dur3a, KOTOPhIe HE
ONepUpoOBaHbl B TEUYEHUE HECKOJbKMX JOHEH, MOJKHBI TPONUTU HOBOE
HelipoodTaabMOJIOTMYECKOEe MCCIeIOBaHMe, TaXe B CAydyasix C MOCTOSIHHOM IoTepei
3pEHUS 13-3a HEKpo3a onyxouu. BoccraHoBieHrne GyHKUIMK runogu3a IIpOUCXOIuUT B
30-50% cayuaeB. Losa wu xomiern [27] cooOmmiam o0 yaydlIEeHWM OCeil TOHaI,
IIUTOBUIHOM 3KeJie3bl M Haanmo4edyHUuKoB v 32,8%, 41,6% u 35,7% cOOTBETCTBEHHO U
0 TocJIeonepalMoHHOM yxyaieHun y 5,8%, 7,5% u 5,6% nmanmeHTOB COOTBETCTBEHHO.
Nomikos 1 coaBTopsl [28] coob1man 00 yaydlleHUH OCeil TOHAA, IIMTOBUIHOM XKeIe3bl
1 HaAmo4edyHukoB y 64,9%, 71,9% u 33,9% nauumeHTOB COOTBETCTBEHHO U O
TocJieonepallioHHOM yxyaieHun y 2,1%, 4,5% n 1,5% manueHToB COOTBETCTBEHHO.
TpaHccheHoOUAaNbHBIN MOAXO0MA, SBJSIETCSI OCHOBHBIM XUPYPTMYE€CKUM METOIOM
JIeueHHUsl, KOTOPbIA MMeeT HU3KUK YpPOBEHb CMEPTHOCTMU IIPU BBIMOJHEHUU
KBaJIM(ULUPOBAHHBIMU Hevipoxupypramu [27]. OCHOBHBIE OCIOXHEHMUS PEIKU U
BKJIIOYAOT yxynmeHue 1ons 3pennst (0,5-2,4%), nukBopest (1,5-4,2%), mopaxkeHue
conHoit aprepun (0,4-1,4%), menuaruT (0,5-1,9%) m kpoBouzmusguue (0,8-2,8). %).
TpaH3UTOPHBII HecaxapHBIN TradeT MOXeT BCcTpedaThesl B 15% mociieonepaiioHHOM
Tepuoe, HO ero rmocTosgHHasg opma Berpevaerces pexe (0,9-5%). @ynkuuio runoduza
U HelpoodTaabMOJOrnueckoe HcciaeaoBaHue (M3MepeHue IIa3HOTo AHA U IMoJei
3peHusI) cJeayeT OlLleHMBaTh udepe3 1-3 mecsgua mociae omnepauuu. JledueHue
TUMONUTYUTapU3Ma, MPOBOJAUTL B COOTBETCTBUM C Ie(UIIMTOM TOPMOHOB TUIlopu3a.
Hauunas ¢ paHHero nocjaeonepaluMoHHOrO Mepruoja U A0 OLeHKU (PyHKIMU runodusa,
0co00€ BHUMAaHME CJeAyeT YAeNsITb KOPTUKOTPOGUUECKUM OCSIM H3-3a pHucKa
HEIOCTaTOYHOCTU HaJAMmoyedyHuKoB. OueHka QyHKIMY runodusa 10J1KHa TPOBOAUTHCS
yepe3 1-3 mecsua nociie onepalnyy ¢ IOMOIIbIO YPOBHEW KOpTU30Ja, cBodogHoro T4,
NDP-1, nponaktuna, JII', ®CI, a y MyX4yMH - TeCcTOCTepoHa. Y XEHIIUH B
MpeMeHoIay3e HaIM4Khe MEHCTPYaJIbHBIX LIMKJIOB JOCTAaTOUHO JUIsI OLUEHKU (PYHKLIUU
MoJIOBBIX kejie3. OLeHKa CTeNeH! pe3eKILMU OMYXOJIM T0JKHA TPOBOAUTHCS Yepe3 TpU
Mecs1a rocie onepauuu (3 Mecsia - 370 MUHUMaibHOe BpeMs 1is1 MPT-nuarHocTuky,
YETKO MOKAa3bIBAIOIIEH OCTATOUHYIO OMYXO0JIb, C MEHbIIIE BEpPOSITHOCTHIO HEMPAaBUIBbHOMN
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WHTEPIIPETALIMK MOCACONEPALMOHHBIX UBMEHEHUI (HAaIlpUMeEpP, OCTaTOYHAs TKaHb)).

Paguorepanus. JIT ucnonb3oBaiach, Kak JOMNOJHUTEBHOE JICUEHUE K XUPYPTUH,
YTOOBI YMEHBIIUTL PUCK pocTa oryxoau [47]. JloctynHbl nBe ¢opmbl JIT, oObruyHas u
CTepeoTakcHYecKasi, KOTOPble MOTYT ObITh (DPAKIIMOHMPOBAHBI WJIM B OJHOKPATHOM
no3e (paauoxXupyprus).

O6bruHas JIT BBoguTCS BO (DpaKIIMOHUPOBAHHBIX 103aX YEThIPE-TISITh pa3 B HEAETIO
B Te€YeHHE 4eTbipex Heaeab. Her coMHeHMid B 3((HEKTUBHOCTU pagvoTepanuu IpU
KOHTpoJe onyxonr. OgHaKo, HECMOTpPsS Ha ero 3(P@MeKTUBHOCTb, HET EAMHOTO MHEHUS
0 cucteMatuyeckoM npuMeHeHuu PT B mociieonepalilnuoHHOM MepUOAE y MALIMEHTOB C
OCTAaTOYHOM OmyXxoybl0. TeM He MeHee, 4YacToTa OTpaCTaHMUsI OTHOCUTEIBbHO BBICOKA,
BcTpeuaetcst mpuMepHO Y 40-50% maliieHTOB ¢ OCTaTOYHOM OITyXOJIbIO TIPY BU3YaIU3alii
[26,33], ¢ MeIJIEeHHBIM POCTOM, KOTOPOIO YacTO HEJOCTATOYHO IS OIpelesICHUS
KJIMHWYEeCKUX mposiBiieHuid [S1]. Ha cerogHsmHWii 1eHb HET HUKAKUX MapKepoB,
MO3BOJISIIOLIMX UACHTU(ULIMPOBATh, KAKWE OITyXOJ1 OyIyT OTpacTaTh MOCJE ONEepaLnu,
YTO 3aTPYIHSET OMPEACTICHUE TOr0, KAKKWE MalMEHThI JOJKHbBI TOABEPraThCsl 0OJTYyYECHUIO
[40,50]. Takum obpazom, mokazaHus K JIT 1oakHbI ObITh MHAVBUIYATBHBIMU K KaXKIOMY
MalMeHTy, MPMHUMAas BO BHUMaHWE TaKWE BOMPOCHI, KaK XapaKTePHUCTHUKA OITyXOJHU Ha
MPT npu mocraHOBKE OMarHo3a, BO3pacT, BpeMsl YIBOCHUS OIyXOJHU, (PyHKIIUS
runopusza U QepTUILHOCTh, MOTOMY YTO PUCK TUIIONMUTYyUTapu3Ma H3-3a Jy4E€BOM
Teparmy BBICOK M CO BpeMeHeM pacrterT. Littley n komieru. [51] ouenuBany 165 maineHTOB,
nepeHecIInX TpaauuoHHyo JI'T; mociie sty JeT JiedeHus1 yacTtoTa aeuiumuTa ropMoHa
pocta, roHagorponuHoB (JII' u ®CI'), AKTI u TTT cocrasuna 100%, 91%, 77% n
42% cootBercTBeHHO. [1py HAOTIONEHNM Pa3TMYHON YyBCTBUTETEHOCTH MEXKITY KIIETKAMU
rurnodusa CoCcTosIHUE aePULIMTA MOXET ObITh HEIMpPEeACKa3yeMbIM, UTO O3HAYaeT, YTO
peryasipHas OlLieHKa IOJHOW (pyHKUMM runodwusa y mnauudeHToB, mepeHecuuux PT,
JOJKHA MMPOBOAUTHCS Kaxkable 6 mecsiiieB. Kpome Toro, uepe3 20 J1eT MOTYT ITOSIBUTHCS
HOBBI€ HEIOCTAaTKW, UTO OIPaBAbIBAECT MOJIOCPOYHOE HabmoaeHue 3a (QyHKIHUEH
runodusa [45]. OueHKa rUIONMUMTYUTapyu3Ma JI0JKHA TPOBOAUTHCS KaXIble 6 Mecs1IeB
nocie OT y malyeHTOB ¢ COXpaHEHHOM OOIEe WX YaCTUYHOM (DyHKLIMEH runogusa.
B nononHeHuMe K MOBpeXXAECHUIO TUITO(U3a, CYIIECTBYET PUCK HEBPOMATUX 3PUTEIBHOTO
HEpBa, OCOOCHHO 3PUTEIBHOTO Iepekpecta [44], HEMPOKOTHUTUBHOU IUCHYHKIIUU
[45] u, pexxe, BO3BMOXHON MHIYKIIMY APYTUX OITyXOJIeH LIEHTPAJIbHON HEPBHOM CUCTEMBI,
0COOEHHO MEHWHTHOMBI, aCTPOLIMTOMBI U TJIUOMBI [46]. BaxkHO y4uUTHIBaTh, YTO 3THU
OCJIOXKHEHMSI BO3HUKAJIW B T€ MOMEHTBI, KOT/Ia JICYEHUE TTPOBOAUIOCH C UCHOJIB30BAHUEM
YCTapeBILIMX METOJOB, a PUCK €I1I€ HE ObLT MOJHOCTHIO YCTAHOBJIEH C MOMOIIBIO HOBBIX
metonoB JIT. TakuM o0Opa3om, MOBBILMIEHHAsS CMEPTHOCTb OT LIEPEOPOBACKYISIPHBIX
3a007€BaHUI, MO-BUAMMOMY, SIBIASIETCS MHOTO(MAKTOPHOM, BKJIOYAs IIPSIMOE
BO3IEWCTBUE pagraliii Ha COCYIbI TOJIOBHOTO MO3Ta, TUIIONUTYUTAPU3M U €0 JICUCHUE
[47]. [TockonbKy pUCK LIEpeOPOBACKYISIPHBIX 3a00JI€BaHU SIBJISIETCST 1OJTOBPEMEHHBIM
a(pdpexToM, U3TydeHue, UCIOJIb3yeMOe B OIIMCAHHBIX CIy4yasx, ObLIO OT 0oJiee cTapoi
TeXHUKM, KOTJa 4YaCTU MO3ra MOJy4yaJiu A0 MOJOBUHBI WIN TPETU OOIEN HO3bI.

MenukameHTo3dHoe jgedeHue. g medyenuss HAID Obuin mM3ydeHBI TpU Kjacca
npenapaToB: aroHucTel godamuHa (A/l), aHanorn comaroctatuHa (AC) M aHanoru
rOHaAOTPONUH-pUIU3MHT-ropmoHa (I'PI') [45]. Tem He MeHee, Ha CETOMHSIIHUMA 1eHb
HU OJWH U3 HUX OOBIYHO HE MCIIOJb3YETCS WKW O(PULIMAIBLHO MOKa3aH IJIsl JIEUCHUS
oTuX omyxoiyiei. AJl ObUIM MEepBBIM KJIAaCCOM JIEKAPCTB, UCITOJb3YEMbIX MPHU JICUCHUUN
MPOJIAKTMHOM M COMAaTOTPONMMHOM. DTH MpenapaTbl BO3ACHCTBYIOT HEMOCPEACTBEHHO
Ha nopaMUHOBBIN perienTop Timna 2 (JIP 2), mpucyTrcTByIo1IMii B HOPMAJIbHOM TUITO(GU3e
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[46] n anenome runoduza [50,51]. Micrmoab3oBaHKe 3TOro Kjiacca JIEKapCTB B JICYCHUN
HAI' ocHoBaHO Ha HaOJIOJEHMM, YTO 3TU OIMYyXOoau 3KcrpeccupyroT AP 2 [43,44].
OOHaneXUBaOIIME PE3YJbTaThl ObUIA COOOIIEHBI 00 3(h(EKTUBHOCTU KabeprojmHa
(K) B xoHTpOsE pocTa onyxonu [45,46]. Xotst K He OBIT BKITIIOYEH B aJITOPUTM JICUEHMUST
nauueHToB ¢ HAI', TepaneBTHUecKas MOMbITKA MOXET ObITh MPEANPUHSTA B COOTBETCTBUM
C KIIMHUYECKUM CYKIECHUEM B OTIAEJAbHBIX CIY4asaX C MOCIeOoNepallMOHHON OCTaTOYHOM
OIMYXO0JIbI0, OCOOEHHO C 3KCTPACEJUISIPHBIM POCTOM. Y ATUX MALlMEHTOB HEOOJIbLIONM
POCT MOXET ObITh KIIMHUYECKH 3HAYMMbIM C TOUKM 3pEHUST KOMITPECCHOHHBIX 3(PPeKTOB.
B 3ToM kKoHTeKkcTe, K MoXeT ObITh mpeanpuHsAT 10 nmokasaHus JIT aj1st KOHTpoJIsT pocTa
OITyXxoJii, u3berasd IMOOOYHBIX 3(P(PEKTOB, CBI3aHHBIX C OOJYYEHHEM, OCOOEHHO Yy
MalKXEeHTOB C COXpaHeHHOU pyHKIMelr runodusa. DpdekTuBHOCTh K cieayeT olleHMBaTh
¢ nomol1bio MPT rojioBHOro mo3sra (TypelkKoe Cemio), KoTopasi MOXET ObITh BBIITOJTHEHA
rmocjie 6 MecsIeB IpreMa Ipernapara B MaKCMMaJIbHOM MepeHocuMoit mo3e. (Puc.1)
Puc 1. Anroputm BBeneHus1 nauueHToB ¢ HAT'.

HAT
MakpoageHoma

HapyweHue noneid 2peHra M/Mnu
HOMIMPECCUA SPUTENBHOTO NEPEKpPeCTa

Het
Oa
v HaBnwoaaTe © nomolbr MPT,
Xupyprua NepUMETPUA NONRH 2paHMA PYHKLMK
\1’ runogumaa
L5

/v

XMPYPrauyeckos NeYeHMe NPM POCTE W/MAM PAZBMTHM HAPYILEHUA
NoNel 3PEHHA M/ MNH KOMMPECCHM 3PMTENDHOTD NEPEKPECTE

MPT u/f3 3 MecALa NOCNe ONepaLWmM

v
\; v V. V
HeT oCTaTouHOoM HeBonbluaA MHTpacennApHan OCTaTouHaA ONyXo/b ¢ ArpeccueHan onyxonb
CMYNONM OCTATOUHAR ONVXOND SKCTRaCRNNAPHBIM NpM AWArHOCTHHE W/WaW
\l/ \l/ paCI‘IF}DET;i)aHEHHEM OCTATOMHAR ONyXOAbE
¥ arpeccHBeHLIMK
Moa Habnoaeduem MPT Moa Habnwgesuem MPT MHanemayancHo EATOTHIECE
M FOPMOHANbHOW GyHHLLMK M TOPMOHANbHOR GyHKLKK (HabnopeHue, vabepronmy, NpUaHAKaMH
\

i i

ABHbIA pocT oNyXoau ¢
HapyleHHeM 3PEHMA
W/WnK Komnpeccuei

IPUTENBHOTD NEpEKpeCcTa

TperpeccBHbIA pocT
onyxonM Bes HapyleHWA
3peHuA 1 Be3 KoMNpeccHu
3PUTENBHOMD NEpPEKpPeCTa

W/

XMpyprua+ MydeBan Tepanua

Vi

Nyuyesaa Tepanua
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