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YIOK 616.31+615.28:618.19-006.6+612.015

[ [ CokonoBa, I. C. CyxiHa

XapkiBeokul HayioHanbHul meduynull yHiBepcumem, kaghedpa cmomamosnoaii

PO3BUTOK AIUCBIO3Y B MOPOXXHUHI POTA
Y XBOPUX HA PAK MOJIOYHOI 3A/I03U HA ETANAX NMPOBEAEHHS
LLMKNIB AL’ IOBAHTHOI NOAIXIMIOTEPANII

OnHKUM i3 HaMBINbLL 3HAUHKMX NOBIUHWX eheKTIB CydacHOT NPOTHUNYXJMHHOI Tepanii € 3ananeHHs CIU30BOI
060/IOHKH MOPOXKHWUHKW pOTa — XiMioTepaneBTUUHOACOLIMOBAHWI MYKO3MT.

BigomMo, Wo BUpiwanbHy ponb y naToreHesi MaMke BCiX CTOMAaTOJOrUHWMX 3aXBOpPIOBaHb Bifirpae
MiKpOBHUI chakTop, a caMe CTaH opasibHoro ancbiosy.

lNpoBeneHe BoCNi yKEHHA POTOBOI PiAMHW Y XBOPHUX Ha pak MOJIOUHOI 3a103K Lo NoUYaTKy nofiximioTepanii
BUABWJIO, LWLO AJ151 HUX € XapaKTePHUM 3HauHe 3HWXeHHs piBHs nizouumy — 0,059+0,022 op /5 (npu-
6/11M3HO B 2 pasW BigHOCHO HOpMHK) Ha BCix eTanax [XT Ta piske NiABHLLEHHA aKTUBHOCTI ypeasn —
0,782+0,110 mkkat /5 (B 6—8 pasis BuLLe HOpMK). BrsiBnieHo 3pocTaHHs cTyneHs opasbHoro avcbiosy
B 13,3 pasu nopisHsHO 3 HopMoto. LLi aMiHu 36epiratotbes Ha Beix etanax MXT.

OTpuMaHi gaHi ceiguaTh Npo 3HauHe 36i/blIeHHA MIKPOBHOro 0BCiMEeHIHHA MOPOMKHHUHK POTa Y XBOPHX
Ha PM3 Ha Tni npoeegeHHs uMknie ag’toBaHTHOI [XT,

KmouoBi cnoBa: pak monouHoi 3an03u, hosiximiomepanis, pomoBa piduxa, ghepmeHmu, Ai304um,

ypeasa, ducbios.

MNpoeefeHHs aHTUONACTOMHOI Tepanii € TOKCHUHWM
SIK OJ151 BCbOrO OpraHiamy B LiJlOMy, TaK i ANa CAUM30BOI
060710HKH NOPOXKHWHK poTa [ 1—3].

Baxxnveoo ua npobnemMa € g8 XBOPWX Ha pak
MoJsIouHOT 3an03u (PM3) uepes BUCOKUM piBeHb 3aXBO-
PIOBaHOCTI Ta TPOMHOCTI XiMionpenapaTie 4O CAW30BOI
LUTYHKOBO-KWLLKOBOrO TPaKTy, HaBiTb B YMOBAaX CTaH-
LapTHUX NPOTOKOJIIB J1IKYBaHHS.

PaHiwe HaMW nokasaHo, Lo YacToTa Liei natonorii
pocsirae 90% y XBOpHX Ha pak MOJIOYHOI 3a/103K MpH
npoBefeHHi af’loBaHTHWX UMKAIB noJixiMioTepanii
(MXT). Le Moxe cTaHOBUTM 3HaUHWK LOWCKOMOPT
XBOPHM, 3HWXYBATH eDEeKTHBHICTb JliKyBaHHS, Byayuu
LO30NIMITYIOUMM, HEPILKO NPU3BOLSAUM 4O NOTipLUEHHSA
CTaHy XBOPUX Ta NPHUINUHEHHS NPOBEAEHHS cheLliaibHoro
NikyBaHHA [3—7].

OfHWM i3 HaWBinbll 3HAUHUX NOBIUHKX edoeKTiB
CYYacHO! NPOTUNYXJMHHOI Tepanii € 3anaineHHs CAU30BOI
060/I0HKK — XiMiOTepaneBTUUHOACOLIMOBAHWI MYKO3MHT.

Bigomo, wo BUpiwanbHy posb y natoreHesi makxe
BCiX CTOMATONOrUHWX 3aXBOPIOBAHD Biflirpae MiKpOBHHUI
chakTop, a came cTaH opasbHoro ancbiosy [8].

MeTa pocnigkeHHs

BusHaueHHs cTaHy opasibHOro gUc6iosy B NOPOXKHHUHI
poTa y XBOPWX Ha pak MOJIOUHOI 3a71034 Lo Ta nif vac
npoBefeHHS LMWKAIB noaixiMioTepanii.

Marepianu i meTogu

Ina paHoro pocnipkeHHs B3ATO OLHOPIAHY rpyny
nawieHToK — 26 iHOK, XBOPWX Ha paK MOJIOUHOI 3as10-
31 TINOMO — T2N 1MO cTagii, siki oTpuManu Ha 1-My eTani

KoM6iHOBaHe AiKYBaHHS: pafuKasbHy MacTeKTOMilo 3a
MapneHoM Ta nicnsionepalivHWM Kypc npoMeHeBoi Tepanii
Ha Wsixu perioHapHoro fiMdpoeiaToky B fosi 40 Ip.

Uepes 2 TWXK nicns 3akiHUeHHA nicnsionepaliMHOro
Kypcy NpoMeHeBoOi Tepanii posnoyato Kypc nojixiMio-
Tepanil, AKWK CKNafaBca 3 6 LMKAIB HACTYNHUMU Npena-
paTamu [9]:

— pokcopy6iunH 30 mr/m?
BHYTPILIHbOBEHHO;

— b5-chropypauun 500 mr/m? 1-h Ta 8-M peHb
BHYTPiLUHbOBEHHO;

— uuknodocdaH 400 mMruepes 8- fieHb BHYTPiLLIHbO-
M’A30BO.

TpwuBanictb 28-geHHOr0o LUKy XiMioTepaneBTUUHOIO
NikyBaHHA cknapae 14 gnis [9].

[ns 06’€KTUBHOI OLLIHKH CTaHy MOPOXHUHKW poTa Npo-
BELEHO LOC/iIXKEeHHS B HECTUMYJ/IbOBaHIM POTOBIM piaMHi
BioXiMiuHKWX MapKepiB — akTUBHICTb ypeasu [10] (nokas-
HHK MiKpoBHOro obciMeHiHHA) Ta aKTHUBHICTb Ni3OLMMY
[10] (nokasHWK HecneuudbiuHOro iIMyHITETY) 0O NoyaTKy
MXT, nepeg I, IV ta VI uuknamu,

3a cniBBiAHOLWEHHSM BigHOCHWX PIBHIB aKTWMBHOCTI
ypeasu Ta Ni3ounMMy pPO3paxoByBasM CTYMiHb AHcbiosy
3a A. T, JleBuupbkum [10].

MNauieHTKKM nepen nouyaTkoM npoeegeHHs [IXT
BpaHLi HaTlleceple uyepe3 3 XB Nic/is NonepefHboro
ONOJCKYBaHHS MOPOXKHWHKW POTa KWMN'SUEHOK BOLOHD
(32BOPOHAM UMCTHUTH 3yOUW Ta BUKOPHCTOBYBATH 3YOHI
enikcipy abo ononickyeaui, yBaHHS uoro-Hebyab,
KYPiHHS ToLo) 36Mpanu poToy piguHy npotarom 10 xs

1-h 1a 8- pewHb
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y MipHy npobipky. Micna ueHtprcbyrysanHs (2500 06 /xs
ynpogoex 10 xB) Bigbupanu HagoCaAKOBY PiguHY B UMCTI
CyXi NeHILUUNIHOBI ¢hnakoHHU.

CraTtucTruHy 06pobKy oTprMaHoro mMatepiasy npo-
BOAMIIM 3a flonoMoroto naketa nporpam STATISTICA.

Pesynbrati gocnigkeHb Ta ix o6roeopeHHs

duvHamika pocnigykyBaHWX NOKa3HWKIB B Npoueci
umknis MNXT npeacrtasneHa B maba. 1. 3 npefctaBieHHX
JaHWX BUIOHO, WO Y BCiX XBopWX Ha PM3, we no nouat-
Ky nposegeHHs MXT, akTHBHICTb ypeasw 36inbluyeTbes B
7,1 pasu(p <0,05), wo cBigunTb NPO 3HaUHe 36iNbLIEHHS
MiKpoBHOrO 0bCiMeHiHHS NOPOXKHWHK poTa. Ha TAi npo-

HesBaxkatoud Ha 3HWKEHHS aKTMBHOCTI ypeasw i
nizoummy nepeg VI upknom MXT NopiBHSAHO 3 BUXigHUMK
JaHUMK cTyniHb aucBiosy He 3sMmiHoetbea: 13,3 op.
Ha nouatky i 14 op. nepen VI umknom MXT. OtprmaHi
JaHi cBiguaTb NMpo 3HauHe 36iNblueHHA MiKpoBHOro
0BCiIMeHIHHS NOPOXHUHK poTa Yy XBopWX Ha PM3 Ha Thi
NpoBefeHHs LWKAiB ag’toBaHTHOI [TXT,

BucHoBkHM

Y uinomy npoBefieHe fOC/iOXKEHHS POTOBOI PigUHK Y
xBopux Ha PM3 nokasano, wo we go nouatky MNXT gns
HWUX XapaKTepHUM € 3HauHe 3HWXKEHHS PiBHA Jli3oLUMY
(npubnusHo B 2 pasu BIAHOCHO HOPMM) Ha BCiX eTanax

Ta6auysa 1. Bioximivni nokasHuku pomoBoi piduru y xBopuUX HA PAK MOAOYHOI 30403U
8 npoyeci nosiximiomepanii

3noposi Bci xBopi
N noHOPM (BUXI[HUI piBerb) Mepeq Il unknom Mepen IV umknom Mepen VI umknom
n=20 n=20 n=8 n=8
Mim MeniaHa Mtm MeniaHa Mtm MeniaHa Mtm MepiaHa
zsi?;n 0,110£0,02 | 0,762+0,023* | 0612 | 0,782+0,110 | 0606 | 0,646:0,087* | 0,695 | 0,601+0,084* | 0,652
Nizoumm, . « * "
ol 0,115£0,012 | 0,057+0,010* | 0,059 | 0,059+0,022* | 0,047 | 0,046£0,015* | 0,030 | 0,04320,006* | 0,048
o 1,0£0,2 13,4+0,23* - 13,30,110* - 14,0£0,087* - 13,9+0,084* -
naucBios, of.

lTpumimka: * BiporifHo L0 HOPMMU.

BefeHHs [MXT BigbyBaeTbca fesike 3HUKEHHSA aKTHBHOCTI
ypeasu i nepen VI umknom MXT i1 nokasHUKK NepeBuLLy-
toTb HOpMY B 5,5 paszu.

PiBeHb Ni3OLMMY B POTOBIN pifHMHK BYB Y 2 pasu HUKUe
3a HopMasibHKK. [ToAIBHUI 3HUKEHWI piBeHb Ni3oLKUMy
36epiraecst Ha eeix etanax [MXT i HaBiTb JeMOHCTpYBaB
LesiKy TeHAEHLilo O NOAAJbLIOro 3HUXeHHA nepep, [V
Ta VI upknamu MNXT.

BigMiHHiCTb  BMXigHWX nNOKasHWKiB Big HOPMHM
MOACHIOETLCA TUM, WO NaLieHTkaM 3 PM3 Ha nonepepHix
eTanax JliKyBaHHS MPOBOLWAM XipypriuHe BTpydaHHS i
BOHW OTPWMYBaJM NMpOMeHeBy Tepanito. BuaHaueHHs
CTYNeHs! OpasbHOro Auchiosy y fLaHWX XBOPHX NoKasasio
Moro 3pocTaHHs B 13,3 paay.

Niteparypa

MXT Ta piske nigBWLLEHHS aKTUBHOCTI ypea3u (B 6—8
pasiB BULLE HOPMH), O OBYMOBJIIOE 3POCTaHHS CTymne-
Hsl opasibHoro Aucbiosy y gaHux xsopux B 13,3 paau. L
3MiHuW 36epiraioTbest Ha Beix eTanax MXT.

MopibHa KapThHa CBIgUMTb NMPO 3HWKEHHS BaKTepH-
LUMIOHWX BNACTUBOCTEW POTOBOI PigHHH.

MepcnekTUBU NofanblIKMX AOCAigXKEHD

OTpvMaHi faHi Lo3BONAKTL NPOrHO3YBATH PO3BUTOK
NoBiuHOT Aii LMTOCTATUUHOrO NIKYBAHHA B MOPOMXKHMWHI
poTa Ta pO3pOBWUTH NaTOreHeTHYHO OBYMOBEHMH
KOMMJEKC 3axOLiB A/ NPOMiNakTUKK LMX CePHUO3HMX
yCKiaflHeHb, AKi Hepifko NMPW3BOLSATb A0 NOTipLUEHHS
3arajibHOro CTaHy OHKOJIOTIUHUX XBOPMX.
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H. U. CokonoBa, Y. C. CyxuHna

PA3BUTUE AUCBUO3A B NOJIOCTU PTA Y BOJIbHbIX PAKOM
MOJIOYHOM XEJNE3bl HA 3TANAX MPOBEAEHUA LUKNOB
A BIOBAHTHOHW NOJIMXUMUOTEPANUHU

OpfHWM K3 Hanbosiee 3HaUMMbIX NTOBOUHDBIX IPPEKTOR MPOTUBOOMYXOIEBOTO JIEUEHHS ABJIAETCA BOCTANEHUE CH-
3UCTOM 0BOJIOUKM MOJSIOCTH PTA — XMMUOTEPANEBTUUECKH ACCOLMMPOBAHHDIM MyKO3MWT.

M3BecTHo, uTO peluatoLLyto posib B NaTOreHe3e NpakKTHUECKH BCeX CTOMATOIOTHYECKHX 3a60/1eBaHWI UrpaeT Mu1-
KPOBHbIW hakTop, B YACTHOCTH COCTOSIHWE OpasibHOro ancbrosa.

MpoBeneHHOE WCCNefoBaHHe POTOBOM XHUAKOCTH Y BOJIbHBIX PAKOM MOJIOUHOM >Keslesbl 4O Hauana NoJUXHMH-
oTepanuy BbISIBUNO, UTO O/ HUX XapaKTepHO 3HauWTesIbHOEe CHUXKeHue ypoBHs sunsoumrma — 0,059+0,022 en/n
(npuMepHO B 2 pasa OTHOCHTEsIbHO HOpMbl) Ha Bcex aTanax [MXT W peskoe noBbllleHWe aKTUBHOCTW ypeasbl —
0,782+0,110 mkkaT/n (B 6—8 pas Bbilwe HopMbl). YcTaHOB/IEH POCT CTeneHn opasbHoro ancbuosa B 13,3 pasa go
Hauasa npoeeneHus [XT no cpaBHeHWIO ¢ HOPMOM. 3TW U3MeHeHUs1 coXpaHsaoTcs Ha Beex atanax [M1XT.

MonyuyeHHble faHHble CBMAETEIbCTBYIOT O 3HAUMTE/IbHOM MOBbILEHWH BaKTepraibHOM 06CEMEHEHHOCTH NOIOCTH
pTa y 6OJIbHBIX PAKOM MOJIOUHOM Xenie3bl Ha (hoHe NPOBEAEHHS LUK/IOB afbloBaHTHOM NOAUXUMUOTEPATHM.

KnoueBoie c108a: pak Moso4dHOU Heenesbl, NOAUXUMUOMEPANUS, POmMoBas HUOKOCMb, (hepMeHmMbl, NUIOUUM,
ypeasa, ducbuos.

. Sokolova, I Sukhina
THE DEVELOPMENT OF DYSBIOSIS IN THE ORAL CAVITY IN PATIENTS
WITH BREAST CANCER DURING CYCLES OF ADJUVANT CHEMOTHERAPY

Antitumoral therapy is toxic both for the whole body, and for the oral mucosa.

For patients with breast cancer (BC) this problemisimportant because of the highincidencerate and chemotherapy
tropism to the mucosa of the gastrointestinal tract, even in conditions of standard treatment protocols.

We have previously shown that the incidence of this disease had reached 90% in breast cancer patients during
cycles of adjuvant chemotherapy (CTx). It could bring significant discomfort to the patients; reduce the effectiveness
of treatment, being a dose limiter, often leading to the deterioration of patients and discontinuation of special
treatment [3—7].

One of the most significant side effects of the up-to-date anticancer therapy is an inflammation of the mucous
membrane — chemotherapy-associated mucositis.

It is known that a microbial factor — namely, the state of oral dysbiosis, — plays a crucial role in the pathogenesis
of almost all dental diseases.

For an impartial assessment of the state of oral cavity a study was conducted in unstimulated oral fluid of 26 breast
cancer patients stage TINOMO—T2N1MO0 (who have received combined treatment — mastectomy and postoperative
radiotherapy) of biochemical markers — urease activity [10] (an indicator of microbial seeding) and lysozyme activity
[10] (an indicator of nonspecific immunity) before the start of CTx and before the ll, [V and VI cycles.

The conducted study of oral fluid in BC patients before the start of chemotherapy revealed that urease activity
has increased in 7.1 times (p<0,05) in all BC patients long before the start of CTx, indicating a significant increase
of microbial seeding of the mouth. There is a slight decrease in activity of urease against the background of CTx;
before the VI CTx cycle its figures exceed the rate in 5.5 times.

The level of lysozyme in oral fluid was 2 times lower than normal. Such low levels of lysozyme were maintained at
all stages of CTx and even showed some tendency to decline further before the IV and VI CTx cycles.

The difference between the benchmarks and the norm is explained by the preliminary conducted surgery and
radiation therapy of BC patients at earlier stages of treatment.

Stage estimation of oral dysbiosis in these patients showed its growth in 13.3 times.

Despite the decrease in activity of urease and lysozyme before the VI CTx cycle, compared to the original data,
the stage of dysbiosis is unchanged: 13.3 units at the start and 14 units before the VI cycle of CTx.

The obtained data show a significant increase in microbial seeding of the oral cavity and a reduction of the
bactericidal properties of oral fluid in patients with breast cancer against the background of adjuvant CTx. This
dictates the necessity to develop a pathogenesis-conditioned set of preventive measures for these serious
complications.

Keywords: breast cancer, chemotherapy, oral fluid, enzymes, lysozyme, urease, dyshiosis.
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