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AHHOTAUWNA

BBepgeHwne . MNosblweHne ahheKTUBHOCTM XMMMNOTEPANUN pakKa AMHHUKOB ABASETCA BaXKHOW 3agayeil COBPeMEHHO M
OHKOTrMHeKonormn. Cepbe3HbiM HeoCTaTKOM XMMMOTepaneBTUYECKNX NpenapaTos, MPUMeEHSAEMbIX NPU /IeHeHNN 3N10Ka-
YeCTBEHHbIX HOBOOOGPAa30BaHNN ANYHNKOB, AB/SETCA HU3Kas CeNEeKTUBHOCTb N CBA3aHHAsA C 3TUM BblCOKasa 06LLas TOK-
CUYHOCTb, MPOSABAIOLLLAACS B BUAE COBOKYMHOCTU HeXXenaTeslbHbIX M0604HbIX 3hheKTOB XMunoTepanmmn (PyHKLMNOHab-
Hble HapyLLUeHWS XKeNyg0UHO-KMLLIEYHOro TPaKTa, TOKCMYECKOe BO3eNCTBME Ha pa3InYHble OpraHbl U cMcTeMy Kposu). B
nocnegHme rofibl N3yyaeTcs posib gucbakTepmosa Kak paktopa, BUSAIOLWLEro Ha NepeHOCMMOCTb XMMUOTepPanuu.

L enb . CpaBHUTb BbIPQXXEHHOCTb PA3BUTUS HEXKENATE/TbHbIX ABMIEHNI Y NaLMEHTOK CO 3/10Ka4eCTBEHHbLIMU HOBOO6Pa30-
BaHMAMU AUYHUKOB, NONYyYaloLLMX XMMMOTepanuio, Ha (PoHe NPUMeHEHNS NPOBMOTUKOB U 6e3 NPUMeHEHNSA MPO6UOTUKOB.
MaTepunans ©n mMeToOpfbl . BunccnegoBaHnn NpuHAAnN yyactme 25 naymMeHTOK C AUAarHO30M «pakK AMYHNKOB
11-1V cTtagnm». MaymeHTKam rpynnbl nccnegosanmsa (10 4yen.) nNpoBogMNOCL KOMOUHMPOBaHHOE fledeHne (LUTopeaykK-
TUBHas onepaums + 6 Kypcos xmmuoTtepannu). MNauneHTKW 3TON rpynnbl HA NPOTAXEHUN 3 KypPCOB XMMMOTepanum nony-
yanu MynbTUCMHOMOTUK «BegabuoTUK» - WHHOBALMOHHbLIV OTe4YeCTBEHHbIN npenapart, cojepXkawmin 11 wrTamMmoB-
NpPo6UOTUKOB, NPE6NOTUK, BUTAaMUH C 1 NPUPOAHbLIY copbeHT. Fpynny cpaBHeHMS cocTaBunuy 15 nauMeHTOK ¢ AMarHo3omM
«pakK AanyHnkKos I 1-1V ctagnm», KOTopbIM 6b1/10 MPOBEAEHO TO XKE NIeYeHMe, YTO 1 NaLMeHTKaM rpynnbl UccnefoBaHus, HO
6e3 npuema NpobuoTMUecKux npenapartos. Ana n3yyeHns aheKTUBHOCTU Npmuema NpobMoTUKOB OLeHMBaIUCL: 06LLee
COCTOSIHME NaLMeHTOK No wkane KapHoBcKoro (nokasatenb - WHAEKC KapHOBCKOr0); KayecTBO YXU3HW NauuMeHTOK Mo
onpocHMKy EORTC QLQ-C30 (version 3.0); pe3ynbTaTbl 06LWEKINHUYECKOTO N 6UOXMMNYECKOT0 aHaIn3a KpoBW.
PesdynbTtartbl . OueHka 06Lero COCTOAHMA NayuMeHTOK No wkane KapHOBCKOro nokasana oCTOBEPHOe yyuLleHune
CamMO4YyBCTBMSA MaLMEHTOK B rpynne uccriefoBaHUA. Y NauneHToK, NPUHMUMaBLINX «BenabnoTnk», 4OCTOBEPHO MeHee
BbIPaXKeHbl TaKMe CyObeKTMBHbIE XKanobbl, Kak ofblLlka, 60/b, HapyLIeHNe CHa, cNaboCcTb, CHUXEHME anmneTnTa, TOLLHOTA,
pBOTa, Anapes. CornacHo gaHHbIM 6MOXMMNYECKOr0 aHanm3a KpoBu, B rpynne UccnefoBaHnsA 4OCTOBEPHO HUMKE YPOBEHb
nevyeHOYHbIX DepPMEHTOB.

3akntwyeHue . [NpuBeaeHHbIE aHHbIE MOTYT yKa3blBaTb HA BO3MOXXHOCTb XMMMOMNPOTEKTOPHOIO 3hheKTa co CTO-
POHbI MMKPOGUOTbI TO/ICTOrO KULeYHUKa. o0 MHEeHMI0 aBTOpPOB, MY/IbTUCUHOUOTUK «BeaabnoTnk» MOXeT ObITb PeKo-
MeHA0BaH A1 BK/IOYEHUS B AMeTYy OHKO/IOTMYeCKUM MauMeHTam, MoJydarouwimMm npoTMBOOMNYXO/EeBYHO Tepanuio, Ans
3(h(heKTUBHOr0 BOCCTAHOBIEHNA MUKPOBMOTbI TOSICTOr0 KULLIEYHMKA.
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The role of probiotics in the correction of adverse events during
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ABSTRACT

Introduction. Increasing the effectiveness of chemotherapy for ovarian cancer is an important task of modern
oncogynecology. A serious disadvantage of chemotherapeutic drugs used in the treatment of malignant ovarian neoplasms
is a low selectivity and the associated high systemic toxicity which manifests itself as a combination of undesirable side
effects of chemotherapy (functional disorders of the gastrointestinal tract, toxic effects on various organs and the blood
system). In recent years, the role of dysbiosis as a factor affecting the tolerability of chemotherapy has been studied.
Aim. To compare the severity of the developing adverse events in patients with malignant ovarian neoplasms receiving
chemotherapy with the use of probiotics and without them.

Materials and methods. The studyinvolved 25 patients diagnosed with stage I1-1V ovarian cancer. The
patients of the study group (10 women) underwent combined treatment (cytoreductive surgery + 6 courses of chemother-
apy). During 3 cycles of chemotherapy, the patients of this group received VedaBiotic, an innovative domestic multisynbi-
otic drug containing 11 strains of probiotics a prebiotic, vitamin C, and a natural sorbent. The comparison group consisted
of 15 patients diagnosed with stage 11-1V ovarian cancer, who received the same treatment as the patients in the study
group butwithout taking probiotic preparations. To study the effectiveness of taking probiotics, the following were assessed:
condition of patients according to the Karnofsky Performance Scale (indicator - Karnofsky performance score); quality of
life of patients according to the EORTC QLQ-C30 questionnaire (version 3.0); results of full blood count and blood chem-
istry.

Results. Theassessmentofpatients’ general status on the Karnofsky Performance Scale showed a significant improve-
ment in the well-being of patients in the study group. Patients who took VedaBiotic had significantly less pronounced
subjective complaints such as dyspnea, pain, sleep disturbance, asthenia, loss of appetite, nausea, vomiting, diarrhea.
According to the results ofblood chemistry, the level of liver enzymes was significantly lower in the study group.
Conclusion. Thesedatamayindicate the possibility of a chemoprotective effect on the part of the microbiota of the
large intestine. In the authors’ opinion, VedaBiotic can be recommended for the inclusion into the diet of oncological
patients receiving anticancer therapy to effectively restore the microbiota of the large intenstine.

Keywords: ovarian cancer, chemotherapy, probiotics, synbiotics, VedaBiotic.
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BBEOAEHWE
MoBbileHMEe 3MEPEKTUBHOCTM XUMUOTepanmu

INTRODUCTION
Increasing the effectiveness of chemotherapy for

paka SIMMHUKOB SIBNSIETCA Ba)XKHOW 3ajavein coBpe-
MEHHOW OHKOrmMHekonorun. CorfnacHo AaHHbIM
2019 r., pak SNYHUKOB 3aHMMaeT [AeBATOE MeCTO
B CTPYKType 06Leii OHKOorM4eckoii 3aboseBaemo-
CTW HacesneHna Poccrun. Ha fonto naymeHToB ¢ gua-
rHO30M «pakK ANYHUKOB» npuxoautca 4.1 % >KeH-
CKOrO HacesieHus, MNPy 3TOM Yalle BCero narosiorns
BbisiBNsieTca B Bo3pacte 50-69 net [1]. MNMoka3saTenb
3a60/11€BaeMOCTU 3/10Ka4eCTBEHHbIMW HOBOOGpPa30-
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ovarian cancer is an important task of modern onco-
gynecology. According to 2019 data, the ovarian can-
cer ranks ninth in the structure of the total cancer
incidence of the Russian population. The proportion
of patients diagnosed with ovarian cancer accounts
for 4.1% ofthe female population, with the pathology
most often detected at the age of 50-69 years [1].
The incidence rate of malignant neoplasms of the
ovaries in the Russian Federation in 2019 was 18.06
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BaHMAMU SMYHUKOB B Poccuiickoi Pepepaunun
B 2019 r. coctaBun 18.06 Ha 100 TbIC. XXEHCKOrO
HaceneHus, B Cubmnpckom degepanbHOM OKpyre -
20.23 Ha 100 TbIC. XXEHCKOro HacesnieHusi, B HoBocu-
6upckoin obnactn - 19.07 Ha 100 TbIC. XKEHCKOro
HaceneHus [1].

CornacHo KNMHNYECKNM pekoMeHaaumsam
MwuHucTepcTBa  34paBooxpaHeHMs  Poccuiickoi
®epepaymn 2020 r. Mo fe4YeHUO pacnpocTpaHeH-
HbIX (DOPM 3/10Ka4yecTBEHHbIX HOBOOGpa3oBaHWi
ANYHUKOB, PEKOMEHAYeTCA NpoBefeHMe onepaTus-
HOro fieyeHNs B 06bemMe MOAHON MU ONTUMabHOM
uMTOpPEfyKUMM Ha MepBOM 3Tarne C Moc/eaylowmm
NnpoBefeHMEM aAbloBaHTOW MoAUXMMMOTEpPaANnNn
npenaparamu naaTuHbl B KOMOMHauMKU C Takca-
Hamu. [py HEBO3MOXXHOCTU BbINOSIHEHUS ONTU-
MasibHOM UUTOPefyKTUBHOW onepauun Ha nepsoMm
aTane peKOMeHAyeTCA HauduHaTb JsieYeHue C Heo-
aAblOBaHTHOM TaKcaH- W nNaaTUHOCco4ep Kallen
nonnxmmMmmoTepanun [2].

Cepbe3HbIM HefoCTaTKOM XMMUOTepaneBTUYe-
CKMX NpenaparToB, NPUMEHSAEMbIX MPU IeYEHNU 3/10-
KayeCTBEHHbIX HOBOO6PA30BaHU ANYHUKOB, ABMSA-
eTCA HU3Kas CefeKTUBHOCTb W CBA3aHHas C 3TUM
BbiCOKas o06uaa TOKCUYHOCTb. HexkenatenbHble
ABNEHUS, BO3HMKaOLWMe Npu NpoBefeHNN XMMUO-
Tepanuun, BKIOYAOT KakK remMo- U MMMyHoZenpec-
CUI0, TaK U CTPYKTYPHbIe NOPadKEeHUSA BHYTPEHHUX
opraHos [3, 4].

HexxenaTenbHbIMW SABAEHUAMU XUMMOTepanumn
ABNAKOTCA TOLWHOTA, PBOTA, HEKPOTUYECKAs 3HTepo-
natuns, cBsA3aHHasA C MOPaXeHWeM C/AN3UCTON 060-
NIOYKN KULIEeYHUKa, renaTtobunnapHbie paccTpoi-
cTBa [5, 6]. C xnmunoTepanmein TakxKe CBsA3aHO pa3Bu-
Tne ancbmnosa KuLeYHMKa, a MMEHHO N36bITOUHbIN
poct n akTtueuzauus Clostridium difficile n pexe
Klebsiella oxytoca, 4yto aBnsieTcs ogHON U3 NPUUNH
YCTONYNBOW gnapen Ha GoHe NoANXMMmMoTepanmum u
Jonroe BpeMs nocne ee 3aseplueHus [7, 8].

MwnkpobmoTa B COBOKYNMHOCTU CO MHOTUMU ApY-
rmmu pakTopamm pucka npuBOAUT K KONEKTUBHOM
OTBETCTBEHHOCTM 3a Mpouecc KaHueporeHesa.
K HacTosieMy BpemMeHW MpoBeAeHO A0CTaTOYHO
ncceoBaHUii, NOCBALLEHHbIX CBA3U MEXAY KuLley-
HON MUKPOOBUOTON N pa3BUTMEM 3/10KAYECTBEHHbIX
HOBOOOpa30BaHUN [AblXaTesibHOro, MO4YernosioBOro,
XKeNyAo4yHO-KNLLEYHOro  TpakToB.  Pe3synbTathl
nccnegoBaHMA NOKasbIBAKOT, YTO MUKPOOHbLIA AUC-
6103 Ccnoco6CcTBYeT BOCAPUUMUUBOCTU K paky
NocpeAcTBOM MHOXECTBEHHbIX MexaH13MoB [9].

MoBbilleHNe cogep>kaHus budmngobakrtepuin obe-
cneymBaeT co3gaHwe 6naronpuATHOM cpedbl AN
KULLEYHbIX NPUCTEHOYHbLIX CUMONOHTOB 3a CYeT yBe-
NINYeHNA codepXKaHnsa B KULLEYHUKe KOPOTKOLLeno-
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per 100 thousand female population, in the Siberian
Federal District - 20.23 per 100 thousand, and in the
Novosibirsk Region - 19.07 per 100 thousand female
population [1].

According to the 2020 Clinical Guidelines of the
Ministry of Health of the Russian Federation on the
treatment of advanced ovarian cancer, at the first
stage, the surgical treatment in the volume of com-
plete or optimal cytoreduction (debulking surgery)
followed by an adjuvant polychemotherapy with
platinum drugs in combination with taxanes, is rec-
ommended. If, at the first stage, it is impossible to
perform optimal cytoreductive surgery, it is recom-
mended to start treatment with neoadjuvant taxane-
and platinum-based polychemotherapy [2].

A serious disadvantage of chemotherapeutic
drugs used in the treatment of ovarian malignancies
is the low selectivity and associated high systemic
toxicity. Adverse events that occur during chemo-
therapy include both hemo- and immunosuppres-
sion, and structural damage to internal organs [3, 4].

Adverse effects of chemotherapy are nausea,
vomiting, necrotizing enteropathy associated with
damage to the intestinal mucosa, and hepatobiliary
disorders [5, 6]. Chemotherapy is also associated
with the development ofintestinal dysbiosis, namely,
overgrowth and activation of Clostridium difficile
and, less commonly, Klebsiella oxytoca, which is
one of the reasons of persistent diarrhea during
polychemotherapy, and for a long time after its com-
pletion [7, 8].

The microbiota, together with many other risk
factors, leads to a collective responsibility for the
process of carcinogenesis. To date, enough studies
have been carried out focusing on the relationship
between the intestinal microbiota and the develop-
ment of malignant neoplasms of the respiratory,
genitourinary, and gastrointestinal tracts. The
results of these studies indicate that microbial dys-
biosis contributes to cancer susceptibility through
multiple mechanisms [9].

An increase in the content of bifidobacteria pro-
vides a favorable environment for the mucosa-asso-
ciated bacteria by increasing the content of short-
chain fatty acids in the intestine, a high level of coli-
cins, inhibition of growth of putrefactive bacteria,
and enhancing the enzymatic digestion of the intesti-
nal contents. Under such conditions, the aggressive
action of cytostatic and hormonal drugs on the intes-
tinal mucosa is significantly less traumatic for both
intestinal villi and symbiont microcolonies [10].

A meta-analysis conducted using the Cochrane
Central Register of Controlled Trials showed that the
use of probiotics before and during chemotherapy
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YEUHbIX YXUPHbIX KUCMOT, BbICOKOIO YPOBHS KONULM-
HOB, MOJABMEHUSA POCTa FHUIOCTHOW MUKPOMIOpbI,
ycuneHmsa oepMeHTaTUBHOM 06paboTKM COAEPXKMMOTO
KULIKW. B Takmx YCNoBUSX arpeccMBHOE [elcTBUe
LUMTOCTATMUYECKMX U TOPMOHa/bHbLIX MpenapaTtoB Ha
CNN3UCTY0 060M104KY KMLLEYHMKA CYLLIECTBEHHO MeHee
TpaBMaTUYHO KaK [/11 BOPCUHOK KULLIEYHWKA, TaK U
AN MMKPOKOMTOHWUIA cumbuoHToB [10].

MeTaaHann3, NPoBeAEHHbIA C UCMO/Ib30BaAHMEM
KOKperiHOBCKOro LieHTpasbHOro perncrpa KoHTpo-
NnpyeMbIX MccnefoBaHMiA, Nokasas, YTO NPUMeHe-
HVYe NPOOGUOTMKOB A0 M BO BPEMS XMMMOTepanuu
3thheKTUBHO NpeAoTBpaLLaeT BOSHNKHOBEHME Ana-
peu cpeAn OHKOJIOrM4YeckKux nauneHToB. CornacHo
pesynbTaTam mMccnefoBaHwWiA, Npuem NpPobUOTUKOB
cnocobeH ynNyywWwnTb TepaneBTUYECKUIA 3dgekT
npyu fNeyYeHWU A[Mapen, BbI3BAHHOW XuUMMOTepa-
nuen, ¢ MEHbLUMM KOSIMYECTBOM HeXenaTesbHbIX
aBneHni [11].

[Ana coxpaHeHns 3 PEKTUBHOM MHTEHCUMBHOCTU
[030BOr0  pexuma HeobXxoAMMO UCMOMb30BaHUe
BCEro apceHasna CpeAcTB COMPOBOAUTENbLHOW Tepa-
nuun [12]. B cBA3M C 3TUM MOUCK 1 pa3paboTKa HOBbIX
npenapaToB CONPOBOAUTENLHOIO SIEHEHUS MPU MPO-
BEEHVN XMMMNOTePanuun BMSETCA aKTyaslbHOM Mpo-
6nemoii n 0bycnoBnnBaeT LieNlb HACTOALLEr0 nccne-
[OBaHUS.

LLE/Tb MCCNEOOBAHWNA

CpaBHUTb BbIPKEHHOCTb PAa3BUTUSA HexXena-
TeNbHbIX AB/IEHUIA Yy NaLMEeHTOK CO 3/10KauecTBEeH-
HbIM HOBOOGPAa30BaHUSIMU SMYHUKOB, MOJTyYaloLLINX
XUMUoTEpanuio, Ha poHe NPUMEHEHUSI NPOGUOTHU-
KOB 1 6€3 NpMMeHeHUs1 MPOGUOTMKOB.

MATEPUVAJIbI N METO4bI

B paboTe ncnonb3oBasicsa NMopOUNN3NPOBaHHbIN
Karncy/iMpoBaHHbIA  NpobMoTMYECKUA  npenapat
«BepabuoTUK»  (CBUAETENLCTBO O perucrpauum
RU.77.99.88.003.R.000658.03.20 oT 06.03.2020).
B coctaB npenapata BxoAuT 11 WTaMMOB-
NPO6MOTUKOB B OHOWM N3 CaMbIX BbICOKMX KOHLEH-
Tpaynini Ha pbiHKe: 6 WTaMmmoB 6udungobakTepumii
(Bifidobacterium (B.) bifidum (2 wTamma),
B. longum (2 wtamma), B. breve, B. adolescentis),
4 wtamma nakTobakTtepuii (Lactobacillus (L.)
acidophilus, L. casei, L. plantarum, L. rhamnosus),
Streptococcus thermophilus, koTopble ycunuearoT u
[ONONHAKT AelicTBUe Apyr Apyra; NpebuoTuK nak-
Tynosa; BuTaMumH C; NPUPOAHbIA COPOEHT - MUKPO-
KPUCTa/I/IMYEeCcKas Le/sosa.

JinodmnnsnpoBaHHasa Gopma NpobUOTUKOB, B
OT/INYME OT XWUAKOM (hopMbl, NO3BONSAET CO34aTb
YCTOMUYUNBLIA KOHCOPLWUYM M3 NaKTo- N buumnagobak-
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was effective in preventing diarrhea among cancer
patients. According to the studies, probiotics can
improve the chemotherapy-related diarrhea treat-
ment outcomes, which results in fewer adverse
events [11].

To maintain the effective intensity of the dose
regimen, it is necessary to use the entire arsenal of
supportive care [12]. In this regard, the search and
development of new drugs for supportive care during
chemotherapy is an urgent problem and determines
the purpose of this study.

AIM OF THE RESEARCH

To compare the severity of developing adverse
events in patients with ovarian malignancies receiv-
ing chemotherapy along with probiotics and without
their use.

MATERIALS AND METHODS

We used a lyophilized encapsulated probiotic
preparation VedaBiotic (registration certificate
RU.77.99.88.003.R.000658.03.20 dated March 6,
2020). The composition of the drug includes 11 pro-
biotic strains in one of the highest concentrations on
the market: 6 strains of bifidobacteria (Bifidobacte-
rium (B.) bifidum (2 strains), B. longum (2 strains),
B. breve, B. adolescentis), 4 strains of lactobacilli
(Lactobacillus (L.) acidophilus, L. casei, L. planta-
rum, L. rhamnosus), Streptococcus thermophilus,
which enhance and complement each other’s action;
lactulose as a prebiotic; vitamin C; natural sorbent -
microcrystalline cellulose.

The lyophilized form of probiotics, unlike the lig-
uid form, allows you to create a stable consortium of
lactobacilli and bifidobacteria. A balanced and mutu-
ally reinforcing formula of bifidobacteria and lacto-
bacilli creates the necessary diversity of bacteria in
the intestine.

The complex effect of the drug lies in the high
antagonistic activity of bifidobacteria and lactobacilli
toward awide range of pathogenic and opportunistic
microorganisms, as well as the production of various
substances and factors by these beneficial bacteria
necessary for the body to maintain an optimal func-
tional state and well-being, to increase systemic
immunity and regulate the body processes of fat and
carbohydrate metabolism [13]. VedaBiotic has a
modulating effect on the cytokine production, caus-
ing a decrease in the pro-inflammatory cytokines
IL-1P and IFNy, and an increase in the anti-inflam-
matory cytokine IL-10 [14]. Prebiotic factors (lactu-
lose and microcrystalline cellulose) contribute to the
effective restoration, growth and development of
beneficial intestinal microflora.
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Tepuit. CbanaHCcMpoOBaHHas U B3aUMHO YyCU/IUBAlO-
wasa gopmyna u3 6udnago- n nakTobakTepuin cos-
faeT Heobxogmmoe pasHoo6pa3ne OGaKTepuin B
KULLIEeYHUKE.

KomniekcHoe feicTBMe npenapaTta 3ak/toya-
€TCA B BbICOKOW aHTarOHUCTUYECKOW aKTUBHOCTU
61nao- U NakTobaKTepUii MPOTUB LLMPOKOIOo CheK-
Tpa naToreHHbIX WU YCNOBHO-NATOreHHbIX MUKPOOP-
raHM3mMoB, a TakXe NPoAYKUUU 3TUMMU NOME3HbIMU
H6aKTepusaMN pasfINYHbIX BeLlecTB U (HaKTOPOB.,
HeobXoAUMbIX OpraHn3mMy Ans noggep>xaHusa onTu-
MasibHOro (PYHKLUWOHANIbHOIO COCTOSHUA W XOPO-
Lero ypoBHS 340pOBbSA, B MOBbIWEHUN 0O6LLEro
MMMYHUTETA U HOpMasin3aumu MNpOLLecCOB XXUPO-
BOr0O W YyrnesoAHoro obmeHa B opraHusme [13].
«BenabuOTUK» OKasblBaeT MOAY/MPYHOLLee BAUS-
HMEe Ha NPOAYKLUUIO LUTOKUHOB, Bbi3biBas CHUXe-
HVe npoBoOCNa/IUTENbHbIX UUTOKUHOB WJI-10 n
MPHY » noBblleHNe MPOTUBOBOCMANNTE/IBHOIO
umtokmnHa MNJ1-10 [14]. MpebrnoTryeckmne hakTopsbl -
NakTyno3a n MMKpPOKpUCTaNIMyecKas Lenntosa -
Cnoco6CcTBYOT 3(P(hEeKTUBHOMY BOCCTaHOBJ/IEHUIO,
pocTy ” pas3BUTUO  MNONE3HOW  MUKPOQIopbI
KULLIEYHNKA.

B xone mnccnegoBaHuA oueHMBaNW BAUSHWE MNpe-
napata «BegabmoTnk» Ha KauyecTBO XM3HU, MOKasa-
TeNn TOKCUYHOCTM MPOBOANUMOTO NIe4eHNs y naymneH-
TOB, MOJIyYaloLWMX XMMnoTepanuio. icnonb3oBaincs
cnefyrouime KpUTeEPMU BKIKOUYEHUS B UCCNe0BaHMe:

1. Jo6pOoBOSILHOE CcOrfacuMe Ha yyactue B uccne-
[OBaHMM nyTeM nNpefocTaBfieHUss MNUCbMEHHOro
MHMOPMMPOBAHHOrO COrnacus.

2. Jlnua >KeHCKoro rnosia B Bo3pacTe oT 18 fo
80 ner.

3. lvarHo3 1 npejLiecTeytoLlee cneLnann3npo-
BaHHOe fleyeHue:

a) Hanuume 310Ka4yeCcTBEHHOro HOBOOGpa3oBa-
HUA ANYHNKOB |11V cTtagun;

6) NaLVeHTKe BbIMOMHEHO OMepaTUBHOE fleyeHne
N ecTb HeO6XOAMMOCTb B MPOBEAEHUU CUCTEMHOA
NpPOTVBOOMYXO/IEBOM Tepanuu.

4. CtaTyc nauymeHTa no wkane ECOG (Eastern
Cooperative Oncology Group) He 6onee 2 wawn
nHaekc KapHoBckoro He meHee 50 %.

KpuTtepnamMmmn ncknoUveHns 6biam: oTKas oT yya-
CTVUSA B uUccnefoBaHUWN; GepeMeHHOCTb/KopMIeHne
rpyapto, HEMepeHoCUMOCTb Kakoro-m6o n3 Komno-
HeHTOB «BepgabuoTuk»; ntob6oe 3abonesaHue wnan
COCTOSIHME, KOTOpOe fenano 6bl MHTepnpeTtauuto
NOMYyYEHHbIX AaHHbIX HEBO3MOXXHOIA.

B rpynny nccnefosaHms 661X BKOYEHbI NaLu-
eHTKWN C gmarHosom «pak andHukos |1V ctaguu,
rMCTONIOrMYECKN —CEePO3HbI pak AMYHUKOB». B AaH-
HOl rpynne npegcTaBneHbl NaLMeHTKU C COMyTCTBY-

Journal homepage: http://jsms.ngmu.ru

In the course of the study, the effect of VedaBiotic
on the quality of life and the toxicity in patients
receiving chemotherapy was evaluated. The follow-
ing inclusion criteria were used:

1. Voluntary consent to participate in the study by
providing written informed consent.

2. Women aged 18 to 80 years.

3. Diagnosis and previous treatment:

a) presence of the ovarian malignant neoplasm,
stage 11V,

b) already performed surgical treatment, and the
necessity of the systemic anticancer therapy.

4. The ECOG (Eastern Cooperative Oncology
Group) performance score is no more than 2, or Kar-
nofsky performance score is minimum 50%.

The exclusion criteria were: refusal to participate
in the study; pregnancy/lactation, intolerance to any
of the VedaBiotic components; any disease or condi-
tion that would make impossible the interpretation
of the data obtained.

The study group included patients with a diagno-
sis of stage 11V ovarian cancer, histologically veri-
fied serous ovarian cancer. This group included
patients with comorbidities (diabetes mellitus, arte-
rial hypertension, obesity, coronary artery disease
(CAD)). All patients in this group underwent com-
bined treatment (cytoreductive surgery + 6 cycles of
chemotherapy). The volume of performed cytore-
duction was radical hysterectomy, resection of the
greater omentum in optimal or suboptimal volume.
Before the treatment, all patients in this group
underwent diagnostic (staging) laparoscopy to assess
the spread of cancer. Chemotherapy was carried out
according to the regimen paclitaxel 175 mg/m2 on
day 1 + carboplatin AUC 6 on day 1 of a 21-day cycle.
Patients in this group received VedaBiotic for 3
courses of polychemotherapy without interruption at
the rate of 1 capsule per 30 kg of body weight.

The condition ofthe patients was assessed accord-
ing to the data obtained during three visits of patients
to the oncologist. The visits took place the day before
the start of the next course of chemotherapy. There
were 21 days between visits.

The control group included patients also diag-
nosed with stage 114V serous ovarian cancer. This
group also includes patients with comorbidities
(arterial hypertension, CAD, arrhythmia, diabetes
mellitus). All patients in this group received the
treatment in full (cytoreductive surgery + 6 courses
of chemotherapy with platinum and taxanes).
Patients in the control group did not receive probiot-
ics during chemotherapy.

To study the effectiveness of the treatment in
groups, we evaluated:
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louleri nmatonorunein (caxapHbli AnabeT, apTepuasnb-
Has TMNEpPTEeH3NsA, OXUpPEeHue, ULLIeMUYecKas
60ne3Hb cepgua (MBC)). Bcem naymeHTKam B 3TOW
rpynne npoBOAMAIOCE KOMOMHMPOBAHHOE seyeHue
(uMTOpeayKTUBHas onepaumsi + 6 KypCOB XUMMO-
Tepanmun). O6bEM BbINO/IHEHHOW LUTOpPeayKuUmn -
aKCTMpnaymsa MaTku ¢ npngatkamu, pesekumns 60osb-
LIOrO calbHMKA - ONTUMasbHbIA NN cybonTumarsb-
HbIi 06bem. [epen npoBegeHUEM crieymnann3npo-
BAHHOrO /IeYEHUNS BCEM NaLMEeHTKaM aHHOW rpynnbl
npoBoAnaachk AMarHoCcTMuyeckas nanapockonus ans
OLLeHKM pacnpocTpaHeHHOCTU npoLlecca. XMmMuoTe-
panus npoBojgunace MO CXemMe NakauTakcesn
175 mr/m2 B 1-ii geHb + kap6onnatmH AUC 6 B
1- geHb 21-gHeBHOro uukna. MNMaymeHTKN AaHHON
rpynnbl Nosy4Yanu npenapart «BegabruoTuk» Ha nNpo-
TSXKEHUM 3 KypcoB MNonuMxmmmoTtepanumu 6e3 nepe-
pbiBa 13 pacyeTta 1 Kancyna Ha 30 Kr macchl Tena.

CocTosiHMe MauneHTOB OLLeHUBaI0Cb HAa OCHOBA-
HUU AaHHbIX, MONYYEeHHbIX BO BPeMs Tpex BU3UTOB
nayunmeHToOB K OHKO/Ory. Bn3uTbl NpoBOAMAMUCE 3a
[JeHb [0 Havana ovepefHOro Kypca xumumoTtepanuu.
Mexxay Bu3mntamm rnpoxoamn 21 aeHb.

B KOHTPOAbLHYIO rpynny 66111 BKAKOYEHbI Nawu-
EHTKWN TaKXe C ANArHo30M «CEepO3Hblli paK ANUYHU-
koB |1V cTtagnm». B gaHHOI rpynne Takxe npeg-
CTaB/ieHbl MaUWeHTKM C CONyTCTBYHOLLEA naToso-
rneii (aptepuanbHas runepteHsus, VIBC, aputmus,
caxapHbiii anabeT). Bce nayMeHTKM AaHHOM rpynnbl
nosyyanu cnewmann3mpoBaHHoOe ieYeHne B MNOJIHOM
obbeme (LUUTOpedyKTMBHaA onepaums + 6 KypcoB
XummoTepannuu npenapataMmy naatuHbl U Takca-
Hamu). MauneHTKU KOHTPOSIbHOW rpynmnbl He No/y-
Yanm NPobUOTUKN B TEYEHME XMUOTEPANUNN.

Ona un3yyeHMsa apdpeKTUBHOCTU MNPOBOAUMOrO
NleyeHns B rpynnax oueHUBaINCh:

—obLee COCTOAHME OHKONOrM4ecKoro 60/1bHOro
no wkane KapHosckoro (onpegensnca nHaekc Kap-
HOBCKOrO, B MPOLEHTHOM COOTHOLUEHWUN);

— KayecTBO >XM3HW N0 OMpPOCHWKY European
Organisation for Research and Treatment of Cancer
Quality of Life Questionnaire Core 30 (EORTC QLQ-
C30) (version 3.0);

— pe3ynbTaTbl 0OLWEKINHUYECKOTO U BUOXUMN-
YeCKOro aHann3a KpoBW.

Cratuctmnyeckas o06paboTka nposoAawmsack Mnpwu
nomown naketa nporpamm Statistica 10 (StatSoft,
CLUA).

PE3YJIbTATbI 1 OBCY>XAEHUE

B nccnenoBaHue 6b1/10 BK/THOUEHO 25 NaLUEHTOK:
10 mauMeHTOK BOLWIM B TPYMNMY WUCCNeA0BaHUSA W
15 NauMeHToOK —B KOHTPO/bHYIO rpynny. CpeaHuii
BO3pacT NaLMeHTOK B rpynmne ncciefoBaHUs cocta-
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— performance status of an oncological patient
according to the Karnofsky Performance Scale (Kar-
nofsky performance score was determined, as a per-
centage);

—quiality of life according to the European Orga-
nization for Research and Treatment of Cancer Qual-
ity of Life Questionnaire Core 30 (EORTC QLQ-C30)
(version 3.0);

—results of full blood count and blood chemistry.

Statistical processing was carried out using the
Statistica 10 software package (StatSoft, USA).

RESULTS AND DISCUSSION

The studyincluded 25 female patients: 10 patients
were enrolled in the study group and 15 patients in
the control group. The mean age of patients in the
study group was 58.2 (42—72) years, in the control
group it was 58.6 (41—73) years.

When analyzing the performance status of
patients according to the Karnofsky Performance
Scale, a positive dynamics was noted in the form of a
significant increase in Karnofsky performance score
in the study group (atp < 0.05) compared with the
control. After the 3rd course of chemotherapy in the
control group, Karnofsky performance score was 56%
(the patient often needs help and medical care), while
in the study group it was 65% (the patient sometimes
needs help, but mostly takes care of himself).

Quality of life, functional capacity of the body,
adverse events of antitumoral chemotherapy were
studied according to the EORTC QLQ-C30. The
results of filling out the EORTC QLQ-C30 question-
naire were evaluated in points. Significant data on
the results of the completion of the questionnaire
after the 3rd course of chemotherapy are given in
Table 1

According to the results of the survey, in female
patients who took VedaBiotic, such subjective com-
plaints as dyspnea, pain, sleep disturbance, asthenia,
loss of appetite, nausea, vomiting and diarrhea were
significantly less pronounced. Loss of appetite, nau-
sea, vomiting, diarrhea in cancer patients may indi-
cate a decrease in the level of functional reserves of
the gastrointestinal tract (GIT) due to chemotherapy.
The administration of probiotics can reduce the
severity of these undesirable effects. Asthenia is also
less pronounced in the study group, which we assess
as a positive effect of the use of probiotics. Dyspnea is
an indirect sign of hypoxia. A significant decrease in
this symptom intensity in the study group may indi-
cate an increase in hypoxic resistance of patients
who took VedaBiotic. The manifestations of pain
syndrome in cancer patients are the result of changes
in the sensitivity of the nociceptive system with ayet

Journal homepage: http://jsms.ngmu.ru
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Bun 58.2 (42-72) roga, B KOHTPOJIbHOW rpynne -
58.6 (41-73) ropa.

Mpn aHanu3e o6LLEro COCTOAHUSA MaLUeHTOK No
wkane KapHOBCKOro OTMeYeHa MOJ/I0KUTeNbHas
AMHaMuMKa B BUAe [OCTOBEPHOrO YBe/IMYEHUS
nHaekca KapHOBCKOro B rpynne uccraegosaHuns (npu
p < 0.05) B cpaBHeEHMU C KOHTposnem. lMocne 3-ro
Kypca XumMuoTepanuu B KOHTPOJSIbHOW rpynne
nHaekc KapHoBckoro coctasus 56 % (60nbHOMY
4acTo TpebyeTcs MOMOLLb Y MEAULIUHCKOE 06CTY>XN-
BaHMe), Torga Kak B rpynre uccregosaHmsa - 65 %
(60/1bHOW MHOT A HY>XAAEeTCs B MOMOLLU, HO B OCHOB-
HOM 06Ccny>KmnBaeT cebs cam).

B xoge HabnwgeHUs 6bIJI0 M3YHEeHO KayecTBO
YXU3HU, (QYHKUMOHa/IbHas aKTUBHOCTb OpraHu3ma,
HeXxenaTteflbHble  AB/IEHWSA  MPOTUBOOMYXO0/EBOM
XMMmoTtepannum no pesynbTatam onpoca EORTC
QLQ-C30. PesynbTaTbl 3anosIHEHUS OMPOCHMKA
EORTC QLQ-C30 oueHmBanuce B 6annax. JocTo-
BEPHbIe AaHHbIe NO pe3ynbTaTam onpoca nocne 3-ro
Kypca XuMmuoTepanmu npuseseHbl B Tabn. 1

CornacHo pesynbtatam Orpoca, Y MauueHToK,
NPUHUMaBLLNX «BefabuoTuK», AOCTOBEPHO MeHee
BbIpaXXeHbl Takme CyObeKTMBHbIE >anobbl, Kak
ofblWwKa, 60/b, HapyLleHne cHa, cnabocTb, CHUXe-
HWe anneTuTa, TOLWHOTA, PBOTA, Anapes. CHMXKeHNE
anneTuTa, TOWHOTA, PBOTA, AMapes y OHKO/ormye-
CKMX MauWeHTOB MOTryT YyKa3blBaTb Ha CHWXXeHUe
YPOBHA (PYHKLMOHANIbHbIX PEe3epBOB XenyLo4YHO-
Kuwe4dHoro Tpakta (OKKT) BcneacTBme xmmuoTepa-
nuu. FNpuem NPoO6UOTUKOB CMOCOGEH YMEHbLLUIUTb
CTeneHb MPOSABMEHUSA [AaHHbIX HeXenaTe/bHbIX
shpekToB. CNabocTb U acTeHM3aUMsa TaKXXe MeHee
BbIpaXKeHbl B rpynne mnccnefoBaHUs, YTo OLEeHMBa-
eTCA HaMM KakK NONOXUTEeNbHbI adheKT Ha (hoHe
NpUMeHeHNs NPO6UOTNKOB. OblLLIKa ABIAETCHA KOC-
BEHHbIM MPU3HAKOM T[MUMOKCUYECKOro CUHAPOMA.

unknown mechanism. The sleep improvement in the
probiotic group may be due to a decrease in the
severity of other chemotherapy side effects.
According to the results of general clinical blood
analysis and blood chemistry, in the study group, the
activity of liver markers was significantly lower and
within the reference values (Table 2); while assessing
other blood parameters, no significant differences
were obtained. In the control group, the level of mark-
ers exceeded the reference range or approached it. A
decrease in the activityofaminotransferases in patients
taking VedaBiotik may indicate a hepatoprotective
effect of the intestinal microbiota during its normal
functioning due to an additional intake of probiotics.

CONCLUSION

Assessment of quality of life, performance status
and adverse events of anticancer therapy accompa-
nied by the use of probiotics showed the following:

1. Female patients who took probiotics improved
their performance status, as assessed by the Karnof-
sky Performance Scale.

2. Patients who took VedaBiotic had significantly
less pronounced subjective complaints, such as dys-
pnea, pain, sleep disturbance, asthenia, loss of appe-
tite, nausea, vomiting, and diarrhea.

3. According to the results of biochemical analysis
of blood, in the probiotic group, the level of liver
enzymes was significantly lower.

4. VedaBiotic can be recommended for inclusion
into the diet of oncological patients receiving anti-
cancer therapy, in order to improve its tolerability
and restore the colon microbiota.

Conflict of interest. The authors declare no
conflict of interest.

Ta6nunuya 1. OueHKa HexenaTesibHbIX ABMIEHWIA Ha (hOHE XMMMOTepanumn B rpynnax UcciefoBaHns U KOHTPoNs, 6anibl
Table 1. Evaluation of adverse events during chemotherapy in the study and control groups, points

[Moka3aTenb

Symptom Study group
Ogbiwka / Dyspnea 1.80 + 0.24**
Bonb / Pain 2.00 £ 0.24***

HapyweHue cHa / Sleep disturbance 2.20 £ 0.24*
Cna6octb / Asthenia

CHwmxeHue anneTtnTa / Loss of appetite
TowHoTa / Nausea

PBoTa / Vomiting

[Ownapes / Diarrhea 1.50 +0.18*

* flocToBepHo nNpnp < 0.05.
Significant atp < 0.05.

** loctoBepHO npu p < 0.01.
Significant atp < 0.01.

*** NocToBepHO Npu p < 0.001 B cpaBHEHUUN C KOHTPOJIbHOU rpynnoii.

Significant atp < 0.001 compared with the control group.

Journal homepage: http://jsms.ngmu.ru

Fpynna uccneposaHms

2.50 = 0.14***
1.90 £ 0.23***
1.60 + 0.18***
1.30 £ 0.17***

KoHTponbHas rpynna
Controlgroup

313+0.26
3.47 £0.13
3.00 £0.20
3.47 £0.13
3.33+0.23
3.40 £0.16
2.87x0.19
2.40 £0.24
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Tabnwnuya 2. Nokasatenn aMMHoTpaHcepas nocse 3-ro Kypca xmmuoTepanum
Table 2. Aminotransferases parameters after the 3rd tourse of chemotherapy

Moka3aTenb /Parameter
Study group

AnaHnHammnHoTpaHcgepasa, Ea/n 16.50 + 1.31**
Alanine aminotransferase, U/I

AcnapTtaTamuHoTpaHcepasa, Ea/n
Aspartate aminotransferase, U/I

21.50 £2.63*

* flocToBepHo nNpup < 0.01.
Significant atp < 0.01.

** [locToBepHO Npu p < 0.001 B cpaBHEHUN C KOHTPONILHOW rpynnoii.

Significant atp < 0.001 compared with the control group.

JocToBepHOe CHWXXeHWe [aHHOro rnokasatens B
rpynne uccnegoBaHMs MOXET CBUAETeNbCTBOBaTb
06 yBeIMYEHUM TUMNOKCUYECKOW YCTOMYMBOCTU
nayueHToB, NpuHMMaBLWNX «Begabnotuk». Nposs-
NeHus 60NeBOro cuHApoMa Yy OHKOMOrNYecKmnx
nauMeHTOB SABNAAIOTCA CNeACTBMEM U3MEHEHUS YyB-
CTBUTE/IBHOCTU HOUMULENTUBHOMA CUCTEMbl C MOKa
HEN3BECTHbIM MEXaHWU3MOM. Y/ydlleHue cHa B
rpynne, NpMHUMaBLUENR NPOBNOTUKN, MOXKET ObITb
00YCNOB/IEHO CHMXXEHMEM BbIPaXKEHHOCTU MPOYUX
NO60YHbIX 3hHEKTOB XUMUOTEPANNN.

CornacHo gaHHbIM 06LEKIMHUYECKOTO 1 6MOXM-
MWYECKOro aHan3a KpoBu, B rpynre nUccrieoBaHns
nokasaTenn akKTUBHOCTM [MeYeHOUYHbIX MapKepoB
[OCTOBEPHO HWMXKE M HaxoaAaTcs B npefgenax pede-
PEHTHbIX 3HauyeHWi (Tabn. 2), NpU OLeHKe APYrux
nokasaTteneii KpPOBW [OCTOBEPHbIX OT/INYUIA He
Nnosiy4yeHo. B KOHTPO/SIbHOM rpyrne ypoBeHb neve-
HOYHbIX MapKepoB NpeBbILIaeT rpaHuLy pedepeHT-
HOro gmManasoHa uan NpuoénXKaeTcsa K Hed. CHMKe-
HMe aKTUBHOCTM aMMHOTpaHcgepas y naymeHToK,
NPUHUMaBLLUNX «BefabuUoTUK», MOXeT CBUAeTeNb-
CTBOBaTb O renaTonpoTeKTOPHOM 3(PEKTE MUKPO-
610Tbl KMLLEYHNKA NPU ee HOPMaslbHOM (PYHKLMO-
HUPOBaHUN Ha (OoHe AOMOAHUTENLHOro npuema
NpPo6UOTNKOB.

CMMNCOKJTMTEPATYPbI

1. 3nokayecTBeHHble HOBOO6pasoBaHusa B Poccun B
2019 roay (3aboneBaemMoCTb M CMepPTHOCTb) / nopj
pen. A.4. KanpuHa, B.B. CrapuHckoro, A.O. Llax-
3agosoni. M.: MHVOW wnm. M.A. TepueHa - cdunuan
®rey «HMWL, pagnonorum» MwuH3gpasa Poc-
cmm, 2020. 252 c¢. URL: https://glavonco.ru/cancer__
register/3a6on_2019_3SnekTp.pdf (gata obpaweHmns:
19.09.2022).

2. Pak fiM4yHUKOB / paK MaTo4YHOW Tpy6bl / NEPBUYHbLIN
pak 6poWwnHbl: KnnHnyeckne pekomeHgaumm MmnHmn-
cTepcTBa 3apaBooxpaHeHns Pd, 2020. URL: https://
cr.minzdrav.gov.ru/schema/547_2 (pata obpalieHuns:
19.09.2022).
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FpynnawuccnefoBaHus

PethepeHTHble
3HayeHus
Reference values

KoHTponbHas rpynna
Controlgroup

37.00 +=3.86 0-35
38.67 £3.71 0-45
SAKJ/TIOHEHWE

OueHKa KayecTBa >XWU3HU, (QYHKUWOHA/LHOIO
COCTOSIHUA OpraHu3Ma 1 HexXkenaTesibHbIX ABNeHUN
NPOTMBOONYXO/IEBON Tepanuu Ha ¢(HoHe npuema
NPo6bMOTUKOB NOKa3sana cregytolee:

1 Y naumeHToK, NPUHUMaBLLUNX MNPOOGUOTUKMN,
ynyduwlaeTcs camMo4yyBCTBME U 06Llee COCTOSIHUE,
CorsiacHo oueHKe Mo wkasne KapHOBCKOrO.

2. Y naymeHToK, NpuHUMaBLLnNX «BefabnoTuk»,
[OCTOBEPHO MeHee BblpaXKeHbl TaKe CyObeKTUBHbIE
»anobbl, Kak ofbllwKa, 601b, HapyLleHWe CHa, cna-
60CTb, CHWXXeHMe anneTuTa, TOLIHOTa, pPBOTAa,
Avapes.

3. CornacHo gaHHbIM GUOXMMUNYECKOro aHanmsa
KpoBW, B Trpynne, MNpUHMMAaBLLENH MPobUOTUKN,
[OCTOBEPHO HUXXE YPOBEHb MNeYeHOYHbIX (hepMEHTOB.

4. TlpobuoTnyeckuin npenapat «BegabnoTnk»
MOXXET 6bITb PEKOMEeHA0BaH /15 BK/IIOUYEHUS B AUNETY
OHKOJIOTMYECKMM MauneHTam, nonydyarowmm rnpo-
TWUBOOMYXO/IEBYIO Tepanuio, ANA YynydweHUs ee
NepeHoCMMOCTU W BOCCTAHOBIEHUS MUKPOOUOTbI
TO/ICTOr0 KULWEYHUKA.

KOHMAMKT NMHTepecoB. ABTOpbI 3asB/s0T 06
OTCYTCTBMWN KOH(PNMKTA MHTEPECOB.
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