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AnHOmMayun

PenpiuBupyromuii adpro3usiii cromatut (PAC) siByisieTcsi IIMPOKO PACIPOCTPAaHEHHBIM BO BCeM MUpe 3a00JIeBAHUEM, COITPOBOK/IAIOIIUMCS T10-
siBJIeHUEeM 00JIe3HeHHbBIX adT Ha cin3ucToi o6osmouke pra. PAC siBysieTcst MHOro(akTopHbIM 3a60sieBanreM. C ero pa3BUTHEM CBSI3aHBI MECTHbIE
U cucTeMHbIe (DAKTOPBI, TAKHE KaK TPAaBMa, IIUIIeBast YyBCTBUTEIbHOCTD, e(QUIIUT IUTATEIBHBIX BEIIECTB, CUCTEMHBIE COCTOSIHUS, HMMYHOJIO-
TUYecKre HapylleHUus U TeHeTHYecKre IMoauMopdu3Mbl. PaccMOTpeHBI ucce/IoBaHusA, TOCBAIIEHHbIE N3YYeHUI0 BO3MOKHOH CBA3U Pa3BUTHA
PAC c undexnueir Helicobacter pylori. B pamkax 0630pa pacCMOTPEHBI IyOJITHKAIIH IO UCIIOJIb30BAHUIO YHUBEPCATIBHOTO TaCTPO- U SHTEPOIIPO-
TeKTopa pebaMUIIN/Ia B KauecTBe HOBOT'O HAIPaBJIeHu: B jiedyeHnH U npoduiakruke PAC. KiimHudeckue JaHHbIe YeTKO YCTAHABIUBAIOT Oe301ac-
HOCTh U 3 dexTuBHOCTD pebamunua B ieueHun PAC u 6oe3nu Bexuera. K npenmymiectBam pebamunuia npu PAC OTHOCHTCS: COKpaleHue
TIPOZIOJIKUTENILHOCTU OOJIH, YCKOPEHHOE 3a)KUBJIEHHE W YMEHBIIEHUS YacTOThl PenUAUBOB. AQTO3HBIH cTOMATUT (OPaJIbHBIA MYKO3UT) MOMKET
OBITh MHYIIMPOBAH XUMHUOTEPAIIUEH U JIydeBOH Tepanuel B OHKOJIOTMUYECKOH IIPAKTHKe, C YaCTOTOH, 0CTUTAIOIEeH 100% Y IallueHTOB, I10JIy-
YAIOIUX BBICOKO03HYIO XUMHOTEPAIINIO, U /10 80% y MaIeHTOB, IOJIyJaloIINX JIyd4eByI0 Tepanuio. B pssie ucciejoBaHuH B ero JIeYeHUH U IIPO-
drrakTrKe TakKe IPOo/IeMOHCTPUPOBaHa 3O (PEKTUBHOCTD U 6€30I1aCHOCTh CUCTEMHOIO M MECTHOTO IpuMeHeHus pebamunusia. [IpeacrasieH-
HBII 0030p pacimpsier chepy NpuMeHeHus pebaMUIIH/Ia, Ipe/iosaras BO3MOKHOCTb €r0 UCIIOJIb30BAHUA B CTOMATOJIOTMYECKOH M OHKOJIOTH-
YeCKOH NpaKTHKe /1A JedeHus U npodpunaktuku PAC, B Tom yucste npu 60ne3Hn bexdera, n opaJbHOTO MyKO3HTA.

Karoueewvte caoea: perunBupyomuii abTo3HbINH cTOMaTUT, 601e3Hb Bexuera, OpaibHBIN MyKO3UT, pebaMUIN/I, jiedeHre, TpPOMIIaKTHKA,
OHKOJIOTHS, CTOMATOJIOTHS.
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Abstract

Recurrent aphthous stomatitis (RAS) is a widespread disease worldwide, accompanied by the appearance of painful aphthae on the oral mucosa.
RAS is a multifactorial disease. Local and systemic factors such as trauma, food sensitivities, nutritional deficiencies, systemic conditions, im-
munological disorders and genetic polymorphisms are associated with its development. Studies examining the possible connection between the
development of RAS and Helicobacter pylori infection are reviewed. The review examined publications on the use of the universal gastro- and
enteroprotector rebamipide as a new direction in the treatment and prevention of RAS. Clinical data clearly establish the safety and effectiveness
of rebamipide in the treatment of RAS and Behcet's disease. The benefits of rebamipide for RAS include: reduced pain duration, accelerated heal-
ing and reduced relapse rates. Aphthous stomatitis (oral mucositis) can be induced by chemotherapy and radiation therapy in oncology practice,
with an incidence reaching 100% in patients receiving high-dose chemotherapy and up to 80% of patients receiving radiation therapy. A number
of studies in its treatment and prevention have also demonstrated the effectiveness and safety of systemic and local use of rebamipide. The pre-
sented review expands the scope of rebamipide, suggesting the possibility of its use in dental and oncological practice for the treatment and pre-
vention of RAS, including Behcet's disease, and oral mucositis.
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P enuauBupyonui apro3ueiii cromatutr (PAC) sB-
JISIeTCsI IIUPOKO PACIPOCTPAHEHHBIM BO BCEM MHUpE
3a00JIeBaHUEM, COIIPOBOKAAIOIINMCS TIOsIBIIeHuEM 00Jie3-
HeHHBbIX adT Ha cymu3ucTod o6osouke pra [1]. XpoHuue-
ckuii PAC — BocnasiuresbHOE 3a00JIeBaHIE CIM3UCTOM 000-
JIOUKU PTa, XapaKTEPU3YIOIEeCcs PEeNUIUBUPYIOIINM BbI-
chimaHueM adT, JJINTEIbHBIM TEeYEeHHEM U IepHoude-
ckuMu oboctpeHusmu [2].

JlaHHbIe pa3JINYHBIX HCCIEIOBAHUM PaCIPOCTPAHEHHO-
cru PAC Becbma BapuabesibHbI (OT 5 10 60%) 1 3aBUCAT OT
M3y4JaeMoU MOy IAUY, GAaKTOPOB OKPY’KAIOIIEN Cpe/ibl U

JINaTHOCTUYECKUX Kputepues. Tak, B HEABHO OMyOJIUKO-
BAaHHOM MeTaaHaJIN3e MEeKYHAPOHOU IPYIIbI yUeHbIX [1]
OTMEeYaeTcsi, YTO OT PEIUAUBUPYIONUX adTO3HBIX SI3B I0O-
JIOCTU PTa CTPAJIAIOT 2,5 MJIP/I Y€JIOBEK BO BCEM MUPE.

Peunpausupyowmii apTo3HbIN CTOMaTUT
n nndekuyua Helicobacter pylori

PAC sBnsierca mHOrodakTopHBIM 3a00s1eBarueM. C pas-
BUTHEM 3a00JIeBaHUA CBA3AHBI MECTHBIE U CHCTEMHBIE
(axTopsl, TaKHe KaK TpaBMa, IIHIEBAs YyBCTBUTEIBHOCTD,
ZeUIUT MUTATETBHBIX BELECTB, CHCTEMHBIE COCTOSHUS,
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WMMYHOJIOTUYECKHE HAPYIIEHUs W TeHETHYEeCKHe II0JIU-
mopdusmbl [3]. B mociennue JiecsTUIETHS aKTUBHO 00-
Cy’K/laeTcs BO3MOXKHas cBaA3b pa3BuTua PAC ¢ unpexrnnen
Helicobacter pylori (Hp).

B xuraiickoMm MeTaaHaau3se [4], BKIIOYABIIEM 7 HCCIIEI0-
BaHUU «CJIydaii-KOHTPOJIb», TTOUTH 1/3 manueHtoB ¢ PAC
(29,5%) nmenu undexnuio Hp, uro OGBUIO 3HAYUTETHHO
Boitie (oTHoteHue mauncoB [OII] 1,85, 95% moBepuresib-
Hbill uHTepBan [J[IU] 1,24-2,74, p=0,002), 4em y maiueH-
TOB KOHTpOJbHOU rpynmbl 6e3 PAC u umHbexmuein Hp
(19,9%).

B 0030pe apreHTHHCKHX Y4YeHBIX [5] paccMOTpeHBI
13 OIyOJIMKOBAaHHBIX CTaTeH, B KOTOPHIX N3y4asach MOTEH-
nuanpHaA cBasb ¢ PAC ¢ Hp, 6pu1a npo/ieMOHCTpHpOBaHa
TecHas CBA3b Mex1y nHoeknuelr Hp B mosoctu pra u xe-
JIyZIKE.

B typerkom ucciefoBanuu [6] o6pasibl 3y0OHOTO HajeTa
OBUIH WCCIIEZIOBAHBI HA IpeaMeT KojoHumsdanwu Hp. Pe-
3yJIBTAThI OBLIN HOJIOKUTEIBHBIMU ¥ 89,5% ¢ PAC 1 55,8 %
B KOHTPOJIBHOH rpytie (p=0,002). CpeiHye 3HAYEHUA T1a-
POZIOHTAIBHBIX IIApaMeTPOB [IIyOMHA IMapoZOHTAIBHOTO
kapmana (PPD), unzmekc 3ybnoro nanera (PI), uuzmekc
necusl (GI) u kwimHHUYeckas notepst npukperieHus (CAL)]
OpUTH BBINIE Y anueHToB ¢ Hp-mosutusHbiM PAC, yem y
nanueHToB ¢ Hp-orpunarensasim PAC (p>0,05, 1Jist Beex).

Nwmerorcest coobmienuss 06 yayureHun tedenus PAC
1ocJie MPOBeJIeHUs SpaJuKauonnoi tepanuu Hp [7, 8].
B rpeueckom wmcciieZoBaHUU [9] MpU MOCTYIJIEHUU TTAITH-
enThl ¢ Hp-undbekiuel ctpajianu ot 60siee TIKEeTbIX CHMII-
ToMOB PAC 1o cpaBHeHuio ¢ Hp-oTpunaTesbHbIMU IALH-
entamu (p<0,05). ITocie BBe/ieHUsI IpaIMKAIIMOHHON Te-
panuu Hp y manueHTOB ¢ OTPHUIATEIBHBIM PE3YJIbTATOM
HabJII01aJI0Ch 3aMeTHOE yiyulienne (62,5%) B OTHOIIEHUN
peunguBa PAC, a Takke UHTEHCUBHOCTH CHMIITOMOB.
¥ 20,2% narnueHTOB CUMIITOMBI UCUE3JIH, a Y 33,3% mnaru-
€HTOB Ha0JII0/]aJIOCh CHUKEHUE KaK YacCTOThI PEI[U/IUBOB,
TaK U WHTEHCHUBHOCTU CUMIITOMOB. Ilociie apajinKarnnoH-
HOU Tepanuy Nepuobl Mexay peruauBavu PAC y manu-
€HTOB, CTABIIHUX OTPUIIATEJIbHBIMU, OB CTATUCTUUECKU
3HAYMMO JIJINHHEE 110 CPAaBHEHUIO C TIEPUOJIOM /IO JIEUYEHUsI
(p<0,001). E11ie 0/1HO BaskHOE HAOII0/IEHIE 3aKJII0YATIOCh B
TOM, YTO HAI[MEHTHI, KOTOPbIE CTAJU OTPUIATESHHBIMHU
IocjIe DPagUKANFOHHON Tepanui, UMeIN COIMOCTABUMBIN
KJIUHUYECKUH CTaTyC C TeMH, KTO ObUI OTPUIATEJIBHBIM C
Hauasia uccieziopanus (p<o0,05).

B Typernkom ucciiefioBanuu [10] cpeiHee koyinuecTBo ad-
TO3HBIX MOpaXkeHU# (3a 6 mec) y naruentos ¢ PAC gocro-
BEPHO CHIIKAJIOCHh TOCJIe 3pazukanuu (p=0,0001); B He-
9PaJIMKUPOBAHHON TIPYIIIle JOCTOBEPHBIX W3MEHEHUN He
BBISIBJIEHO (P=0,677). BO3MOKHOH TPUYUHON MOKET ObITh
IOBBINIIEHNE YPOBHA BUTaMUHA B, mocie apagukanuu
(p=0,001).

B HeaBHEM KMTaMCKOM CHCTeMaTHYecKoM 0030pe U Me-
TaaHaym3e [11], B KOTOPBI aBTOPHI BKJIIOUMJIA U OIIEHUIN
nccnenoBanusa no uHobexnuu Hp m PAC u3 6a3 maHHBIX
PubMed, EMBASE, KokpaHoBckoii 6ubiaunoreku u Web of
Science, omyOGJIMKOBaHHBIE IO 31 THBApA 2023 I. YCTaHOB-
sieno, yto Hp 3uaummo accormuuposad ¢ PAC (OIII 1,83,

95% 11 1,41—2,37, p=0,001). B aHasm3ax moArpyI uccse-
AOBaHUs, B KOTOPBIX HUCIIOJIb30BAJIN METO/] HOIII/IMepaBHOf/i
nennou peaknuu (OII 2,03, 95% A1 1,31—3,15) wiu ypeas-
e Tect (OII 1,83, 95% AU 1,13—2,96), 7y 3HAUYUMYO
TIOJIOKUTEJIBHYIO acCoanio, B TO BpeMA KaK HE3HAYM-
mast cBs3b (OII 1,12, 95% /I 0,61—2,08) Gbuia oOHAPY-
JK€Ha B HUCCIIEA0BAaHUAX, B KOTOPBIX IJIA JUATHOCTUKHU Hp
HCIIOJIB30BAJICA METO/, I/IMMyHOCI)epMeHTHOI‘O aHaIn3a.

JleueHne peuyngueupyrouero apTo3HOro
cTOMaTuTa

B sKcrniepTHOM KOHCEHCyce [12], TOCBAIIEHHOM JIEUeHUI0
PAC, oTMeuaeTcst, YTO OCHOBHOMU I1€JIBIO JIEUEHUS SBJISETCS
yMeHbIIleHHe 601, YCKOPEHNEe 3aKUBJIEHUS SI3BbI, YMEHb-
IIeHNe PEeNUAUBOB W YIydIlleHHe KauyecTBa Ku3HU. [lpu
nedennn PAC nepBoHaYaIbHBIA BBIOODP IIpENIapaToB OIpe-
JIeJISIETCS] MTHTEHCUBHOCTHIO 00JIM, KOJIMYECTBOM U pa3Me-
POM 3B, YaCTOTOH pPeNUANBOB B aHaMHe3e. MecTHbIe U CH-
CTEMHBIE CPEJICTBA MOTYT HCIIOJIb30BAThCA B KOMOMHAIN
111 3G EKTUBHOTO 06JIErYeHU .

Pe6amunung n mexaHnsmbl ero Aencrens

PeGamurivy; — poM3BOIHOE XUHOJIMHOHA (2-(4-X710pOeH-
30u1aMu-N0)-3-[2(1H)-XUHOJIMHOH-4-WI] TPOIHUOHOBAs
KHCI0Ta), ObUT pa3paboTaH B SIIOHNY U UCIIOIB3YETCH B KIIH-
HUYECKOU IMPAKTUKE C 1990 T. B cuJty psijia IpuYuH, CBsA3aH-
HBIX C MADKETHHTOBOY ITOJINTUKOM ITPON3BOAUTENIEH, Tpena-
paT IpuMeHseTCs B OCHOBHOM B cTpaHax A3uu — BocTouHOM
(Amonuu, Kurae u H0xxuoi#t Kopee) u H0xuout (Muaus), re
CJIOXKIJIOCH TTO3UTHUBHOE OTHOIIIEHNE K IIperapary, Kak Jiei-
CTBEHHOMY ¥ 6€30TIaCHOMY CPEZICTBY /IJis JIedeHwsi 3a001eBa-
HUU MUIIEBAPUTEIHBHON CUCTEMBI [13—17].

MexaHU3MEBI JIeHCTBUA pebaMUIUa IeTATPHO IIpOaHa-
JIMBUPOBAHbI U 000011eHbI [18].

K HuM OoTHOCATCS:

1. IHAyKIUA CUHTe3a [UTOIPOTEKTUBHBIX MMPOCTATJIAH-
muuos (PG) [19].

2. CHMKEHUE KOJIMYeCTBAa aKTUBHBIX (POPM KHCIIOPO/A
[20].

3. UHayKkIius skcrpeccun 1ukiaookcurenassl 2 (1JO-2)
[21, 22].

4. lHrnbupoBaHye aKTHUBHOCTH HEUTPO(DIIIOB U CHIUKeE-
HU€ POJYKIINHU IPOBOCIAJINTEIBHBIX IIMTOKUHOB [22—27].

5. V3MeHeHHWe MPOHUIIAEMOCTH CIJIM3UCTOU O00O0JOUKHU
(CO) xenymouno-kumieynoro tpakra (JKKT) mocpesictBom
YBEJTMUEeHUs dKerpeccuu 6esikoB ZO-1 U KaayauHoB [28].

6. CuHepruyeckoe B3aMMOJEHCTBHE C WHTHOUTOpaMHU
MIPOTOHHOM IIOMIIBI, CIIOCOOCTBYIOIIEE YBEJIMUYEHUIO DKC-
MpeCcCcUy KJIAy/MHA 3 U KJIAyJUHA 4 — CTPYKTYPHBIX KOMIIO-
HEHTOB IUIOTHBIX KOHTaKTOB (TJ — Tight Junction) smure-
JINOIMTOB. [29]

7. BoccraHOBJIEHHE B3KCIPECCUU CHUTHAJIBHOTO Oesika
Sonic hedgehog (Shh), perymupyromero nuddepennu-
POBKY BIUTETUATIBHBIX KJIETOK, U 34 CYET 3TOTO CII0COD-
CTByeT pereHepanuu aTpoGUPOBAHHOH CIU3UCTOH 0060-
JIOUKH KeJiyaKa [30].

8. YBesnueHHe S5KCIIPECCHU BIHJEPMATIBHOTO (hakTopa
pocra (EGFR) u ero perentopos, ¢akropa pocra SHJOTe-
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sua cocynoB (VEGF), remaronurapHoro gakropa pocra
(HGF) xak B HOpMaJIbHOU, TaK U B U3HSI3BJIEHHOU CIIU3U-
CTOH 000JIOUKH JKEJIy/IKa, YTO CTUMYJIUPYeT aHTHOTeHe3 U
YCKOPSIET TPAHYJIANMIO U BIUTEIU3AIUI0 SI3BEHHOTO Jie-
dexra CO [31—33].

9. luronporekTrBHBIE 3G HEKTHI, KOTOPHIE PEATH3YIOTCS
IOCPEZICTBOM MHAYKIMH curHanbHbIX myTeil (ERK1/2, Akt,
JNK, p38MAPK u mTOR), cruMymupyrmonux BbIpabOTKY
L OT-2, uyro npusojuT K cunresy PG E,. CurnaibHble Iy TH,
AKTUBHPOBaHHbIe peOAMUIIUJOM, MOTYT HIPaTh pOJIb B
CHUHTE3€ MYIIMHOB, 34 CYET 3TOTO JIOCTUTAETCS CTUMYJISIIIUS
npesnuTeanaabHoro yposus 3amuts CO [34, 35].

10. AkTuBaIus curHabHbIX myTeit Akt/mTOR, npusoisi-
m@asi K yBeJINUEHUI0 BHIPAOOTKU AHTHAIIONTUYECKUX Oesi-
k0B (Bcl-2 u Bel-xL) u mofaBaeHUI0 SKCIIPECCUH MTPOATIOT-
Tryecknx 6eakoB (Bax u Bim), 4To MOKeT JieskaTh B OCHOBE
KaHIepoNpeBeHTHBHBIX 3ddeKToB pebamunuya [36].

11. BiusHue pebamMunuia Ha akTUBHOCTH Rho-KuHa3bI,
WUTpaollell BAXKHYIO POJIb B TAKUX KJIETOUHBIX (QYHKIHAX,
KaK KJIETOYHOE COKpallleHue, Iposrdepanys KJIEeTOK, SKC-
Ipeccusi reHOB U KJIeTOYHas Murpanusd. IlocpencTBom ak-
tuBanuu Rho-kuHa3pl peGaMUIN] IOBBIIAET CKOPOCTD
BOCCTaHOBJIEHUS KJIETOK [37, 38].

12. AHTHXEIUKOOAKTEPHBIN 3 deKT obecrieurnBaeTcs 1o-
CPE/ICTBOM CHIDKEHHS YPOBHS KOJIOHUBAIMH CIU3HCTON
Hp u uHruOUpOBaHUs €ro aire3UN K SIUTEUI0 JKeJIy/[Ka
[39, 40].

Takum 00pa3oM, IepedYncyieHHbIe BBIIIE MEXaHU3MBbI
JleficTBUA pebaMUIIIIa TO3BOJIAIOT IIPEANoaraTth ero ag-
¢dexruBHOCTS IPH PAC.

MpumeHeHne pebamununga
npun peuyngnempyiowiem ad)TOSHOM cTomMmaTunTe

VHauiicKIe yueHble OTMETHIIH, YTO UMEIOIIHeCs Ha CEro-
JHAIIHUU JIeHb KJINHUYECKYe JJaHHbIE CBU/IETEJIBCTBYIOT 00
addextuBHOCTH U Ge30macHOCTH pebaMUNK/a B JIEYEHUH
PAC. K mpeumymecrsam pebamunuza rpu PAC oTHocures:
COKpAIlleHHE IIPOJIOJIKUTEIBHOCTH OOJIH, YCKOPEHHOEe 3a-
JKUBJIEHUE U yMEHbIIIEHHe YaCTOThI PEITUUBOB [41].

B IpOCIIEKTHBHOM HCCJIEIOBAHUH IIPHEM pebaMuImnia
300 M B JIeHb Ha IPOTSKEHUH 7 THEH CPAaBHUBAJIY C ILJIa-
nebo. Pebamunuya mposieMOHCTPHUPOBAJL CTATUCTUYECKH
3HAYUMYIO OoJiee BBICOKYIO 3G (PEeKTHBHOCTD, UeM Iu1aneto,
C TOUKU 3PEHHs KJIMHUYECKOTO pa3penieHusa: yMeHbIIeHI
pasMepa 3B M CHIDKEHHUSA OIleHKHU 6oy 1o Inkanze BAIIL
(mpu ocmoTpe Ha 7-Ui U 60-U THU) U YACTOTY PEIUINBOB
PAC (mipu BusuTe ciycts 2 mec) [42].

[Tpuem pebaMunuia BHYTPh B COYETAHHM C MECTHBIM
NIpUMeHEHUEeM IIacThl aMJIEKCAHOKC (IIPOTHUBOBOCIIAIH-
TeJIbHBIN, IPOTUBOAJIJIEPTHYECKUNA HWMMYHOMOZYJIATOP)
CPaBHUBAJIM C MECTHOH Tepamuell KOMOWHHPOBAHHBIM
npenapaToM — cromarosiorudeckuM resieMm Jlosorens CT
(6eH3anKOHUA XJIOPHUJ, + JUAOKAWHA TUIPOXJIOPUJ, + XO-
JIMHA CIMIIMJIAT) 10 CJIeYIOIKUM [IapaMeTpaM: yMeHblle-
HUHU pa3Mepa sA3BbL, SpUTEeMBI U 60s1u. O6a MeToza JIeueHus
MTOKA3JIM CTATUCTUYECKH 3HAYMMOE PaspelleHue 10 pas-
Mepy adThl, SpUTEME U CBA3AHHOU ¢ Hel 60JIH, OZJHAKO IIPU
HCIOJIb30BAHUM KOMOMHAIUU peGaMUIIN+aMIEKCAHOKC

adre! 3axxuBanu Opictpee [43]. dddexTnBHOCTS KOMOMHA-
nuu pebaMunua-+amiekcaHoke B iedeHnn PAC nposeMoH-
CTPUPOBAHA U B IPYTUX UCCIEOBAHUIX [44, 45].

B cpaBHUTENIBHOM HCCIei0BaHUM 3 PEKTUBHOCT peba-
Munuja 6plIa aHATIOTHYHOU 3G(EKTHBHOCTH UMMYHOMO-
JyasaTopa sieBamuzosa B ieuenun PAC [46]. ABTopamu oT-
MEeYeHO, YTO Pe0aMUIIN/ XOPOIIO MEPEHOCUJICH U MOXKET
OBITH [10JIE3EH IIPU JIEUEHUN U IPOPUIAKTHKE YACTO PEIy-
JUBUPYIOIIUX adTO3HBIX A3B, B TOM YHCJIE IIpU GOJIE3HU
Bexuera.

B pszge 00630poB pebamuminz paccMaTpuBaeTcs B Kaue-
crBe 3(pdeKTUBHOTO Npenapara Jy1s JedeHNuss XPOHHIECKUX
penuuBUpYOMUX abTO3HBIX A3B IIOJIOCTH pTa mpu 0o-
nes3uu Bexuera [47—49].

B AIOHCKOM paHJOMH3HUPOBAHHOM JBOMHOM CJIEIIOM
1a1e00-KOHTPOJIUPYEMOM HCC/Ie/IoBaHUU [50] usydanu
3¢ PeKTUBHOCT peOaMHUIIH/Ia B KAYECTBE JTOIOTHUTEIbHON
TEPAIHY B JICYEHUH PELUANBUPYIONINX abTO3HBIX A3B I10-
JIOCTH PTa y HAIueHToB ¢ 60sie3HbI0 Bexuera. Yacrora yme-
PEHHOI'O WJIM BBIPJKEHHOTO YJIyYLIEHWS — YMEHBIIEHUs
KosmuecTBa adt u 6osu cocrtaBuiaa 36% B rpymie mianedo
U 65% B rpyuie pebamununa. B reuenue 2—6 mec jedeHus
KOJIMYECTBO adT MMeJIO TeHJIEHIUIO K YBEJINYEHHIO U JI0-
CTHIVIO ITHKA HA 4-U MecdAl B TpymIe Iutanebo, HO yMeHb-
LIWJIOCH B TpymIe pebamunuia. OneHka 6011 CHU3UIIACH B
OJIMHAKOBOU CTEIleHH B 00eHX IPYIIax B TEUEHUE IIEPBBIX
3 Mec sieyeHus. Tem He MeHee Ha 4—6 Mec JIeueHUs OllEHKA
60T MeJIa TeHIEHIUIO K YBEJIMUEHUIO B TpyIIie mwiane6o,
HO CHIDKaJIACh B IpyIiie pebaMunu/ia. Y manueHToB ¢ exe-
MeCSYHOU OLeHKOH Oosin mpu adrax >28 HaA HCXOJHOM
YPOBHE ITOKa3aTesy OOJIM ¥ KOJIMYeCcTBa adT CHIDKAJINCH B
TevyeHHe 6 Mec JIeueHHus pebaMUIIUAOM, HO YBEIMYHUBAJIUCH
B TE€YEHHMeE IIOCJIETHUX 3 MeC JIeYeHHs B rpymie mianebo
(p<0,01 11 cpaBHEHH MEX/Ly IpyIIaMu). ABTOPBI PEKO-
MEH/IYIOT HCIIOJIb30BaHUE pebaMHUINIa Ui J0JIr0CpPOY-
HOTO JIEYeHH U TPODPIIIAKTHKHY PEIUIUBUPYIOMNX adTO3-
HBIX fA3B II0JIOCTU PTa, HE OTPAHUYUBASACH TOJIBKO adramu
npu 6os1e3uu Bexuera [50].

OpanbHbI MyKO3UT

AdTO3HBIN CTOMATUT MOXKET OBITH UHYIIPOBAH XHMUO-
Tepanuell U JIydeBOH Tepanueidl B OHKOJIOTHYECKOH IIpak-
THKE, C YaCTOTOH, JIOCTUTAOIIEH 100% Yy AIlUEeHTOB, MOJIy-
YaIOIUX BBICOKOJIO3HYIO XUMUOTEPANNI0, U 10 80% y mna-
[MEHTOB, TOJIYYaIOIINX Jy4eBylo Tepanuio [51]. Haubosee
TsKeJIbIe CJIyYau COIMPOBOXKIAIOTCSA OOJIBI0 M KPOBOTEUe-
HUEM U3 513B, KOTOPbIE IPUYNHSIIOT 3HAYNTEIbHbIE CTPAJa-
HUSI ¥ CHIDKAIOT KaueCTBO JKU3HU O0JIbHBIX. B oHKOJIOTHYE-
CKOH MpaKTHKe MPUMEHSIETCS] TEPMUH OPabHBIH MYKO3UT
(moctyiyueBoe M TOCTXUMUOTEPANIEBTUUECKOE 3PO3UBHOE
WU SI3BEHHO-HEKPOTUYECKOE TTOPaKEHUe CIIM3UCTBIX 000-
nouek YKKT, j1okaIn30BaHHOE IIPENMYIIECTBEHHO B 00Jia-
ctu pra) [51].

SlnoHCcKYe yueHble TAl[UEHTKAM C PAKOM MOJIOYHOH JKe-
J1e3bl, TOJIYYaBIIUM KOMOWHHPOBAHHYI) XHMHUOTEPAIUIO
(5-dropypanmi, snupyounuHa u ukiodochaMus), exe-
JIHEBHO HazHayajau pebaMUIU/ JIJIsl OIEHKU THIOTETHYe-
CKOTO MPOMIIAKTAYECKOTO U CTU3UCTOTO 3ALTUTHOTO Jieli-
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crBus pebamunuza [52]. Pe3ysibraThl, IOJyUYeHHBIE B XOZIE
HCCIIEIOBAHUSA, CBUETETBCTBYIOT 00 3¢ deKTUBHOCTH pe-
GamMuIu/a 7151 JIeYeHust OpaJIbHOTO MyKo3uTa. Kpome Toro,
pebamunu 06J1a/1ayl TOTEHIUAIOM ISl TPOMUIAKTUKI
Pa3BUTHS OPAIIBHOTO MYKO3UTA U 0OJIETUEeHUS er0 CUMIITO-
MOB.

B 1ies1oM psifie viccyie/oBaHUuM peGaMUIIv/T JIJist JIEUeHUs U
npodWIAKTUKA OPAJIHbHOTO MYKO3UTA HCIOJIH30BAJICA B
dopme omosackuBaTessi A MOJIOCTH PTA. IIOCKOIBKY
obunmaspHasg KoMMepdeckas ¢opma BBIIyCKa pacTBopa
pebamunuzia Jiyist MOJIOCKAHMS B HACTOSIIIEE BPEMSI OTCYT-
CTBYeT, B PAMKAaX HCCJIEZIOBAHUH OIOJIACKUBATEIb JIJISI 110-
JIOCTH PTA ¢ PebaMUIMK/IOM MOJIYUaIH [IyTEM IACIEPTUPO-
BaHUsI M3MeJIbYEHHBIX KOMMepUecKux TabyieTok pebamu-
MK/1a B IUCIIEPCUOHHON cpefie [53].

AddexTUBHOCTD OIIOJIACKUBATENA pebaMUNuLa IpH
OPaJIbHOM MYKO3UTE OTMEUeHa B Psifie DKCIIEPUMEHTAIb-
HBIX [54, 55] ¥ KIUHUYECKUX [56—59] uccnemoBanuii. Io-
JIOCKaHUe TopJia pebaMunuiom 5—6 pas B JieHb y 175 malu-
€HTOB C OPAJIbHBIM MYKO3UTOM, UH/IYIIUPOBAHHBIM XUMUO-
Tepanuei, XOpoIo NEPEHOCUIIOCH U ITPOJIEMOHCTPUPOBAIIO
3HAYUTEIHHYIO TEPAIEBTUUECKY0 3(PHEKTUBHOCTD B OTHO-
[IEHUU OPAJIBHOTO MyKO3uTa [60].

B mHauiickoM mccaeoBaHuu [61] mamueHTsl ¢ AUarto-
30M paka ToJIOBBI U Iler, HaOpaHHBbIE /711 O/THOBPEMEHHOHN
XUMUOJIyU€BOH Tepanuu, ObLIN pa3ziesIeHbl IBOMHBIM CJie-
MBIM METO/IOM Ha 2 TPYIIIbI ¢ UCIIOJIb30BAHUEM KOMIIBIO-
TEPHOU PAaH/IOMHU3AIUU B COOTHOIIEHUU 1:1. VICIIBITYEMbIM
B TPYIIIE 1 aBAJIU MTOJIOCKAHHE TOpJia pebaMUIiuioM, B TO
BpeMsi KaK HCIBITYeMbIM BO 2-U TPYIIIe JaBAJIU MOJIOCKA-
He 1w1a1e60 Bo (JIakoHAX ¢ aHAJIOTUYHOM I[BETOBOH KOJU-
POBKOH, YTOOBI IOJIOCKATh ropyio 6 pas3 B AeHb. Hauaiyo
OPaJIBHOTO MYKO3WTa ObLIO Ha 3,5 /{HS paHbIIe BO 2-H
rpynne (cpefHee=11,17) IO CPaBHEHHUIO C 1-U TPYIIION
(cpennee=14,63). Ilo OKOHUAHUY XUMUOJIYUEBON TE€pATIUU
TSKECTh OPAJIBHOTO MYKO3WTa ObLIa JIOCTOBEPHO HUKE
B 1-ii rpymme (cpenHee=1,97), 4eM BO 2-U rpymme (cpes-
Hee=2,81).

AddexTuBHOCTL U 6E30MACHOCT pebaMUIINA IIPU MyKO-
3UTeE MOJIOCTH PTA, UH/IYIIMPOBAHHOM XUMHOJIyY€EBOU Tepa-
nuel, y Ial[ieHToB ¢ PAKOM T'OJIOBBI U IIIed, IIPOJIEMOHCTPH-
POBaHO B MHOTOIIEHTPOBOM PaHZIOMU3UPOBAHHOM JIBOMHOM
CJIeTIOM T11a1[e00-KOHTPOJIMPYEMOM [TapasuIesIbHOM TPYIIIO-
BoM uccteioBanuu 11 daser [62]. YacToTa 0pasbHOrO MyKO-
3WTa > 3-U CTENEeHH COCTaBIIIA 29% U 25% B rpymnmnax, Ipu-
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OPaJIBHOTO MYyKO3HTA.

Kondauxm unmepecoa. ABTOpbI 3asBJIAIOT 00 OTCYTCTBHM KOH(MJIMKTA HHTEPECOB.

Conflict of interests. The authors declare that there is not conflict of interests.

3. Gomes CC, Gomez RS, Zina LG, Amaral FR. Recurrent aphthous stom-
atitis and Helicobacter pylori. Med Oral Patol Oral Cir Bucal.
2016;21(2):e187-91. DOI: 10.4317/medoral.20872

4. LiL, Gu H, Zhang G. Association between recurrent aphthous stomati-
tis and Helicobacter pylori infection: a meta-analysis. Clin Oral Inves-
tig. 2014;18(6):1553-60. DOI: 10.1007/s00784-014-1230-5

5. Adler I, Muifo A, Aguas S et al. Helicobacter pylori and oral pathology:
relationship with the gastric infection. World J Gastroenterol.
2014;20(29):9922-35. DOI: 10.3748/wjg.v20.i29.9922

6. Giilseren D, Karaduman A, Kutsal D, Nohutcu RM. The relationship be-
tween recurrent aphthous stomatitis, and periodontal disease and He-
licobacter Pylori infection. Clin Oral Investig. 2016;20(8):2055-60.
DOI: 10.1007/s00784-015-1704-0

26 | KNUHUYECKMIA PA3BOP B OBLUEA MEQULIMHE | TOM 5 | Ne1 | 2024 | Clinical review for general practice | VOL. 5 | No. 1| 2024 |



0630p / Review

10.

11.

12.

13.

14.

15.

16.

Karaca S, Seyhan M, Senol M, Harputluoglu MM, Ozcan A. The effect
of gastric Helicobacter pylori eradication on recurrent aphthous stom-
atitis. Int J Dermatol. 2008;47(6):615-7. DOIL: 10.1111/j.1365-
4632.2008.03667.x

Gao Y, Gupta N, Abdalla M. Recurrent Aphthous Stomatitis Improved
after Eradication Therapy for Helicobacter pylori. Case Rep Gastroin-
test Med. 2021;2021:5543838. DOI: 10.1155/2021/5543838
Albanidou-Farmaki E, Giannoulis L, Markopoulos A et al. Outcome fol-
lowing treatment for Helicobacter pylori in patients with recurrent
aphthous stomatitis. Oral Dis. 2005;11(1):22-6. DOI: 10.1111/j.1601-
0825.2004.01053.X

Tas DA, Yakar T, Sakalli H, Serin E. Impact of Helicobacter pylori on
the clinical course of recurrent aphthous stomatitis. J Oral Pathol Med.
2013;42(1):89-94. DOI: 10.1111/j.1600-0714.2012.01197.X

Shen J, Ye Z, Xie H et al. The relationship between Helicobacter pylori
infection and recurrent aphthous stomatitis: a systematic review and
meta-analysis. Clin Oral Investig. 2023 Nov;27(11):6345-56. DOI:
10.1007/s00784-023-05273-y

Bhargava S, Dubey SP, Haldipur D et al. Management of Recurrent
Aphthous Stomatitis: An Indian Expert Consensus. Indian J Otolaryn-
gol Head Neck Surg. 2023;75(3):2672-80. DOI: 10.1007/s12070-023-
03708-2

Matysiak-Budnik T, Heyman M, Megraud F. Review article: rebamipi-
de and the digestive epithelial barrier. Aliment Pharmacol Ther.
2003;18 (Suppl. 1):55-62. DOI: 10.1046/j.1365-2036.18.51.6.x
Arakawa T, Higuchi K, Fujiwara Y et al. 15th anniversary of rebamipide:
looking ahead to the new mechanisms and new applications. Dig Dis
Sci. 2005;50 (Suppl. 1):S3-S11. DOI: 10.1007/510620-005-2800-9
Fujiwara Y, Higuchi K, Tominaga K et al. Quality of ulcer healing and
rebamipide. 2005;63 (Suppl. 11):397-400. Available at: https://www.
ncbi.nlm.nih.gov/pubmed/16363567

Naito Y, Yoshikawa T. Rebamipide: a gastrointestinal protective drug
with pleiotropic activities. Expert Rev Gastroenterol Hepatol.
2010;4(3):261-70. DOI: 10.1586/ egh.10.25

17.

18.

19.

20.

21.

22,

23.

24.

Zhang S, Qing Q, Bai Y et al. Rebamipide helps defend against nons-
teroidal anti-inflammatory drugs induced gastroenteropathy: a system-
atic review and meta-analysis. Dig Dis Sci. 2013;58(7):1991-2000. DOI:
10.1007/510620-013-2606-0

CumanenkoB B.I., MaeB U.B., TkaueBa O.H. u np. CuH/pOoM IOBBI-
LIEHHOH SIUTETNATBHON IPOHUIIAEMOCTH B KJIMHUYECKOU ITPaKTUKe.
MynbTHANCHUAIUIMHAPHBIN HAIMOHAIBHBIA KOHCeHeyc. Kapouosacky-
aspras mepanus u npoduaaxmuxa. 2021;20(1):2758. DOI:
10.15829/1728-8800-2021-2758

Simanenkov V.I., Maev L.V., Tkacheva O.N. et al. Syndrome of in-
creased epithelial permeability in clinical practice. Multidisciplinary
national Consensus. Cardiovascular Therapy and Prevention.
2021;20(1):2758. DOI: 10.15829/1728-8800-2021-2758 (in Russian).
Suetsugu H, Ishihara S, Moriyama N et al. Effect of rebamipide on
prostaglandin EP4 receptor gene expression in rat gastric mucosa. J
Lab Clin Med. 2000;136(1):50-7. DOI: 10.1067/mlc.2000.107303
Fujioka T, Arakawa T, Shimoyama T et al. Effects of rebamipide, a gas-
tro-protective drug on the Helicobacter pylori status and inflammation
in the gastric mucosa of patients with gastric ulcer: a randomized dou-
ble-blind placebo-controlled multicentre trial. Aliment Pharmacol
Ther. 2003;18 (Suppl 1):146-52. DOI: 10.1046/j.1365-2036.18.51.20.X
Kleine A, Kluge S, Peskar BM. Stimulation of prostaglandin biosynthe-
sis mediates gastroprotective effect of rebamipide in rats. Dig Dis Sci.
1993;38(8):1441-9. DOI: 10.1007/bf01308601

Sun WH, Tsuji S, Tsujii M et al. Induction of cyclooxygenase-2 in rat
gastric mucosa by rebamipide, a mucoprotective agent. J Pharmacol
Exp Ther. 2000;295(2):447-52. URL: https://www.ncbi.nlm.nih.gov/
pubmed/11046075

Yoshida N, Yoshikawa T, Iinuma S et al. Rebamipide protects against
activation of neutrophils by Helicobacter pylori. Dig Dis Sci.
1996;41(6):1139-44. DOI: 10.1007/bf02088229

Arakawa T, Kobayashi K, Yoshikawa T. Rebamipide: overview of its
mechanisms of action and efficacy in mucosal protection and ulcer
healing. Dig Dis Sci. 1998;43(9):5-13.



0630p / Review

25.

26.

27.

28.

29.

30.

31.

32.

33-

34.

35.

36.

37-

38.

39.

40.

41.

42.

43.

Du Y, Li Z, Zhan X et al. Anti-inflammatory effects of rebamipide ac-
cording to Helicobacter pylori status in patients with chronic erosive
gastritis: a randomized sucralfate-controlled multicenter trial in China-
STARS study. Dig Dis Sci. 2008;53(11):2886-95. DOI: 10.1007/
$10620-007-0180-7

Masamune A, Yoshida M, Sakai Y, Shimosegawa T. Rebamipide in-
hibits ceramide-induced interleukin-8 production in Kato III human
gastric cancer cells. J Pharmacol Exp Ther. 2001;298(2):485-92. URL:
https://www.ncbi.nlm.nih.gov/pubmed/11454909

Sugimoto M, Uotani T, Furuta T. Does rebamipide prevent gastric mu-
cosal injury in patients taking aspirin and clopidogrel? Dig Dis Sci.
2014;59(8):1671-3. DOI: 10.1007/510620-014-3145-7

Suzuki T, Yoshida N, Nakabe N et al. Prophylactic effect of rebamipide
on aspirin-induced gastric lesions and disruption of tight junctional
protein zonula occludens-1 distribution. J Pharmacol Sci.
2008;106(3):469-77. DOI: 10.1254/jphs. FP0071422

Mizukami K, Murakami K, Abe T et al. Aspirin-induced small bowel in-
juries and the preventive effect of rebamipide. World J Gastroenterol.
2011;17(46):5117-22. DOIL: 10.3748/wWjg.v17.i46.5117

Nishizawa T, Suzuki H, Nakagawa I et al. Rebamipide-promoted
restoration of gastric mucosal sonic hedgehog expression after early
Helicobacter pylori eradication. Digestion. 2009;79(4):259-62. DOI:
10.1159/000213241.

Tarnawski AS, Jones MK. The role of epidermal growth factor (EGF)
and its receptor in mucosal protection, adaptation to injury, and ulcer
healing: involvement of EGF-R signal transduction pathways. J Clin
Gastroenterol. 1998;27 (Suppl 1):S12-20. DOI: 10.1097/00004836-
199800001-00004

Tarnawski AS, Chai J, Pai R, Chiou SK. Rebamipide activates genes en-
coding angiogenic growth factors and Cox2 and stimulates angiogene-
sis: a key to its ulcer healing action? Dig Dis Sci. 2004;49(2):202-9.
DOI: 10.1023/b:ddas.0000017439.60943.5¢

Udagawa A, Shiota G, Ichiba M, Murawaki Y. Effect of rebamipide on
acetic acid-induced gastric ulcer in rats: involvement of hepatocyte
growth factor. Scand J Gastroenterol. 2003;38(2):141-6. DOI:
10.1080/00365520310000609

Watanabe S, Wang XE, Hirose M et al. Effects of rebamipide on bile
acid-induced inhibition of gastric epithelial repair in a rabbit cell cul-
ture model. Aliment Pharmacol Ther. 1996;10(6):927-32. DOI:
10.1046/j.1365-2036.1996.105276000.X

Hahm KB, Park IS, Kim YS et al. Role of rebamipide on induction of
heat-shock proteins and protection against reactive oxygen metabolite-
mediated cell damage in cultured gastric mucosal cells. Free Radic Biol
Med. 1997;22(4):711-6. DOI: 10.1016/s0891-5849(96)00406-6
Masanobu T, Tomoya T, Asano R et al. Rebamipide suppresses 5-fluo-
rouracil-induced cell death via the activation of Akt/mTOR pathway
and regulates the expression of Bcl-2 family proteins. Toxicology in
Vitro. 2018;46:284-93. DOI: 10.1016/j.tiv.2017.10.019

Rao JN, Guo X, Liu L et al. Polyamines regulate Rho-kinase and myosin
phosphorylation during intestinal epithelial restitution. Am J Physiol
Cell Physiol. 2003;284:848-59. DOI: 10.1152/ ajpcell.00371.2002
Takagi T, Naito Y, Uchiyama K et al. Rebamipide promotes healing of
colonic ulceration through enhanced epithelial restitution. World J
Gastroenterol. 2011;17(33):3802-9. DOI: 10.3748/wjg.v17.i33.3802
Suzuki H, Mori M, Kai A et al. Effect of rebamipide on H. pylori-associ-
ated gastric mucosal injury in Mongolian gerbils. Dig Dis Sci. 1998;43
(9 Suppl):181S-187S. URL: https://www.ncbi.nlm.nih.gov/pubmed/
9753247

Hayashi S, Sugiyama T, Amano K et al. Effect of rebamipide, a novel an-
tiulcer agent, on Helicobacter pylori adhesion to gastric epithelial cells.
Antimicrob Agents Chemother. 1998;42(8):1895-9. URL: https://
www.ncbi.nlm.nih.gov/pmc/articles/PMC105706/

Meghanadh KR, Kaur M, Haldipur D et al. Rebamipide in Recurrent Aph-
thous Stomatitis: review of indian evidence. The Indian Practitioner.
2021;74:30-5. URL: https://www.wosonhj.com/scholar/367091xs.html
Jadhav A, Marathe S, Mhapuskar A, Jadhav S. To evaluate the efficacy
of rebamipide on clinical resolution and recurrence of minor recurrent
aphthous stomatitis. Int J Dent Health Sci. 2015;2:781-797. URL:
https://www.researchgate.net/publication/299617275_TO_EVALU-
ATE_THE_EFFICACY_OF_REBAMIPIDE_ON_CLINICAL_RESO-
LUTION_AND_RECURRENCE_OF_MINOR_RECURRENT_APHT-
HOUS_STOMATITIS

Hasan S, Perween N, Saeed S, Kaur M, Gombra V, Rai A. Evaluation of
5% Amlexenox Oral Paste and Rebamipide Tablets in Treatment of Re-

44.

45.

46.

47.

48.

49.

50.

51.

52.

53.

54.

55.

56.

57-

58.

59.

60.

61.

current Apthous Stomatitis and Comparison with Dologel CT. Indian J
Otolaryngol Head Neck Surg. 2022;74(Suppl 3):5228-34. DOLI:
10.1007/812070-020-01858-1

Uppalwar P, Kunjir G, Krishna Kumar R et al. Comparison of therapeu-
tic effect of topical Amlexanox (5%), and oral Rebamipide (100 mg) in
the management of oral aphthous ulceration. J Oral Dent Health.
2016;2:6—8. URL: https://scholar.google.com/scholar?hl=ru&as_
sdt=0%2C5&q=Comparison+of+therapeutic+effect+of+topical+Am-
lexanox+%285%25%29%2C+and+oral+Rebamipide+%28100+mg%2
9+in+the+management+of+oral+aphthous+ulceration&btnG=

Hasan S, Mohd. Faisal Siddique. Management of major recurrent aph-
thous ulcers with 5% amlexanox oral paste and rebamipide tablets- A
case report with a brief literature review. IP Int J Periodontol Implan-
tol. 2023;8(4):225-9. DOI: 10.18231/j.ijpi.2023.043

Parvathi Devi MK, Ramesh DN, Koppal S et al. Efficacy of rebamipide
and levamisole in the treatment of patients with recurrent aphthous ul-
cer — a comparative study. J Clin Diagn Res. 2014;8(11):ZC119-22.
DOI: 10.7860/JCDR/2014/10295.5202

Kudur MH, Hulmani M. Rebamipide: A Novel Agent in the Treatment
of Recurrent Aphthous Ulcer and Behcet's Syndrome. Indian J Derma-
tol. 2013;58(5):352-4. DOI: 10.4103/0019-5154.117298

Taylor J, Glenny AM, Walsh T et al. Interventions for the management
of oral ulcers in Behget's disease. Cochrane Database Syst Rev.
2014;2014(9):CD011018. DOI: 10.1002/14651858.CD011018.pub2
Lau CB, Smith GP. Recurrent aphthous stomatitis: A comprehensive
review and recommendations on therapeutic options. Dermatol Ther.
2022;35(6):e15500. DOI: 10.1111/dth.15500

Matsuda T, Ohno S, Hirohata S et al. Efficacy of rebamipide as adjunc-
tive therapy in the treatment of recurrent oral aphthous ulcers in pa-
tients with Behcet's disease: a randomised, double-blind, placebo-con-
trolled study. Drugs R D. 2003;4(1):19-28. DOI: 10.2165/00126839-
200304010-00002

Kawano Y, Hanawa T. Development of Hospital Formulations Based on
Medical Need. Yakugaku Zasshi. 2019;139(10):1275-80. DOI:
10.1248 /yakushi.19-00121-2

Enami A, Masuda N, Yamamura J, et al. Therapeutic effect of rebamipi-
de for oral mucositis associated with FEC therapy for breast cancer.
Gan To Kagaku Ryoho. 2014;41(11):1407-12. URL: https://pubmed.
ncbi.nlm.nih.gov/25434444/

Ishii N, Mizobuchi S, Kawano Y, Hanawa T. Preparation and Evalua-
tion of a Powdered Rebamipide Mouthwash as In-Hospital Formula-
tion: Considering Dispersion before Use in Patients. Pharmaceutics.
2021;13(11):1848. DOI: 10.3390/pharmaceutics13111848

Nakashima T, Sako N, Matsuda T, Uematsu N et al. Novel submi-
cronized rebamipide liquid with moderate viscosity: significant effects
on oral mucositis in animal models. Biol Pharm Bull. 2014;37(4):671-
8. DOI: 10.1248/bpb.b13-01006

Nakashima T, Uematsu N, Sakurai K. Intra-oral administration of re-
bamipide liquid prevents tongue injuries induced by X-ray irradiation
in rats. Support Care Cancer. 2017;25(7):2205-13. DOI: 10.1007/
$00520-017-3626-7

Yasuda T, Chiba H, Satomi T et al. A pilot study of rebamipide-gargle
for chemoradiotherapy-induced mucositis in oral cancer patient. Gan
To Kagaku Ryoho. 2008;35(7):1157-61. URL: https://pubmed.ncbi.
nlm.nih.gov/18633254/

Kabeya M, Ina K, Yuasa S et al. Pilot study on clinical effects of re-
bamipide gargle against oral mucositis induced by fluoropyrimidines.
Gan To Kagaku Ryoho. 20111;38(7):1133-6. URL: https://pubmed.
ncbi. nlm.nih.gov/21772097/

Ishii N, Kawano Y, Sakai H et al. Effects of a Rebamipide Mouthwash
on Stomatitis Caused by Cancer Chemotherapy-Evaluation of the Effi-
cacy by Patients Themselves. Yakugaku Zasshi. 2017;137(8):1027-34.
DOLI: 10.1248 /yakushi.17-00042

Takeuchi I, Togo C, Makino K. Rebamipide-containing Film Using Chi-
tosan and HPMC for Oral Mucositis Induced by Cancer Chemotherapy.
Anticancer Res. 2019;39(12):6531-36. DOI: 10.21873/anticanres.
13868

Shinohara A, Nakamura M, Onikubo T, Nakamura K. Efficacy of Re-
bamipide Gargle against Chemotherapy-induced Oral Mucositis. Yaku-
gaku Zasshi. 2015;135(8):937-41. DOI: 10.1248/yakushi.15-00112-2
Chaitanya B, Pai KM, Yathiraj PH et al. Rebamipide gargle in preven-
tive management of chemo-radiotherapy induced oral mucositis.
Oral Oncol. 2017;72:179-82. DOI: 10.1016/j.oraloncology.2017.
07.024

28 | KNUHUYECKMII PA3BOP B OBLUEA MEQULIMHE | TOM 5 | Ne1 | 2024 | Clinical review for general practice | VOL. 5 | No. 1| 2024 |



0630p / Review

62. Yokota T, Ogawa T, Takahashi S et al. Efficacy and safety of rebamipide
liquid for chemoradiotherapy-induced oral mucositis in patients with
head and neck cancer: a multicenter, randomized, double-blind, place-
bo-controlled, parallel-group phase II study. BMC Cancer.
2017;17(1):314. DOI: 10.1186/512885-017-3295-4

63. Akagi S, Fujiwara T, Nishida M et al. The effectiveness of rebamipide
mouthwash therapy for radiotherapy and chemoradiotherapy-induced
oral mucositis in patients with head and neck cancer: a systematic re-

64.

view and meta-analysis. J Pharm Health Care Sci. 2019;5:16. DOI:
10.1186/540780-019-0146-2

Tpyxan I.11., Banosa /1.C. JlekapcTBeHHasA 6€301IaCHOCTD B PeabHOU
KJIMHUYECKOH IPAaKTUKe: aKI[eHT Ha IPOTEKTOPHYIO Tepamnuio. Papma-
mexa. 2022; 29(3):72-82. DOI: 10.18565/pharmateca.2022.3.72-82
Trukhan D.I., Ivanova D.S. Drug safety in real clinical practice: focus on
protective therapy. Farmateka. 2022;29(3):72-82. DOI: 10.18565/
pharmateca.2022.3.72-8 (in Russian).

WHOOPMALMA 06 ABTOPAX

Tpyxan Imumpuit Heanoeuy — 1i-p Mejl. HayK, A0IL., Tpod. Kad.
MOJINKJINHUYIECKOH Tepaliy U BHyTpeHHUX Oose3neii, PI'BOY BO
OMI'MY. E-mail: dmitry_trukhan@mail.ru;

ORCID: 0000-0002-1597-1876

Cyaumoe Anamoauit Puaunnosuy — Ji-p MeJl. HayK, npod., 3aB.
kad. gemocTHO-nneBol xupypruu, I'60Y BO OMI'MY.
E-mail: afsulimov@yandex.ru.

Tpyxan JIapuca FOpvesHa — KaH/l. MeJI. HAyK, BPay-CTOMATOJIOT.
E-mail: larissa_trukhan@mail.ru; ORCID 0000-0002-4721-6605

ITocmynuaa 6 pedakyuro: 22.01.2024
ITocmynuaa nocse peyeH3uposaHus: 29.01.2024
IIpunama k nybauxayuu: 01.02.2024

INFORMATION ABOUT THE AUTHORS

Dmitry I. Trukhan — Dr. Sci. (Med.), Prof., Omsk State
Medical University. E-mail: dmitry_trukhan@mail.ru;
ORCID: 0000-0002-1597-1876

Anatoly F. Sulimov - Dr. Sci. (Med.), Prof., Omsk State
Medical University. E-mail: afsulimov@yandex.ru

Larisa Yu. Trukhan - Cand. Sci. (Med.), dentist.
E-mail: larissa_ trukhan@mail.ru; ORCID 0000-0002-4721-6605

Received: 22.01.2024
Revised: 29.01.2024
Accepted: 01.02.2024

| KMMHUYECKNI PA3BOP B OBLUEA MEAWLMHE | TOM 5 | Ne1 | 2024 | Clinical review for general practice | VOL. 5 | No. 72024 | 29



