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1. Mikpob6iosioriuHe 06IpyHTYBaHHS HOBUX 32C00iB Ha OCHOBI JIiIKAPCBKUX POCJIMH [1J14 JIiIKyBaHHS KaHAUA03y POTOBO]

[IOPO>XXKHUHU

2. Microbiological substantiation of new means based on medicinal plants for the treatment of candidiasis of the
oral mucosa

Pedepar:

1. YTouHeHO HayKOBi JaHi Ipo BUOoBui ckiag rpubis pogy Candida, siKi BUSBISIOTBCS B JAHM 4ac HA CJIU30Bil
0060JIOHLi POTOBOI MOPOKHMHU CTOMATOJIOTIYHUX NallieHTIB (6€3 OPTONeIUYHNX KOHCTPYKLi Ta Y HOCIiB 3HIMHUX
OpTOIeUYHNX KOHCTPYKLI) 3 KAHIUJI030M CJIM30BOi 060JIOHKH POTOBOI [IOPOSKHUHU Ha (DOHI CYITyTHHOI
COMaTHYHOI nIaToJIorii, 30Kpema, BTopuHHOro cunapomy lllerpena. Oxpemi BUAu IpDKIKONONIOHUX rpUbiB,
3okpema C. lusitaniae, C. lipolytica, Cryptococcus laurentii, BusiBsieHi Ha c1130Bifl 060JI0HIi pPOTOBOi TOPO>KHUHU Y
nanjeHTiB i3 cuagpomom lllerpena Brnepuie. 3ibpaHo akTyanbHy iHPOpPMAIIiio PO CTaH PE3UCTEHTHOCTI 10
IIPOTUTPUOKOBUX 3aC00iB (T10J1i€HIB, iMifa30iB i Tpia3osiB) Ta aHTHUCENTUKIB (X0prekcuavay, Jlekacany) y
Cy4yaCHUX KJIiHIYHYX IITaMiB KaHJW]l, BUMiJIEHUX Bif] ALIi€HTIB i3 KAHOU030M CJIM30BOI 000JI0OHKU POTOBO]
[IOPOXKHMHU. BcTaHOBEeHO, 10 Bif 85,4 % 1o 92,6 % mramiB KaHANT, BOJIOLIIOTH [IOJIIPE3CUTEHTHICTIO 1O

aHTHUMIKOTHKIB, SIK MiHIMyM TpbOX pi3HUX XiMiYHUX rpyIn. Pe3ucTteHTHicTh 1o OyKoHA305y IPOSBIISIOTH 76,211 %



mramiB C. albicans i 70,6+1,3 % mtamis Candida non-albicans. Ilpu ubomy BignosigHo 23,8+1,1 % i 17,6+1,1 %
KJIiHIYHUX i30JI4TiB XapaKTepU3YyIOThCSI BUCOKUM piBHeM pesucTeHTHOCTi (MIC ®daykonazomny =100 Mxr/mi).
BopHouac sk a30104yT/IMBI, TaK i a30JI0pE€3UCTEHTHI ITaMU KaHJ U], IPOSIBISIOTh YYTJIMUBICTb 40 aHTUCENTUYHUX
3aco6iB JlekacaHny i Xsoprekcuayay. [IpoBefieHO LijleCIpsIMOBAaHMI MIOLIYK JIIKAPChKUX POCJIMH, CHPOBUHA SIKAX
BKytoueHa B IOV 2.6, sKi MiCTSTb 6i0JI0TiYHO aKTUBHI pEYOBUHU 3 aHTU(PYHTATIbHOIO AKTUBHICTIO BiTHOCHO
azonope3ucredHTHUX mramiB C. albicans i C. tropicaalis, BusinieHux Bif malieHTiB i3 KAHANU030M CJIM30BOI
000JIOHKM POTOBOi IOPOXXHUHU. BUSIBJIEHO BUCOKY aHTUKAH W 03HY aKTUBHICTb €KCTPAKTIB Psly IPEICTAaBHUKIB
(dyiopu YKpainu (KOpeHEBUI, TUPJIMYA JKOBTOTO, JIETIEXU 3BUYAalHO], TpaBa TUPJIMYA JIACTiBHEBOTO, KOPEHI IIepcTada
IIPSIMOCTOSTYOTO, PAaHHUKA BY3J1yBaTOr'O, JINCTKIB CO(OpY SAMNOHCHKOI, KBiTiB 6Y3MHM YOPHOI, [1€PBOLBITY BECHSIHOTO,
TpaBU JIepeBilo 3BUYANIHOTO, BepOeH! JIiKapChKOi, XBOIIA [T0JIbOBOTO, OJIOPOKHUKA KapJIUKOBOTO, KBiTH), @ TAKOX
IIPSIHO-aPOMaTUYHUX POCJIMH (TPAaBU 4€OPELI0 OB3y4O0ro, MJI01iB KOPiaHApy MOCIBHOTO Ta MEPLI0 TOCTPOro, KOpU
KOPHUYHMKA LI€MIJIOHCBKOT0, KOPEHEBUIL KYPKyMU JOBroi Ta im6ups sikapcbkoro). Kpim Toro, niareepakeHo
BUpaxeHy QyHIiuuaHy i yHricTaTu4Hy [ilo CTOCOBHO KJiiHiyHUX i3071TiB C. albicans i C. non-albicans Bix
CTOMATOJIOTIYHUX NalieHTiB eKCTPaKTiB JIUCTKIB JIaBpa 6J1arOpPOJIHOTrO, IIJIOAiB MyCKaTHUKA AyXMSHOTO, TPaBU
OypKyHa 61/10ro, poOBUKa JIiKapChKOTO i repaHi TeMHOi, KOpEHEBUII KYIIMHU KiJIb4acToi, TpaBU i KOPEHiB napuia
3BHYAIHOTrO, KBITiB 710y OJHOMATOYKOBOTO. BCTaHOBJIEHO, 1110 6i0JI0TiYHO aKTHBHI CIIOJIYKH JIIKAPCHKUX POCJINH
dyopu Ykpainu (30Kpema, KBiTiB KaJIeHIyJIM JiKapchKoi i pyi0oeKii po3[iibHONINCTOI, TPaBu i KOpEeHiB napusia
3BMYAIHOrO, TPABU 4eOpeLI0 3BUYANHOTrO0, JINCTKIB ropixa BOJIOCBKOTO, CJIaHi KCAHTOPii MOCTIHHOI) BOJIOLIOTh
3/IATHICTIO IiABUIYBAaTH YyTJIMBICTb KIIHIYHUX MTaMiB KaHouz 1o GiaykoHazosy. Yiepiue npogeMOHCTPOBAHO, 110
y IITamiB KaHIU, HU3bKUI PiBEHb PE3UCTEHTHOCTI 1,0 PiyKOHa307y (KUl 3a6e3nedyeTbes ePIIOKCHAM
MeXaHi3MOM) y 6inbIili Mipi nignaerbcs Mogugikanii 6i0J0riYyHO aKTUBHUMU CIIOJIyKaMU JIIKaPChKUAX POCIMH, HDK
BHICOKUM PiBE€Hb PE3UCTEHTHOCTI. TaKMM YMHOM, PE3yJIbTaTU NOCJiIXEHHS TEOPETUYHO OOI'PYHTOBYIOTh HOBUM
CTpaTeriYHui HaIPsIMOK IOJI0JIaHHS a30JI0PE3UCTEHTHOCTI KaHAU I — KOMOiHOBaHe 3acTocyBaHHS DyKOHA30Ty 3
MopudikaTopamu pe3uCTEHTHOCTI IIPUPOJHOTO (POCIUHHOI0) OXOAKeHHsI. ONTUMI30BaHO CIIOCOOU
€KCTParyBaHHS TPaBy IOJIVHY 3BUYAIHOTO, TIOJIMHY O0Ke AEPEBO, JKOBTIIIO iIKOTO, TOPJISTHKY I10B3Y40i, XXabpiio
3BMYAIHOTO, PyTU CaJI0BOI 3 METOIO OJIEP>KaHHS KOMIIIEKCIB €KCTPAaroBaHMX CIOJIYK 3 aHTUKAHAU03HNMU
BJIACTMBOCTSIMU. BUKOHAHO MiKpOGioJioriuHe OOrpyHTYBaHHS N€PCIEKTUBHOCTI i OLiIbHOCTI BUKOPUCTaHHS
piAKoro excTpakTy KOpeHeBHUI TUPJIMYy BaTouHUKOBOro (Gentiana asclepiadea L.), Burotossienoro Ha 40 % eTaHoi
(1:1) nya cTBOpPEHHS Ha IOTO OCHOBi HOBOTO 3aCO0Y 11711 MiCLI€BOTO JIiKyBaHHS KaHAUI03iB CIN30BUX OO0JIOHOK, Y
TOMY YMCJIi POTOBOI MOPOKHUHU. Po3po6iieHo i 3anatentoBaHo (Ilatent Ykpainm N2 134453) 3aci6 3 BogHO-
€TaHOJIbHUX €KCTPaKTiB KOPU KOPUYHHUKA LIeMJIOHCHKOTO Ta KOPEHIB IlepcTavy NPsIMOCTOSIYOrO (KajlraHa) y
CHiBBiHOILIEHHI 1:1, 0 BOJIOJi€ NPOTUTPUOKOBUMHU i IPOTU3ANAJBHUMU BIACTUBOCTSIMU, [1JIs1 JIIKYBaHHS
KaHJUI03HUX yPAXKEHb CIM30BOi 060JI0HKM POTOBOI MOPOKHUHH Y NMALli€HTIB i3 IPOTE€3HUMU CTOMATUTAMU.
PesynbTaTu IPOBELEHOrO €KCIIEPUMEHTAJILHOTO OCIIIPKEHHS CIIYTyIOTh MiKpOOioJIOriYHUM OOGI PYHTYBaHHIM
MOXJIMBOCTI CTBOPEHHS HOBHUX 3aC00iB Ha OCHOBI JIIKAPCBKUX POCJIMH [J1s JIIKyBaHHS KaHAUA03Yy CIM30BO1
060JI0HKM POTOBOI NOPO>KHUHU. Ki1I040Bi CJ10Ba: C/1M30Ba 0O0JIOHKA POTOBOI NOPOXHUHMU, APDKIPKONOAIOH rprbu
poay Candida, pocnunHi ekcTpakTH, ®IykoHa3071, MiKpo6ioM pOTOBOI TOPOKHMHY, IPOTUTPUOKOBI ITpernapary,
rpuOKOBi 3aXBOPIOBAHHS TOPOXKHUHU POTA, KAHAUI03, aHTUMIKpOOHA aKTUBHICTh, aHTUMiKPOOHA PE3UCTEHTHICTb.
l'anyse - Menunyna.

2. 209 extracts of medicinal and aromatic herbs and 76 clinical strains of Candida yeast-like fungi isolated from
patients with candidiasis served as research objects in accordance with the defined objective and tasks. The
following microbiological research methods were used: microscopy, selection of pure cultures of Candida yeast-
like fungi, identification of Candida cultures by biochemical properties; determination of Candida strains
sensitivity to antifungal antibiotics and synthetic antimycotics; determination of minimum fungistatic and
fungicidal concentrations of antifungal agents and antiseptics; definition of antifungal activity of plant extracts and
their minimum fungistatic and fungicidal concentrations, detection of synergic interection of medicinal plant
extracts antifungal action with Fluconazole. 76 strains of Candida fungi were isolated and identified during the
microbiological examination of swabs from the oral mucosa (gums and tongue) of the dental patients without



dental dentures and the carriers of removable dental dentures with oral mucosa candidiasis associated with the
concomitant somatic pathology, including secondary Sjogren’s syndrome (mainly on the background of
rheumatoid arthritis). C. albicans strains were determined to predominate undoubtedly among all Candida isolates
in patients with oral mucosa candidiasis associated with the concomitant somatic pathology. They constituted
72,5+0,88 %. C. albicans retained a prominent position, although at a significantly lower level, on the background of
concomitant secondary Sjogren’s syndrome (56,0+1,98 %, p<0,01). C. lusitaniae (16,0+1,47 %) and C. kefyr (12,0+1,30
%) prevailed among Candida non-albicans species. Certain species of yeast-like fungi, in particular C. lusitaniae, C.
lipolytica, Cryptococcus laurentii were detected on the oral mucousa in patients with Sjogren’s syndrome for the
first time. The massiveness of Candida colonization of the mucous membrane of the patients’ tongue (3,95+0,45 Ig
CFU /ml) was higher on the background of concomitant Sjogren’s syndrome compared to the gums colonization
(1,48+0,46 1g CFU /ml, p<0,01). Extracts of a number of medicinal plants (rhizomes of Yellow Gentian and Willow
Gentian, Acorus Clamus, roots of Tormentil, Woodland Figwort, leaves of the Chinese Scholar Tree, flowers of
Sambucus Nigra, Cowslip Paigle, herbs of Common Yarrow, European Verbena, Common Horsetail, Slender
Plantain) as well as aromatic herbs (herbs of Creeping Thyme, fruits of Coriander and Hot Pepper, Ceylon
cinnamon bark, Turmeric and Ginger rhizomes), the raw materials of which are pharmacopoeia in Ukraine (SPU
2.6), showed high antimicrobial activity against azole-resistant C. albicans and Candida non-albicans strains of oral
origin. In addition, a pronounced fungicidal and fungistatic effect of extracts of Bay Laurel leaves, Nutmeg Tree
fruits, herbs of White Sweet Clover, Great Burnet, and Mourning Widow, Polygonatum verticillatum rhizomes,
herbs and roots of Agrimonia Eupatoria, flowers of Common Hawthorn in dilutions up to 1:640 was confirmed
regarding clinical isolates of C. albicans and C. non-albicans from dental patients. This justified the principle
possibility of their use for local treatment of candidal lesions of oral mucosa. Biologically active compounds of
medicinal plants of the flora of Ukraine have the ability to increase the sensitivity of Candida clinical strains to
Fluconazole. Dose-dependent synergism of antifungal action with Fluconazole was reliably confirmed for 37
extracts out of 166 studied (22,3+0,25 %) regarding C. tropicalis and 5 extracts (3,0+0,10 %) regarding C. albicans.
Extracts of pharmacopeial medicinal plants such as Pot Marigold flowers, Common Agrimony herbs and roots,
Common Thyme herbs as well as non-pharmacopoeial plants such as Greenheaded Coneflower flowers, leaves of
Walnut, thallus of Xanthoria parietina had the ability to increase both test strains sensitivity to Fluconazole. The
results of the performed research theoretically substantiate a new strategic direction for overcoming Candida
azole resistance, namely the combined use of Fluconazole with modifiers of natural (plant) origin resistance. The
future outlook and expediency of using a liquid extract of Gentiana asclepiadea L. rhizomes prepared in 40%
ethanol (1:1) for the creation of a new agent based on it for the local treatment of candidiasis of the mucous
membranes, including the oral cavity, was microbiologically substantiated. Key words: oral mucosa, Candida yeast-
like fungi, plant extracts, Fluconazole, microbiome of the oral cavity, antifungal drugs, fungal diseases of the oral
cavity, candidiasis, antimicrobial activity, antimicrobial resistance. Branch - Medicine.
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InenTudikarop ROR:

VIII. 3ak1104Hi BiZOMOCTI
Biacue IlpisBume Im'st [To-6aThKOBI Poxxo Mukosia Muxaiiosmd

TOJIOBH pajgu

Biacue IlpisBume Im's I1o-6aThKOBI Poxxo Mukosa Muxainoeird
TOJIOBYIOYOTO Ha 3acCimaHHi
BiamoBigaibHUH 32 MiZITOTOBKY Kyninny I'antist BorpanisHa

00JIIKOBHX JOKYMEHTIB

Peectparop YKpIHTEI

KepiBHuK Bigginy YKpIHTEI, mo €
BiZIIOBiZaJIbHUM 32 peeCcTpallilo HayKOBOi IOpuenko TeTsHa AHaTosiiBHA

OisIIBHOCTI




