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Pedepar:

1. Incepralis npucBsyeHa yJ0CKOHAJIEHHIO epeKTUBHOCTI Tepalii y XBOpux Ha XpOHIiYHi JepMaTo3y, 110
OTPUMYIOTb iMyHOCynpecuBHy Tepaito (ICT), msaxoM po3poOKU KOMILJIEKCHOTO METOAY JIIKYBaHHSI 3 ypaxXyBaHHIM
3MiH MiKpO6ioLeHO3y IKipy XBOpUX. [lo mocigkeHHs yBilau 229 NauieHTiB 3 TSOKKUMHU iIMYHO3QJIEXKHUMU
XPOHIYHUMMU epMaTo3amu. 3 HuX 172 ocobu XBOpUX Ha Ncopias, 23 0coO6M XBOPUX Ha aKaHTOMITUYHUN niemiryc i
34 ocobu, XBOpUX Ha ajieprojepmartosu. 1o KOHTPOJIbHOI rpynu yBiiny 17 KiHivyHO 310poBuUX oci6. [1s
OLiHIOBaHHA TAKKOCTI XPOHIYHUX I€PMaTO3iB BUKOPUCTOBYBAJIM CTAHIAPTHI iHIEKCH. 30KpeMa, CTYIiHb TSKKOCTI
rcopiasdy Bu3Haudasm 3a ponomoromw ingexcy PASI, All 3a mkanowo SCORAD, a kiIiHiYHYy KAPTUHY €K3€MU OLIHIOBAJIN
3a iHgexkcoM EASI, oLiHKy TSKKOCTI akaHTo liTH4HOro nemdirycy -3a ingekcom IKEDA. Y cTpyKTypi CyIIyTHBOI



1IaTOJIOTii y XBOPUX HA aKaHTOJITUYHUI neMdiryc 6akTepiaibHi ycKIagHeHHs BUSBIAAN y 92,3 % MallieHTiB, sKi
otpumyBainu CI'KC, i 70 % narieHTiB, 1o oTpumyBaiu kKombiHoBaHy Tepanito CI'KC i IIC. Mikpo6iosoriuauii aHani3
OCepeJIKiB ypakeHHs [T0Ka3aB JOMiHyBaHHS CTa@iOKOKIB, sIKi cTaHOBUIM 77,8 % i3071b0BaHuX WTaMiB (133 mramu).
Corynebacterium, Streptococcus i Micrococcus 3yctpivanucs pigue - 5,9 %, 6,4 %, 19,9 % BinnosigHO. Y 310pOBUX
oci6 craginokoku Buaydanucs y 88,9 % Bumnazxis (40 mTamiB). YCboro 3 ocepesikiB ypakeHHs, iIHTaKTHOI LIKipy
XBOPUX Ha aJIeproflepMaTo3y, 11copias i KOHTPOJIbHUX AiJISTHOK HIKipY 3[l0POBUX 0Ci6 OyJs10 BuydeHo 171 KiliHiYHUH]
IITaM MIKpOOPraHi3MiB BiJj XBOPUX i 45 mTaMiB BiJ] 310poBuX 0ci6. CTymiHb 3arajIbHOrO MiKpOOGHOTO 0O6CIMEHIHHS
Bapitosas Bif 103 go 107KYO /cm?2, npudoMy Lieil IOKa3HUK OyB BUIIMM Y XBOPUX 3 IOMIPHUM i BaKKUM 1epe6irom. Y
XBOPUX Ha 1icopias, siki orpumyBasnu ICT, piBeHb 06CiMEHIHHS TaKOX OYB MiBULIEHUM [J1s1 IOMiPHOTO i BAXKKOTO
nepe6iry BiNoOBigHO, ajle HUXKYUM, HDK IIpU ajzieprojgepmaro3ax. Ha iHTakKTHUX [ijIsiHKax WKipU XBOPHX 3
asieprofiepMaTo3amMu TakoX CIIOCTepiranocs MifABUIIEHHS piBHS 0O0CIMEHIHHS S. aureus, sike 3poCTajo 3i
30i7BbIIEHHSIM TSPKKOCTI 3aXBOPIOBaHHS Ta 3actocyBaHHAM [CT. 3HauHa WinbHICT KOJIOHI3alil CBiTYmnIIa Mpo
BUpaXeHy A1c6io3HYy 3MiHY MiKpO6iOLleHO3Y 3 BUTICHEHHSIM KOMEHCaJIbHUX BUIIB, TAaKUX sK S. epidermidis. ¥V
6ioTomnax can30BUX 0OO0JIOHOK XBOPUX Ha aKaHTOJIITUYHUIH NTeM@iryc Takox nepesaxanu Staphylococcus spp.,
4acTo B acoujanii 3 mikpoopraHiamamu poay Streptococcus. OTprMaHi pe3yJbTaTy MiIKPECIIOITh BaXKJINBICTh
MOHITOPUHTY MiKPOGHOTO CKJIaly ypaskeHUX Ta IHTaKTHUX [AiJISTHOK IIKipH Y XBOPUX Ha XPOHIYHi IepMaTosH,
0c06711BO 32 yMOB NpoBeneHHs ICT. BusBieHHs acoljialiiil naToreHHUX MiKpOOpraHi3MiB i3 TSDKKiCTIO niepeoiry
3aXBOPIOBaHb NOTpeOye KOPEKILii aHTHOaKTepiabHOI Teparii Ta BIPOBaJKEHHS 3aX0/iB i3 BilHOBJIEHHS 6ajaHCy
MmikpobioneHosy. Tepanis CI'KC ta LIC y nauieHTiB i3 ncopia3oM 1eMOHCTPYe BIIMB Ha PiBEHb [IPO3aNajbHUX i
MIPOTU3aNaJbHUX [IUTOKIHIB, 30Kpema IL-6 ta IL-10. JocmimkeHHs okasano, o piBeHsb [L-6 y nauieHTiB 10 MO4aTKy
JIiKyBaHHS 3HaYHO [1IepEBUILyBaB HOPMaJlbHi 3Ha4eHHs. [IpoBefieHa Teparist crpusijia 3HUKEHHIO 1[bOTO ITI0Ka3HMKA B
yCixX rpynax, oJHaK Hal6iblll BUPKEHE 3HVDKEHHS BiJ]3HA4aJI0Cs B IPYI, 1[0 OTPUMYBaJa HUTOCTATUYHY TEPAIIo.
[MigsumenHs IL-10 y Bcix rpynax naijieHTiB 1o JIikyBaHHS BKa3ye Ha HaMaraHHs OpraHi3my 30ajlaHCyBaTH iMyHHY
BiZIITOBiIb Y€pE3 aKTUBALIiI0 TPOTU3ANAIIbHUX MexaHi3MmiB. [licys sikyBanHs BMicT IL-10 3HMKyBaBCs, IpoTe
3aJIMIIABCS BULIMM 332 HOpMaJlbHi OKa3HUKKU. Halimene 3HmkeHHs 1L-10 cioctepiranocs B rpyi, gKa He
orpumysasna CI'KC. ¥V nauienTis 3 nncopiazom 1o no4atky ICT piBens IL-8 y cupoBaTLi KpOBi IEpEBULLlyBaB
[TOKa3HMKY KOHTPOJILHOI rpynu y 2,6-3,6 pasu. I[licins sikyBanH4 y [I-1V rpynax MOro KOHILEHTpalligd 3HUKyBasacs 10
pedepeHTHUX 3HaUYeHb, Toi sIK Tpu BUKopucTtaHHi CI'KC 3HmkeHHs 6ys10 MeHIl BupakeHUM. PiBenb TNF-0 y KpoBi
HalieHTiB 10 JIiKyBaHHS IE€PEBUILYBaB IOKA3HUKU KOHTPOJIbHOI rpynu (p < 0,05). ITicas tepanii TNF-0 nocToBipHO
3HMXYBaBCA y BCiX rpymnax, aje Haimene - npu npusHadeHHi CI'KC. Konuenrpauis [FN-0y cupoBartiii KpoBi Ha
IIOYaTKYy JIiKyBaHHs [IepeBUIIyBajla HOpMY Oiblll HiX y 2 pasu. Iliczs Tepamnii fioro piBeHb HelOCTOBIPHO
3HIKyBaBc B [-IV rpynax, aze 3Ha4HO 3MEHIIYBaBCs Y XBOPHUX, sIKi oTpumyBanu LIC a6o LIC+CI'KC (p < 0,07; p <
0,002). Vci manienTy Ha akaHTOJITUYHKI NTeMdiryc Manu JOCTOBipHO ninBuiieHi piBHi IL-6, IL-8, IL-10, TNF-o Ta
IFN-0 nopiBHsIHO 3 KOHTpoJieM (p<0,001), 110 CBif4YMIIO PO aKTUBHY (asy 3anajeHHs. Uepes Micsib Micys JiKyBaHHS
CIIOCTepirasiocst 3HWKEHHS PiBHIB LIMTOKIHIB, 6111l BUPa’keHe y IpyIi KOMOiHOBaHOI Teparii. [[pusHadeHHs
JiHe3oiiny (600 mr 2 pa3u Ha 1o6y, 10-14 gHiB) nanieHTaM i3 BTOPMHHUMU MiOAE€PMisIMU IIPU3BEJIO A0 eJliMiHalii i
3HIDKEHHS 4aCTOTH BUIiNeHHs S. aureus y 7,3 pasu. Teparis 3 BUKOPUCTaHHIM Mymipouuny 2 % y dopmi masi
BUsBUIIacs e(peKTUBHOIO: perpec o3Hak mionepmii BindHaueHo y 91,8 % Bunajkis; KIiHiYHY peMicito -y 27,9 %,
3HaYHe MOKpaleHHs - y 52,4 %. 3acTocyBaHHs audepeHiifioBanoro nigxony ao ICT ta aHTH6aKTepialbHUX 3aCO0IB
y CKJIaZii KOMIJIEKCHOTO JIIKYBaHHS XPOHIYHUX JEPMATO3iB JO3BOJISIE LOCIITU CTIMKOI peMicii, 3SHU3UTH

(apmakosioriuHe HaBaHTaKEHHSI i TOKPALIUTH SIKICTh KUTTSI MMAIliEHTIB

2. The dissertation is devoted to improving the effectiveness of therapy in patients with chronic dermatoses
receiving immunosuppressive therapy (IST) by developing a comprehensive treatment method taking into account
changes in the microbiocenosis of the skin of patients. The study included 229 patients with severe immune-
dependent chronic dermatoses. Of these, 172 patients with psoriasis, 23 patients with acantholytic pemphigus and
34 patients with allergodermatoses. The control group included 17 healthy individuals. Standard indices were used
to assess the severity of chronic dermatoses. In particular, the severity of psoriasis was determined by the PASI, BP
by the SCORAD, eczema was assessed by the EASI, the severity of acantholytic pemphigus was assessed by the



IKEDA. In the structure of concomitant pathology in patients with acantholytic pemphigus, bacterial complications
were detected in 92.3% of patients treated with SGCS and 70% of patients treated with combined therapy with
SGCS and CS. Showed the dominance of staphylococci, which accounted for 77.8% of isolated strains (133 strains).
Corynebacterium, Streptococcus and Micrococcus were less common - 5.9%, 6.4%, and 9.9%, respectively. In
healthy individuals, staphylococci were recovered in 88.9% of cases (40 strains). A total of 171 clinical strains of
microorganisms from patients with allergodermatoses, psoriasis and control skin areas of healthy individuals were
isolated from lesions, intact skin of patients with allergodermatoses, psoriasis and 45 - from healthy individuals.
The degree of total microbial contamination ranged from 103 to 107 CFU /cm?, and this figure was higher in
patients with moderate and severe disease. In patients with psoriasis treated with IST, the level of colonization was
also increased for moderate and severe psoriasis, respectively, but lower than in allergodermatoses.An increase in
S. aureus colonization was also observed on intact skin areas of patients with allergodermatoses, which increased
with increasing disease severity and the use of STIs. A significant density of colonization indicated a pronounced
dysbiosis change in the microbiocenosis with the displacement of commensal species such as S. epidermidis. The
mucosal biotopes of patients with acantholytic pemphigus were also dominated by Staphylococcus spp. often in
association with microorganisms of the genus Streptococcus. The obtained results emphasize the importance of
monitoring the microbial composition of the affected and intact skin areas in patients with chronic dermatoses,
especially in the context of IST. The identification of associations of pathogenic microorganisms with the severity
of the disease requires the correction of antibiotic therapy and the implementation of measures to restore the
balance of microbiocenosis. Therapy with SGCS and CS in patients with psoriasis demonstrates an effect on the
level of proinflammatory and anti-inflammatory cytokines, in particular IL-6 and IL-10. The level of IL-6 in patients
before treatment was significantly higher than normal. The therapy contributed to a decrease in this indicator in
all groups, but the most pronounced decrease was observed in the group receiving cytostatic therapy. After
treatment, IL-10 decreased, but remained above normal levels. The smallest decrease in IL-10 was observed in the
group that did not receive SGX. In patients with psoriasis, before the start of IST, the level of IL-8 in the blood
serum was 2.6-3.6 times higher than in the control. After treatment in groups II-1V, its concentration decreased to
the reference values, whereas the decrease was less pronounced when using SGCS. The level of TNF-o in the blood
of patients before treatment exceeded that of the control group (p < 0.05). After therapy, TNF-no significantly
decreased in all groups, but least of all in the group receiving SGCS. The concentration of IFN-o at the beginning of
treatment was more than 2 times higher than normal. After therapy, its level decreased insignificantly in groups I-
IV, but significantly decreased in patients receiving CS or CS+SGCS (p < 0.07; p < 0.002). All patients with
acantholytic pemphigus had significantly elevated levels of IL-6, IL-8, IL-10, TNF-o and IFN-o compared with
controls (p < 0.001). A month after treatment, a decrease in cytokine levels was observed, more pronounced in the
combination therapy group. The administration of linezolid (600 mg twice daily, 10-14 days) to patients with
secondary pyoderma led to the elimination and reduction of S. aureus isolation by 7.3 times. Therapy with
mupirocin 2% ointment proved to be effective: regression of pyoderma signs was noted in 91.8% of cases; clinical
remission - in 27.9%, significant improvement - in 52.4%. The use of a differentiated approach to IST and
antibacterial agents as part of the complex treatment of chronic dermatoses allows to achieve a remission, reduce
the pharmacological burden and improve the quality of life of patients
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