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1. EkcriepyumeHTasnbHe OOrPYHTYBaHHSI CTBOPEHHS JIIKapChKOT0 Npenapary 1J1sl iHTpaBariHajabHOTO 3aCTOCYBAHHS 3

MIPOTHU3AMNAJIbHOIO Ta TPOTUMIKPOOHOIO aKTUBHICTIO

2. Experimental justification for the development of drug for intravaginal use with anti-inflammatory and
antimicrobial activity

Pedepar:

1. Incepraliist IpucBSIY€Ha €KCIIEPUMEHTAIbHOMY OOI'PYHTYBAHHIO IOLJIBHOCTI CTBOPEHHIO JIIKAPChKOTO IIPernapary
L7151 iHTpaBariHaJbHOIO 3aCTOCYBaHHS 3 IPOTU3aIlaJIbHOIO Ta IPOTUMIKPOOHOIO aKTUBHICTIO. Y OucepTaLifiHil
poO6OTi BIleplie Ha OCHOBi BUBUEHHS BIUIMBY KOMIIOHEHTIB OCIIiIKyBaHOi KoMObiHalii Ha ii aHTUMIKpOOHY
aKTUBHICTb, BUSBJIE€HO KoMbOiHaLjto-igep — MKI-4 (MmeTponinaszosn 100 mr, koTpumaszon 400 mr ta ibynpodeH 80
mr). loBezeHo, 0 KOMbiHaLisi-1igep BifHOCUTHCS 10 V KJIacy TOKCUYHOCTI «IIPAKTUYHO HETOKCUYHI pEYOBUHNY
IIpU B/11J1 BBeJleHH]. 32 yMOBU TpuBasoro 3actocysaHHs MKI-4 BU3Ha4Y€HO BifICyTHICTb ii TOKCMYHOrO BIJIMBY Ha
[IOBEJiHKOBI peaklii, Macy Tisia Ta BHYTPIlIHIX OpraHiB, NOKa3HUKM (YHKIIOHAIBHOTO CTaHy €4iHKY, HUPOK.
JloBeneHO HasiBHICTb O3UTUBHOTO BIIMBY MKI-4 Ha eniTesia/ibHy IJIACTUHKY ITiXBYU Ta 3MEHIIEHHS CyMHU 6asliB, 110

XapaKTePU3YIOThb CTYIIiHb NIATOJIOTIYHOrO MPOLECY [IPY MOJIEJIIOBAHHI TPAaBMATUYHOTO Ta ACEIITUYHOrO BariHITy y



mypiB. BcranosneHno BB MKI-4 Ha QyHKUiOHAIbHI TOKAa3HUKY JIEUKOLUTIB IEPU(EPUIHOI KPOBi AOCIIKyBaHNX
3pasKiB in vivo Ha MOAEJSAX TPaBMAaTUYHOTO Ta ACENTUYHOTO BariHiTy. EKCIIEpPUMEHTAIBHO JOBEEHO HASIBHICTD
teparneBTUYHOI 1ii MKI-4 npu slikyBaJbHOMY peKrMi BBeJleHHs Ha (POHI cpOPMOBAHOrO BariHiTy 3MillIaHOI €TioJIOoTii
(S. aureus Ta C. albicans), o nigTBEpAKyBaJIOCSI HOPMAaJIizallielo CTaHy €MiTeJilo MiXBA TBAPUH Ta I0KAa3HUKIB
iMyHHOI cuctemu micig mogeHHoro BBegenHss MKI-4 nmpotsarom 5 nHiB. BCTaHOBIEHO HASBHICTD, iHI6YBaJIbHUX

BiactuBocTeit MKI-4 1mo0/10 6i011iBOK MOHOKYJIBTYP aepOOHUX 6aKTepiil Ta 6akTepialbHO-IPUOKOBUX acoljialliil.

2. The thesis is dedicated for the development of drug for intravaginal use with anti-inflammatory and
antimicrobial activity. In the dissertation, based on the study of the antimicrobial effect of the components of MC 1
- MC-15 samples, for the first time the leader-MCI- 4 (metronidazole 100 mg, clotrimazole 400 mg and ibuprofen
80 mg). New data on the safety of the MCI-4 combination have been obtained. It is proved that it belongs to grade
V toxicity "Practically non-toxic compounds” when administered intragastrally. When using MCI-4 in doses of 9.42
mg/kg, 94.2 mg/kg and 942 mg/kg for 3 months, no toxic effect on behavioral reactions, body weight and internal
organs, indicators of the functional state of the liver and kidneys was established. For the first time, morphometry
proved a positive effect of MCI-4 at a dose of 53 mg/kg on the vaginal epithelial plate and a decrease in the sum of
points that characterize the degree of the pathological process to 4 compared to TV 8 (P<0.05) when modeling TV,
AV in rats. The positive effect of MCI-4 on the functional parameters of peripheral blood leukocytes, namely their
redistribution, phagocyte index, and phagocyte number of the studied samples in vivo on TV and AV models, was
established. It is confirmed that vaginitis of mixed etiology is accompanied by inflammatory reactions that lead to a
violation of the indicators of a specific link of the immune response (cytotoxic activity of lymphocytes, cytotoxic
activity of macrophages, antibody-dependent cytotoxicity of lymphocytes, antibody-dependent cytotoxicity of
macrophages, cytotoxic activity of lymphocytes+macrophages, antibody-dependent cytotoxicity of
lymphocytes+macrophages, lysis ability of serum) and the accumulation of factors that at different stages of the
inflammatory process block reactions mediated by lymphocytes or macrophages against the background of their
preserved ability to manifest cytotoxic activity, in the blood serum. The therapeutic effect of MCI-4 pessaries in
the therapeutic mode of administration in conditions of formed vaginitis of mixed etiology (S. aureus and C.
albicans), which was confirmed by normalization of the state of the vaginal epithelium of animals and indicators of
the immune system after a single daily administration of MCI 4 for 5 days. Therapy with MCI-4 pessaries leads to
activation of the body's immunological reactivity. It was found that the components of MCI-4 showed distinct
inhibitory properties against biofilms of monocultures of aerobic bacteria and bacterial-fungal associations.
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