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2. The experimental substantiation of Enisamium iodide application in topical therapy of acute rhinosinusitis

Pedepar:

1. Y nucepraulii o6I'pyHTOBAHO JOLIBbHICTb 3aCTOCYBaHHS BiJOMOTrO JIiKapChKOTO 3aCO0Y 3 M0JIiBaJI€HTHOIO
(dpapmakoguHamikoro Enicamiymy fioauay y HOBil JliKapchKii (pOpMi O Ha3aabHUI CIIpeN AJ1s ONTUMI3alii ToniyHoi
Teparnii rocTporo puHOCUHyCUTY. JloBeneHo, 1o Npu i/H Ta B/1 BBeleHHi Enicamiym fionuy, (cripeit HazanbHMi) 10
MTI'/MJI € MaJIOTOKCUYHOIO Pe4OBHHOIO (IV Kjlac TOKCMYHOCTI), HE YMHUTD MiCIIeBONIOIPa3HIOBAJIbHO] Iii Ha
KOH'IOHKTUBY O4Y€il Ta CJIM30BY 0O60JIOHKY HOCOBOI IOPOKHMHY KPOJIiB; HE IPU3BOAUTD 10 MOPYIIEHHS HIOXOBOI
¢dyHKuii. 3a pe3ynbTaTaMu CKPUHIHTOBUX JOCHiIKeHb EHicamiyma itoauna (cripeil Ha3albHUi) HAl611bII
edexTBHA KOHLEHTPALlis 332 IPOTU3AIaJIbHUMU Ta AHAIT€TUYHUMU BJIACTUBOCTSIMU CTAaHOBUTD 10 Mr /ML
Enicamiym iogup (cipeit HazanpHUi) 10 Mr/mi1 posiBUB BiporinHi npotusananbHi (18,6% Ha 30 xB) Ta aHasIbreTUYHI
(23,7% Ha 30 xB Ta 30,9% Ha 1 rox) BAaCTUBOCTI 3 6iIbIl BUCOKOIO MIBUMKICTIO PO3BUTKY €(EKTIB y IOPiBHSIHHI 3
ibyrpodeHoM, 1110 MO>Ke OyTH 0OYMOBJIEHO HAsIBHICTIO [IEBHUX aHTUJIEMKOTPi€HOBUX BiacTUBOCTe. [TokazaHo
HasBHicTb y Enicamiym itogup (cripeit HazanpHuUit) 10 MI/MJ1 JOCTOBIPHO BUCOKOI aHTHaJIbTEPATUBHOI Ta IOMipHOI
aHTUMNpOoipepaTUBHOI aKTUBHOCTI. JloBeleHO, 110 IIPY PO3BUTKY XiMiuHOro Ta punoreHHoro PC y kposiB Enicamiym
foaua 3a JaHNMY FeMaTOJIOTiYHUX aHaJIi3iB YNHUTD BipOTiIHMI TO3UTUBHUI BIUIMB Ha Nepebir 3anaieHHs], Mo
IiATBEPAKY€EThCS pe3yibTaTaMy Ha3albHOI eHpockorii o Exicamiym fonun (cripeit HazanbHU) 10 Mr/MI1 BiporigHo
CIIpUsie perpecii naTosorii i Ipy LbOMY 32 TAKMM [TIOKa3HUKOM, SIK «CTaH CIIiBYyCTSl BEPXHbOILEJIEITHOI [1a3yX1»
BiporizHo nepesepuye akTuBHiCTE BNO-101, 110 06yMOBJIEHO MiCLIEBOIO [IPOTU3ANAIBHOIO Ji€l0 Ta i/H IIJISIXOM
BBEJI€HHS 3 OL/IbII BUAKUM PO3BUTKOM (papMaKkoguHamiyHOro edexry. HasgBHiCTb BipOTriIHOTO JiKyBaJbHOTO
edekry EHicamiym iogup, (cipeit HazanbHUit) 10 Mr/mi1 nigTBEPAKEHO pe3ysbTaTaMy ricTOMOP(OJIOriYHUX
IocuinxeHb. Pe3yspTaTy BUBUEHHS 6€311€KU Ta IlepeHocumMocTi Enicamiym itogup, (cripeit HazanbHuit) 10 Mr/mi 3
ecKasaljieo 103U Ipu nposefeHHi [ pasu KIiHIiYHUX JOCTiIKeHb Y 30,0POBUX JOOPOBOJIBbLIB IPY Pi3HUX peXUMax
D03yBaHHS CBiI4aTh PO NO6PY JIOKaJIbHY IEPEHOCUMICTD Ta 6€31eKy. KOMIIIEeKC OTPUMaHUX Pe3yJIbTaTiB
OOI'PYHTOBYE JOLJIbHICTb MOJAMBIINX NOCHiaXeHb Enicamiym oaug, (cipelt HazanpHuUi) 10 Mr/mi1 3 METOIO
PO3IIMPEHHS] ACOPTUMEHTY BiTYM3HSIHUX JIIKAPCHKUX 32CO06IB 1151 TAaTOr€HETUYHOI Tepariii roCTpOro puHOCUHYCUTY
Ta ii orrrumisartii

2. The thesis is devoted to substantiating the practicability of using a known medicine with multitype
pharmacodynamics Enisamium iodide in a new dosage form o a nasal spray to optimize the topical therapy of acute
rhinosinusitis to according with the appropriate medicine concept. According to the study results, it has been
proven that Enisamium lodide (nasal spray) 10 mg/mL is a low-toxic substance when administered intranasally
and intragastrically (toxicity class IV). Enisamium Iodide 10 mg/mL (nasal spray) in the single-dose instillation into
the rabbit eye conjunctival sacs and rabbit nasal passage did not show local drug-induced irritant effect and lead to
olfactory dysfunction. According to the Enisamium Iodide (nasal spray) screening study results, the most effective
concentration for anti-inflammatory and analgesic properties is 10 mg/mL (p<0.05): 5 mr/mi (14.5% Tta 20.6%,
respectively) < 10 mr/mi (35.3% Ta 43.4%, respectively) > 20 mr/mi (22.5% Ta 33.5%, respectively). It is this
concentration has been chosen for further studies. With an in-depth study of Enisamium Iodide (nasal spray) 10
mg/mL pharmacological profile, it has been proved that Enisamium Iodide was shown pronounced anti-
inflammatory properties; these differences are significant compared to the reference drug ibuprofen with
exceeding its activity on 30 minutes (18.6%). It has been confirmed that Enisamium iodide has pronounced
analgesic properties, these differences are significant compared to the reference drug ibuprofen with exceeding
its activity on 30 minutes and the first hour (30.9% and 23.7%, respectively) (p<0.05). Such pharmacodynamic
features can be explained by an effect on the leukotriene pathway of the inflammatory process, which will be
manifested by a higher rate of the clinical effect development. It has been found that Enisamium iodide (nasal
spray) 10 mg/mL has a significantly high antialterative activity o on average for the entire observation period
antialterative activity was 27.56% compared with ibuprofen 18.6% and moderate antiproliferative activity without
tendentious differences (14.24% and 15.05%, respectively). Summarizing the obtained results, it is possible to
conclude that EISN10 mg/mL is a promising medicine with polyvalent pharmacodynamics for further preclinical



and clinical studies to expand the of native drugs' range for appropriate medicine of ARS treatment and its
optimization.
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