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Pedepar:

1. Inceprarifina po60Ta IpUCBIYeHa PO3POOLIi METOIMK KOHTPOJIIO SIKOCTi €KCTEMITOPaIbHUX HA3aJIbHUX
(dapmaleBTUYHUX IIpernapaTis [j1sl I0aJlblI0ro BUBYEHHS XiMIUHOI CTabiNIbHOCTI 1715 TOJOBKEHHS TEPMiHY
IIPUIATHOCTI Ta 34iICHEHHS XiMiYHOTO KOHTPOJIIO JJ1s1 3a0€3I1€4€HHS HAaCeJIEHHS SIKICHUMU JIiIKapChbKUMU 32CO0aMU.
Ynepiie y pamkax JUCepTaliiiHOro JOCiIKEeHH BU3HAYEHi ONITUMAaJIbHI YMOBY XIMIYHOTO aHali3y
eKcTeMIlopaibHuX ¢papmaneBTHiHUX npenaparis (EQIT) «PozuuH nportapromny 1,0 %» i «Po3uuH npotapromny 2,0 %» i
BHMBUYEHO BaJlifalliliHi XxapaKTepUCTUKU TUTPUMETPUYHOI METOAUKU KiIbKICHOTO BU3HAY€HHS, 10 T03BOJIUIIO
BUKOPUCTOBYBATH iX [/ LOCJiTKEHHS XiMIYHOI CTabiIbHOCTI MPOTAprojy B KPaIsx Ta IPOBEAEHO aHali3
MiKpo6iosoriyHoi yrcToTU 3pas3KiB. BcraHoBEHO, mo gocaimkyBaHi JIQ € ximiuHO i 6ios10TiYHO CTabiIbHUMU
BIpoAioBXK 150 7i6, 1110 103BOJINIIO OTPUMaHI Pe3yyIbTaTy 3allpOIIOHYBATHU [J1s1 CTBOPEHHSI IPOEKTY MOHOrpadii
JepxaBHoi @apmakoriei Ykpainu. 1151 KOMOiHOBAaHOTO €KCTEMIIOPAJIBHOTO CIIPEIO 117151 JIiKYBaHHS ajeprii, 1o ckiany
SIKOTO BXOJSITh PeHinedpuHy rigpoxsopus, nudeHrigpaminy rigpoxnopu, Hirpodypar i HaTpiio xjaopug,

3aIpOIIOHOBaHI XiMiuHi MeTonu ineHTHikanii Ta KisIbKiCHOro BU3HaUY€HHSI CKJIQZOBUX IIPYU CYMIiCHil IPUCYTHOCTI.



BaraTocTafiiiHicTh NpOBeJEeHHs XiMIYHUX JOCIIIIPKEeHb 3 aHaJli3y KOMOIHOBAHOTO CIIPEIO /1715 JiKyBaHHS ajleprii
00yMOBUIIN PO3POOKY crienndivHOi METOAMKY 3 BUKOPHUCTAHHIM MeToAy pifuHHOI xpomartorpadii. [Tiniobpano
ONTUMAaJbHi yMOBU BU3HAUYEHHS: HepyxoMa ¢asa (xpomarorpadiuHa KojaoHKa po3mipom 250 MM x 4,6 MM 3
PO3MipOM YaCTOK 5 MKM), €JII0I0BaHHS B pyXoMux (azax TpudTopourosa kucaoTa - soga (0,1: 100) Ta meTaHon y
rpaflieHTHOMY peXXuMi (lBUAKiCTb pyxomoi ¢asu - 1,2 mi/XB; Temriepatypa KoaoHKU - 40 °C; 06’eM inxKekuii - 20
MKJI, yac xpomatorpadysanss — 10 xB). leTeKTyBaHHS IpOBOAUIN YP-1eTeKTOPOM 32 JOBKMHU XBUJli 220 HM.
[Ticist BUBYEHHS BasliJaliiiHUX XapaKTePUCTHK, 3a[IpONIOHOBaHa MeToAuKa BEPX BUKoprCTaHa /1J1s1 BUBYEHHS
ximiuHOi cTabinbHOCTI EQIT B yMOBaxX 1OBrOCTPOKOBUX BUIIPOOYBAHb 3a TeMIiepatypu (25 + 2) °C Ta BifHOCHOI
BoJIOroCTi OBITPs (60 + 5) % i BCTAaHOBJIEHO, 1110 3pa3KH LOCIiI>)KYBaHOTO CIIPEIO IJ1s JIiIKyBaHHS aJlepridYHOro pUuHiITy
CTabisIbHi POTSAroM 6 Mics1iB. Briepiue 3anpornoHoBaHi yMOBU METOLMK ifeHTHPiKalii Ta KiJIbKiCHOrO BUSHAYE€HHS
E®IT «Crnipeit HazabHUI CKJIAIHUI», 10 CKJIa/ly SIKOTO BXOZSTh HACTYIHI Iilo4i pe4oBuHu - dpeHinedpuny
rigpoxyiopuz, gudeHrigpaminy rifpoxyaopus, Hirpodypail, JifoKaiHy riipoxaopus, IaHTEHOJ Ta
NOJIiBiHiNIiposiKoH. Po3nisieHHs BCix KOMIIOHEHTIB CyMillli B,as0oCh JOCSTHYTU BUKOPUCTaHHSIM XpoMaTorpadiyHoi
KOJIOHKU Zorbax StableBond SB-Aq, po3amipom 250 MM x 4,6 MM, 3 pO3MipOM 4acCTOK - 4,6 MKM, Ta IBOX PyXOMHUX
¢da3 (pyxoma daza A - cymim 82,5 % docdartHoro 6ydepHoro pozuuny pH 7,0 ta 17,5 % anetonitpumny; pyxoma dasza
b - aneToHiTpWI) y rpaZiieHTHOMY PEeKUMi eJiooBaHHs. [ 3BHUKeHHs] HEBU3HAaY€HOCTi METOIUKU 0OUPaHO
ONTUMAaJIbHUI 06’eM iHXKeKIii — 2 MKJI 6€3 IollepeHbOrO PO3BEIEHHS, Yac XpoMaTorpadyBaHHs CTAaHOBUB 32 XB.
OnTuManbHMMU JJ1s1 IE€TEKTYBAHHS IAHTEHOJ1Y, (peHinedprHy, NOJiBiHIINIPONiLOHY Ta AU@eHTiTpaMiHy Nifi6paHo
IOBXUHY xBWIi 220 HM, a AJ14 HiTpodypay Ta Jligokainy — 235 HM. BusnaueHi BasyigauiiiHi xapakTepUCTUKI
METOJUKHY JO3BOJIUIIY 3aIIPOIIOHYBATH ii /1711 BUBYEHHS CTabiIbHOCTI B yMOBax JOBrOCTPOKOBUX BUIIPOOYBaHb.
JocinHi 3pa3ku NPOSBUJIM HE3HAYHY BapiabesIbHICTh pe3yJIbTaTiB i 3HaXOQUIIMCh B MeXax IOMycKy cnenu@ikariii,
10 03BOJIAJIO 3aIIPOIIOHYBATH YMOBHU 36epiranHs JI3 (3a TemnepaTtypu He Buile 25 °C) Ta BCTAHOBUTU TEPMiH
NPULATHOCTI 10 6 MiCSLiB.

2. The thesis is devoted to the development of methods for quality control of extemporaneous nasal
pharmaceuticals for further study of chemical stability to extend the shelf life and chemical control to provide the
population with quality medicines. For the first time in the framework of the dissertation research, the optimal
conditions for chemical analysis of extemporaneous pharmaceuticals (EPs) "Protargol solution 1.0%" and "Protargol
solution 2.0%" were determined and the validation characteristics of the titrimetric quantitative determination
method were studied, which allowed them to be used to study the chemical stability of protargol in drops and to
analyse the microbiological purity of the samples. It was found that the studied drug products are chemically and
biologically stable for 150 days, which allowed the results to be proposed for the draft monographs of the State
Pharmacopoeia of Ukraine. Chemical methods for the identification and quantification of components in the
combined extemporaneous spray for the treatment of allergies, which includes phenylephrine hydrochloride,
diphenhydramine hydrochloride, nitrofural and sodium chloride, were proposed. The multistage nature of
chemical studies for the analysis of a combined allergy spray has led to the development of a specific methodology
using liquid chromatography. The optimal conditions for determination were selected: stationary phase (250 mm x
4.6 mm chromatographic column with a particle size of 5 pm), elution in mobile phases of trifluoroacetic acid -
water (0.1:100) and methanol in a gradient mode (mobile phase speed - 1.2 mL /min; column temperature - 40 °C;
injection volume - 20 pl; chromatography time - 10 min). Detection was performed by a UV detector at a
wavelength of 220 nm. After studying the validation characteristics, the proposed HPLC method was used to study
the chemical stability of the EP under long-term tests at a temperature of (25 + 2) °C and relative humidity of (60 +
5) % and it was found that the samples of the investigated spray for the treatment of allergic rhinitis were stable
for 6 months. For the first time, the conditions for the identification and quantitative determination of the EFP
"Compound nasal spray", which contains the following active ingredients: phenylephrine hydrochloride,
diphenhydramine hydrochloride, nitrofural, lidocaine hydrochloride, panthenol and polyvinylpyrrolidone, were
proposed. The separation of all components of the mixture was achieved using a 250 mm x 4.6 mm Zorbax
StableBond SB-Aq chromatographic column with a particle size of 4.6 ym and two mobile phases (mobile phase A -
a mixture of 82.5 % phosphate buffer solution pH 7.0 and 17.5 % acetonitrile; mobile phase B - acetonitrile) in a



gradient elution mode. To reduce the uncertainty of the method, the optimal injection volume was chosen to be 2
uL without preliminary dilution, and the chromatography time was 32 min. The optimum wavelength for the
detection of panthenol, phenylephrine, polyvinylpyrrolidone and diphenhydramine was 220 nm, and for nitrofural
and lidocaine - 235 nm. The determined validation characteristics of the method allowed us to propose it for
studying stability in long-term tests. The test samples showed a slight variability of results and were within the
tolerance of the specifications, which allowed us to propose storage conditions for the medicinal products (at a
temperature not exceeding 25 °C) and set a shelf life of up to 6 months.
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