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1. HaykoBe 0OTrpyHTYBaHHsI Ta PO3pO0Ka JIOCOMaIbHUAX IPOTUIYXJIMHHUX JIIKAPCbKUX 3aCO0IB HA OCHOBI

ipMHOTEKaHY i OKCAJIIIJIATUHY

2. Scientific backgrounding and development of liposomal antineoplastic drugs on the basis of irinotecan and
oxaliplatin

Pedepar:

1. Incepraliito NpUCBSIYEHO HAYKOBOMY Ta €KCIIEPUMEHTAIbBHOMY OOI'PYHTYBAHHIO CKJIZY i TEXHOJIOTI
BUPOOHMUIITBA [IBOX J1iO(ii30BaHUX JIIOCOMa/IbHUX (POPM iPMHOTEKAHY TiipOXJIOpUIY Ta OKCAJIINIATHAHY,
NIPU3HAYEHHUX JJ181 JIIKyBaHHSI OHKOJIOTIYHUX 3aXBOPIOBaHb. 3alIpDONIOHOBAHO HAYKOBO-TIPAKTUYHO OOI'PYHTOBAHY
MOJIeJIb IPOBEJIeHHA (papMaleBTUYHOI po3po6ku JIJIPI ta JIJIPO. 3anponoHOBaHO 3arajibHy METO0JIOTII0
BM3HAYEHHSI CTYIEeHs iHKancymsauii 1y Bogopo3dnHHuX AQI JIJIOI ta JIJIOO metogom BEPX B ii resib-
dinpTpaniliHoMy BapiaHTi. AHaJIITUYHI METOOUKN PO3PO6JIEHO, BaJlilOBaHO Ta arnipoboBaHo. MeTonuku
BHUKOPHUCTOBYIOTBHCS 5K IPY KOHTPoJI ['JI3, Tak i y IPOMI’XKHOMY TE€XHOJIOT{YHOMY KOHTPOJIi BUPDOOHUIITBA.
[IpoBenieHO €KCIIEPMMEHT 3 BU3HAYEHHS CKJIAly JIiNiJHOI MEMOpPaHU Ta BUOOPY ONTUMA/ILHOTO KPiONIPOTEKTOPY.
JocnigkeHo crnoco6y OTpMMaHHSI MOHOJIAMIJISIPHUX JIiTOCOM i3 po3mipom 80-120 HM MeTOaMU YIbTPA3BYKOBOTO

03BYy4yBaHHS Ta €KCTPY3ii IPM BUCOKOMY TUCKY. JJOCIIiIPKEHO KiHETUKY iHKAICy41ii ipuHOTeKaHy riIpoxJIopuy B



sinocomu. Po3po6sieno MKS gjis JIJIOI ta JIJIPO. 3anponoHOBaHO Ta allpOGOBAHO TEXHOJIOTIYHY CXeMY OTPUMAHHS
npenaparis. [IpoBesieHO MacuTabyBaHHS po3pobJieHNux TexHoorii. HagaHo pekoMmeHzanii mono MeTozis
OuMIeHHs 06JIaTHaHHS MTPY BUPOOHULITBI MTpenaparTiB Ha OfiHiM HinbHUII. Briepie 3a 1OMOMOroo NOKIiHIYHUX in
vitro Ta in vivo BUNIpo6yBaHb [10KA3aHO, 0 Y OPiBHSHHI i3 HEJINOCOMaJIbLHUMU PO3YMHAMU 151 iH'eK1IiN
ipyHOTEKaHy I OKCaJiMIAaTUHY, iX JliTocoMasbHi (GOPMU MAIOTh MEHIII TOKa3HMKMA TOKCUYHOCTI IIPY OJJHAKOBIi

MIPOTUITYXJIMHHIY aKTUBHOCTI.OTPUMAaHO JJ03BiJI HA IPOBEEHHS KIIHIYHUX NOCIIiIKEHb.

2. The thesis is devoted to the scientific and experimental substantiation of the composition and technology of the
production of two lyophilized liposomal forms of irinotecan hydrochloride and oxaliplatin intended for the
treatment of cancer. The review of scientific world literature on the problem of development and creation of
cytostatic forms of medicine was conducted. A scientifically-substantiated model of conducting pharmaceutical
development of LLFI and LLFO is proposed. A scientifically-substantiated model of conducting pharmaceutical
development of LLFI and LLFO is proposed. A general methodology for determining the degree of encapsulation
for water-soluble LLFI and LLFO by the HPLC method in its gel filtration variant is proposed. Analytical techniques
have been developed, validated and tested. The methods are used both in the control of LRP, and in the
intermediate technological control of production. An experiment was conducted to determine the composition of
the lipid membrane and to select an optimal cryoprotectant. Methods of obtaining monolamilary liposomes with
the size of 80-120 nm by methods of ultrasonic sounding and extrusion at high pressure have been investigated.
The kinetics of irinotecan hydrochloride encapsulation in liposomes was investigated. Developed by MCA for LLFI
and LLFO. A technological scheme for obtaining drugs is proposed and tested. The scale of the developed
technologies is carried out. Recommendations on methods of cleaning the equipment in the manufacture of drugs
at one site are given. For the first time, using preclinical in vitro and in vivo tests, it has been shown that in
comparison with non-liposomal solutions for irinotecan and oxaliplatin injections, their liposomal form has lower
toxicity rates with the same antitumor activity. Permission for clinical trials has been obtained.
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