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1. ®apmakosoriyHe OOrpyHTYBaHHS JOLIBHOCTI CTBOPEHHS HOBUX IIpeNapaTiB HaJIOKCOHY Ta KETOPOJIAKY y popmi

Ha3aJIbHUX CIIPEiB

2. Pharmacological rationale of advisability of creation of new medicines of naloxone and ketorolac as nasal sprays

Pedepar:

1. Inceprauiiina po60Ta IPUCBIYEHA EKCIIEPUMEHTANBHOMY (PAaPMaKOJIOTiYHOMY OOIPYHTYBAaHHIO CTBOPEHHSI
IIpernapariB HaJIOKCOHY Ta KETOPOJIAKy CUCTEMHOI Aii y popMi Ha3anbHUX CIIPEIB 17181 MiABULEHHS €(DEKTUBHOCTI Ta
0e3IeKu HeBiIKJIaJHOI JOMIOMOTY IIPU OIiOiNHUX Iepeo3yBaHHIX Ta 60JIbOBOMY CUHAPOMI BiATIOBiTHO.
JocnipxkeHo papMaKOKiHETUKY HaJIOKCOHY Y KPOJIiB IpY iHTpaHa3aJlbHOMY BBEJIE€HHI Ta €KCIIEPUMEHTAIbBHO
OOI'PYHTOBAHO ONTHMAJILHUI BMIiCT HaJIOKCOHY Y HazasbHOMY cripei — 1,2 % Ta 1oro go3sy - 1,2 mr. JloBeieHa
repesara po3po06JIeHOr0 Ha3aJbHOTO CIIPEI0 KETOPOJIaKy 3a IIOKA3HUKOM 6i0[I0CTYITHOCTI TOPIBHSHO 3 IIpenapaTom
SPRIX® cnpeii HazanbHuUil («Roxro Pharma», CIIA) y 1,3 pasu. locaimkeHa BUpasHiCTh crielugiyHoi
(papmaKoJIoriyHOI aKTUBHOCTI HAJIOKCOHY Ta KETOPOJIAKY Y LIypPiB IPU iHTPaHa3aJIbHOMY BBEEHHI, IKa CTAHOBUTD
BignosinHo 78,8-103,3 % Ta 79,4-89,1 % BigHOCHO iX eeKTiB IIpy BHYTPIlIHbOM I30BOMY BBEeZleHHi. Bu3HaueHi

IIOKa3HUKY 0€3I1eKU HaJIOKCOHY Ta KETOPOJIAKy [P iHTpaHa3aJIbHOMY BBEJE€HHI JJab0paTOPHUM TBApUHAM.



JoBeneHa ix nobpa iHTpaHa3ayibHA IEPEHOCHUMICTh Ta BiJICYyTHICTb 3HAYHOI MiCLIEBOTIOIPA3HIOBAJIBHOI A1ii Ipu

[IOBTOPHUX iHCTUJISILIiSIX.

2. The thesis is devoted to experimental pharmacological rationale of creation new naloxon and ketorolac
medicines in dosage form as nasal sprays for increasing of efficiency and safety of emergency for opioid overdose
and pain syndrome, respectively. The pharmacokinetics of naloxone in rabbits when administered intranasally was
investigated and experimentally substantiated the optimal content of naloxone nasal spray - 1,2 % and its dose -
1,2 mg. It has been proved that the developed nasal spray of ketorolac has an advantage of ketorolac bioavailability
comparatively with the nasal spray SPRIX® ( «Roxro Pharma», USA) by 1,3 times. The severity of the specific
pharmacological activity of ketorolac and naloxone in rats after intranasal administration was investigated, which
were, respectively, equal to 78,8-103,3% and 79,4-89,1% comparatively to their effects when administered
intramuscularly. The safety profile of naloxone and ketorolac intranasal administration to laboratory animals was
established. It has been proved a good intranasal tolerability of naloxon anf ketorolac and absence of significant
local irritating action of their repeated instillations.
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