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V. BimomocTi npo guceprauiio

Mosga guceprarii:

Koau TemaTHYHHUX PYOPHK: 76.31

Tema gucepranii:

1. CrareBi YyuHHUKY B (GOPMYBaHHI (PapMaKOJIOTiYHOI aKTUBHOCTI Ta TOKCUYHOCTI Cy4aCHUX HECTEPOIIHMX
MPOTHU3ATIAJIbHUX 3aCO6IB

2. Sex factors in the formation of pharmacological activity and toxicity of modern nonsteroidal anti-inflammatory
drugs

Pedepar:

1. Inceprauiiina po60oTa NprUcBsueHa NpobseMi NoKpaleHHs e(PEeKTUBHOCTI Ta 6€3MeKu JIiIKyBaHHSI HECTEPOiTHUMU
nporusanaabHuMy 3acobamu (HIT33) y ocib 4o0s10Biu0i Ta >)KiHOYOi CcTaTi Ha OCHOBI AOCIIIIPKEHHS
(apmaKkOKiHETUYHUX Ta METabOJIYHIX MEXaHi3MiB, 110 3a0e311e4yioTh GOPMYBaHHS CTaTEBUX BigMiHHOCTEN
BiANOBini opranismy Ha fito HI133 Ta o6IpyHTYBaHHS MigXOMiB 0O KOPEKLii racTpo- Ta HE(PPOTOKCUYHOTO €(EKTIB
LMX JIIKapChKUX 3ac06iB. BUsiBI€HO, 110 TOJI0BHUI BKJaZ, B GOPMYBaHHS reHAEPHUX 3MiH crienr@iyHoi aKTUBHOCTI
Ta ToKkcU4HOCTI HI133 BHOCATD TUII CTaTEBUX TOPMOHIB Ta iHIMBiNyasbHi 3MiHM iX NpOoAyKUii. binbw BupasHa
3HE0OO0JII0I0YA | IpOoTU3anaibHa Jisl Ta MEHIIA TOKCUYHICTb aCOLI0I0ThCS 3 €CTPOre€HaMU, Oi/IbIl BUCOKA TOKCUYHICTD
i MEHIINI TepaneBTUYHUIN €(EKT - 3 TECTOCTEPOHOM. [IpeBanoBaHHs XiHO4Oi cTaTi B cienudivHin

dapmaxosoriyniit akTuBHOCTI HIT33 06yMoBsieHo 6isblLl [IOBiIBHOO eJliMiHalli€elo iX 3 OpraHiamy, 110 I1OB'SI3aHO 3



MEHIIOI0 AaKTUBHICTIO (PEPMEHTIB, sIKi 3a6e3neuytoTs 6ioTpaHcdopmarito HI133. B Toii ke 4ac, BUlLA TOKCUYHICTD
L[MX IIpernapaTiB y caMlliB CIIPSKEHA 3 MEHILOIO OMIPHICTIO C/IN30BOi 060JIOHKY MIJTYHKY Ta HUPOK [0 Hii
MOLIKOPKYI0YMX (PaKTOPIB, @ TAKOX GL/IBIIOI0 3JATHICTIO AUKIO(EHAKY 3MeHITyBaT H2S-cTuMyiboBaHy

Ba304MUJIATALII0 ME3EHTEPiaIbHOI Ta HUPKOBOI apTepiil y TBAPUH YOJI0BIYOI CTATI.

2. Dissertation is devoted to the problem of improvement of efficiency and safety of nonsteroidal anti-
inflammatory drugs therapy at male and female on the basis of research of pharmacokinetic and metabolic
mechanisms which provide formation of sex differences in the answer of an organism to the action of NSAIDs and
a substantiation of approaches to the correction of gastro - and nephrotoxicity of these preparations. The basic
contribution to the formation of gender differences in specific activity and toxicity of NSAIDs bring type of sex
hormones and individual level of their production. More expressed analgesic and anti-inflammatory effects and
lower toxicity is associated with estrogens, while high toxicity and less expressed therapeutic effect - with
testosterone. Female prevalence in specific pharmacological activity of NSAIDs is caused by slow elimination of
these drugs from the organism that is connected with smaller activity of enzymes which provide biotransformation
of NSAIDs. At the same time, higher toxicity of these drugs in males is interfaced to smaller resistibility of a
stomach mucous membrane and kidneys to the damaging factors, and also higher ability of diclophenac to reduce
H2S-stimulated vasodilatation of mesenteric and renal arteries in males.
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