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NONoOBbIE PA3NMNYNA AHTUHOLUMLENTUBHOIO 3®PEKTA HEKOTOPbIX
HEHAPKOTUYECKUX AHAJIBIFETUKOB Y KPbIC: POJIb BUOTPAHC®OPMALIUUA

H. U. Bonowyk', A. A. NenTiok!, A. 1. AypHeB2

VY caMOK MOJIOBO3PENbIX KPBIC 10 CPABHEHUIO C CAMIIAMH perucTpupyercs 6olsiee BbIpa-
JKEHHBIN ¥ MPOJOJDKUTENbHBIN aHaIbreTHdeckuil 3 ekt nukiodheHaka HaTpus, HHIOMETa-
LIMHA, HAIIPOKCEHA, HUMECYINIa, KeTopoiaka u uenedpekca (cyocrparos P-4502C), uto mo-
JKeT OBITH CBSI3aHO C OoJiee MEJUICHHON MX dIIMMHUHAIMEH. B meueHn caMok 1o cpaBHEHHIO C
caMIIaMH BBISIBJICHO 0oJiee HU3KOE cofiepikaHue nuToxpoma P-450, a Takke MEHbIIAs aMH-
norupuH-N-, nHAOMeTanrnH-O- 1 HanpokceH-O-1eMeTHIa3Hask aKTUBHOCTh. Y MEJOKCHKaMa
U dTOpUKOKcHuOa (nmpenmyiecTBeHHbIX cyocTpatoB CYP3A), a taxke y GeH30(ypokanHa,
aMH30Ha U aleTWICATHLIUIOBOIM KHCIIOTHI, TOJIOBbIE pa3iuyus (papMakOAUHAMUKHA OTCYTCT-

BYIOT.

KuaroueBble cJjioBa: I0JIOBOM I[PIMOp(l)I/I?)M, HCHAPKOTUYCCKUE AaHAJIbICTHKH, IUTOXPOM

P-450

BBEAOEHUE

B knmuHMueckoil npakTuke HaOMI0Aal0TCs OJIOBBIE pa3-
4 B GapMaKoIOrH4ecKoM OTBETE HA MHOTHE JIEKapCT-
BEHHbIE BeleCTBa. TaK, JKeHUIMHbI UMEIOT OOJIBIINN PUCK
OCJIOKHEHUH TPH JICYCHUN JTUTOKCHHOM, [3-aapeHo0IoKa-
TopamH, OJIOKaropamMH KajbLHEBBIX KaHAJOB, HEKOTOPbI-
MU aHTUAPUTMHYECKUMH U aHTUTHCTAMUHHBIMHU ITperiapa-
TamMu. OHU Takxke Ooliee UyBCTBUTENIbHBI K JIEHCTBHIO
ONMMOMIHBIX aHANBIeTHKoB [9, 12].

[TonoBoit aumopdusm (hapMakoaUHAMUKH JIEKAPCTB BO
MHOTHX CIIy4yasiX CBsi3aH ¢ NOJi-crenuduyeckoit sxcnpec-
cueil merabommsupyroumx ¢epmentoB [15]. Tak, skcn-
peccust pepmentoB noacemeiictea CYP2C y mroneit Hocut
YEeTKO BBIPaKEHHBIN MONIOBONH AUMOphU3M. DTH (hepMeH-
ThI, KaK MPaBUJIO, OKUCISIOT HECTEPOUAHbIE IIPOTUBOBOC-
nanurenbHble cpeacrsa (HIIBC) ¢ o6pazoBanuem apma-
KOJIOTUYECKM HEaKTUBHBIX MerabomutoB [16]. OmHako
BJIMSIHUE 110712 Ha UX 3((EKTH HCCIIeJ0BAHO JIUIIb B OTHO-
LIEHWH HEMHOTHX IpenaparoB (MHAOMETAlUH, MHUPOKCH-
KaM, AukioQeHak, noynpoden) u Kacaercs NperuMyIecT-
BEHHO UX IacTpOTOKCHYHOCTH. [Ipu 3TOM naHHbIe nuTEpa-
TypBI 4aCTO NPOTHUBOpEUuBHI [1, 3].

Lenbto uccnenoBanus ObUIO ONPENEIUTh HAJTUYUE T0-
JIOBBIX pa3IM4yMil aHaJbre3UPYIOIIEro ACUCTBUS psala
HIIBC u HEKOTOpBIX Apyrux MpenaparoB, UMEIOLINX B
CIEKTpe CBOEW aKTUBHOCTH Takoil adpdekr. Ins BbiscHe-
HUS MEXaHU3MOB IOJIOBBIX Pa3lMYMil MPOBEACHBI KCIIe-
PUMEHTBI IO U3YUYEHHUI0 0COOEHHOCTEH (hapMaKOKHHETHKH

! Kadenpa obuieit u Ouonornyeckoit xumuu (3aB. — mpod. A.
A. IlenTioK) BUHHHIIKOTO HaIlMOHAIBEHOTO MEJHUIMHCKOTO YHH-
Bepcutera uM. H. U. [Muporosa, Ykpanna, Bunanna, 21018, yi.
[uporoga, 56.

2 'Y HUU (dapmakonorun um. B. B. 3akycoBa PAMH, Mockga,
yn. banruiickas, 8.
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IpernapaToB y AKUBOTHBIX PA3HOI'O MOJIA, & TAKXKE UCCIE0-
BaHUIO MOJ-CHEIU(PUIECKNX Pa3IHINil  aKTHBHOCTH
HEKOTOPBIX M30(opM nuToxpoma P-450.

METOAbl NCCNEOOBAHUA

DKCIepUMEHTHI BBITIOJTHEHBI Ha 484 10J10BO3pebIix Oe-
JIBIX OECITOPOHBIX CaMIlaX U caMKax KpbIC. B ommbIT camok
Opanu B (a3e mpodCTpyca, KOTOPYEO OMPEIEISUTH 110 Barv-
HaJNbHBIM MaskaM. OOes0onmBaroliee JeicTBUE OIpere-
JSUTA Ha MOJAETH BJIEKTPUYCCKOTO Pa3IPaXKEHUs CIIU3H-
CTOM 000JI0YKH MPsIMON KHUINKH. [Ipenaparbl BBOAMIH O1-
HOKpaTHO B )Keﬂy)]OK B a03ax: III/IKJ'IO(I)CH&K HanI/ISI

10 Mr/kr, WMHIOMETANMH — 7 MI/KI, HampoOKCEH —
100 mr/kr, Humecyaua — 15 MI/KL, MEIOKCUKAM —
10 mr/kr, nenexkokcu6 — 30 Mr/Kr, STOPUKOKCHO —

30 mr/kr, aMu30H — 50 Mr/KI, aleTHICAIMIMIOBas KUC-
sota — 100 MI/KI COOTBETCTBEHHO, & TAKXKE BHYTPUOPIO-
IIMHHO B J103aX: KeToposak — 10 mMr/kr, 6eH30(pypokant
— 10 Mr/kr. DTO COOTBETCTBOBAJIO CPEAHUM TEPAIICBTH-
YECKHM J103aM, IIPUBEICHHBIM B JIUTEPATypPE HIIH OTIPEIIe-
JICHHBIM SMITHPUIECKH.

KoH1eHTpalmio mpenaparos B IUTa3Me KPOBH KPBIC HC-
CIIEIOBAJIM Yepe3 pasHble CPOKHU TOCie BBeAeHUS. Komm-
YEeCTBEHHOE OlpeJielieHHe AuKIo(eHaka HaTpusi, HHIOMe-
TallMiHA W HUMECYJHUA MPOBOAMWINA METOIOM BBICOKOI(]-
(heKTUBHOM JKUIKOCTHON Xpomartorpaduu (Xxpomarorpad
HP-1100 “Leonardo”) Ha KOIOHKE, 3alIOJJTHEHHOW TBEPAOH
(azoit Hypersil BDS C18. I[lapameTps! (hapMakOKHHETUKH
pacCUUTHIBAIM HPHU ITOMOIIH IByX4acTeBOH Mozpenu [5].
Benzodypokann onpenensum GIryopuMeTpUuIecKiM METO-
noMm [4]. B MukpocomanbHON (pakIuy IEUeHH OTpees-
mu:  amuponupuH-N-,  wHAOMETanuH-O- ¥ HAlpOK-
ceH-O-IeMeTIIa3Hy 0 aKTHBHOCTE 110 00pa30BaHUIO (op-
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Manpaeruaa [2]. Craructuueckyro oOpabOTKy IaHHBIX
MIPOBOJIMITN CTAHJIAPTHBIMU METOJIaMU OMOMETPHH.

PE3YJIbTATblI U UX OBCYXOEHUE

JlaHHble, mpUBeNCHHBIE B Ta0N. 1, CBHICTEIBCTBYIOT,
YTO CaMKd 0oJiee YyBCTBHTEIbHBI, Y€M CaMIIbl K JICHCT-
BUIO JAUKIO(QCHAKA HATPUS, WHIOMETAIIHA, HAIIPOKCEHA,
HUMECYIIN/Ia, LEJIEKOKCHOa U KeTOpoJiaka, IPU4eM pasiii-
YHsI MEXKIYy HAMH CTaHOBHIIUCH 00Jiee 3aMETHBIMHU C yBE-
JMYEeHHEM CpoKa ucciieioBanus. OJHAKO HE BBISBICHO CY-
[IIECTBEHHBIX TOJOBBIX Pa3iMyMii B OTHOLICHHH d(deKTa
MEJIOKCHKaMa, STOPUKOKCHOa, OeH30(pypoKarHa, aMU30Ha,
AIETHIICATUIINIOBON KHCIIOTHI.

OTMeYeHHBIE MTOJIOBBIE Pa3INyKsl B BETUUYMHE aHAJIbIe-
3UPYIOMIETO JICHCTBHS YaCTH TIPETapaToB MOTYT OBITh
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CJIEZICTBUEM Pa3IMYHbIX NPUYMH. B yacTHOCTH, UMEIOTCA
JaHHBIE O MOJ-CIEII(PUISCKOM XapaKTepe IKCIIPECCHH
UKIOOKCUTeHa3bl-2 [6], a Takke NMDA-penentopos
[13], koTOpBIE UMEIOT OTHOLIEHHE K AHTUHOLULIEIITUBHO-
my neiicteuto HIIBC [7]. M3BecTHO, YTO MYXYHHBI U
JKEHIMHBI 3HAYUTEIbHO PA3IMYaAOTCS 0 COIEPKAHHIO
OMHOUIHBIX perenTopos [11].

Eme omHOM MpHYHHON MONOBBIX Pa3IHyuii B (hapMako-
JTIHAMHKE UCCIICIOBAHHBIX MPEMapaToB MOXET OBITh HEO-
JIMHAKOBAs CKOPOCTb UX AIMMMHALUKM U3 OpraHu3Ma ca-
MOK U camIloB. JlJisi 0TBeTa Ha ATOT BOMPOC MU3YUHIIN pa3-
JeIbHO 'y caMIOB M caMOK  (papMaKOKHMHETHKY
IpernapaToB, T KOTOPBIX OOHAPYKUBAIOTCSI ITOJIOBBIC
pa3uusi Ha ypoBHE (apMakoJMHAMUKH (AHKIO(EHAK

Ta6nuua 1. W3meHenue mopora 00jieBOii 4yBCTBUTEIbHOCTH (MB) y caMiioB M caMOK KpbIC MOJ BJIMSIHHEM HEKOTOPHIX AHAJIbre3upYIOIIMX
CPeICTB MpPH 3JEKTPUYECKOM pasapaxKeHun npsaMoii Kuimku (% oT ucXoaHoro yposusi), M + m, n = 20

BperI IIOCJIC BBEACHUS IIpenapara, 4

Kpsicsr
1 2 4 6
Huxnopenax nampus (10 mz/x2)
Camup! 16,8 + 4,29 29,2 £ 3,08 18,4 +2,42 7,44+ 251
Camku 26,1 £2,99 38,9 +2,97* 36,8 +4,24% 21,0 £3,97*
Hnoomemayun (7 mz/xe)
Camupr 14,6 + 4,87 24,1 + 3,88 10,11 £ 2,1 6,01 + 2,48
Camkn 26,1 £ 3,25 48,9 £ 4,81* 33,8 £4,33* 22,0 £4,28%*
Hanpoxcen (100 mz/x2)
Camupt 20,4 £2,49 32,7+3,43 25,78 £ 3,01 19,24 £ 2,67
Camku 27,4 £ 3,80 42,1 £2,87* 34,7 +2,6% 29,5 £2,52%
Humecynuo (15 mz/xe)
Camupt 23,15+29 23,15+ 4,34 7,65 + 2,24 2,92 +£1,97
Camku 29,6 + 4,86 43,1 £7,02* 23,3 +497* 10,2 +2,91*
Kemoponax (10 me/k2)
Camupr 21,56 + 3,15 27,2 +2,87 28,8 £2,94 9,1 +£1,77
Camkn 35,5 £4,62* 42,1 £4,41% 43,7 £5,05% 20,5 £ 3,49%*
Menoxcurxam (10 mz/x2)
Camupr 12,46 + 3,41 17,31 £2,9 24,46 £ 3,61 24,13 £3,92
Camku 12,91 £3,93 23,67 £3,78 24,20 £ 4,51 24,41 £5,25
Lenexoxcu6 (20 me/ke)
Camupt 17,7 £ 2,61 29,4+ 1,75 19,4 +£5,73 10,2 £ 3,45
Camku 18,8 +2,92 44,8 £ 5,03* 33,9+ 2,66* 23,9 +£2.81*
Omopukoxcub (30 me/x2)
Camupr 5,31 +£2,76 20,2 + 4,66 27,4 +7,87 15,8 £ 4,63
Camku 12,0 £ 3,77 24,9 £ 4,59 29,1 £5,1 18,6 £ 5,09
Benszopypoxaun (10 mz/x2)
Camupr 13,6 £ 1,95 18,9 £ 2,30 17,5 £ 1,57 13,1 £2,92
Camkn 12,7 £ 2,29 24,3 £2,18 23,7+ 1,77 15,7+ 2,26
Amuszon (50 me/k2)
Camupt 17,7 + 4,61 21,2 £ 4,05 13,5+3,51 5,1+£245
Camku 21,7+3,8 19,7 + 3,28 14,8 + 4,38 6,0 £2,16
Kucnoma ayemuncanuyunosas (100 me/xe)
Camupr 13,9+2,79 23,6 £ 3,02 344+54 13,6 + 4,66
Camku 10,1 £ 2,55 21,2 £ 3,12 27,0 £ 3,46 12,1 £2,19

Ipumeyanne. 31ech ¥ B Ta01. 2 ¥ 3: ¥ — pazinuyus CTATUCTHYECKU JIOCTOBEPHBI MEXy camiiamu U camkami (p < 0,05).
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HaTpUsi, UHAOMETALlMH, HUMECYJIUI) U Mpenapara, st Ko-
TOPOTO TaKUX pazauuuil He 06110 (6eH30(ypOKarH).

BrisBiaeHbI JOCTOBCPHBIC pa3jinius MEKAY CaMllaMu U
CaMKaMi B JMHAMHUKE KOHICHTpPAIUn [[I/IKJ'IO(l)CHaKa Ha-
TpUsl, UHAOMETAllMHA ¥ HUMECYIIUAA, KOTOpble ObUIM 0O-
Jiee 3aMETHBIMU B MO3/IHUE CPOKH UcclienoBanus. Tak, de-
pe3 4, 6 u 8 4 mocie BBeIeHU TUKIO(PEeHaKa er0 KOHIICHT-
pauusi B KpoBU caMok coctasisiia 2,14 +0,11; 1,57 + 1,1;
u 1,14+0,1 mxr/mn, a y camuoB — 1,73 +0,05;
1,1 £0,11 u 0,7 £ 0,06 Mkr/mia coorBeTcTBeHHO. KoHIeH-
Tpanusi UHIOMETAllMHA B KPOBH CaMOK KpbIC Ha 8-l u
12-11 yac uccienoBaHus IPEBbIIANa aHAJOIMYHbIE [TOKa-
3arenu camuoB B 1,5 u 1,8 pa3, a KoHUEHTpaLus HUMECY-
Iuzia B KpoBU caMoOK Ha 2-l u 4-i yac B 1,2 u 1,4 pa3za
MIPEBBIIIATA TAKOBYIO y CaMIIOB. B TO e BpeMsi HEe BbISIB-
JIEHO JIOCTOBEPHBIX Pa3iIMuMil MEXIy camilaMd M CaMKa-
MU B JMHAMUKE KOHLEHTpaluu OeH30(ypokawHa (ypo-
BEHb Ipernapara B KPOBU CAMOK IPEBBIIIAT TAKOBOW Y
CaMIIOB Ha YPOBHE TEHJICHIIHH).

Pacyer OCHOBHBIX TapaMeTpoB (hapMaKOKHHETHUKH
mukiodeHaka HaTpHs, HWHIOMETAllMHA W HUMECYIHaa
(Tabn. 2) moATBEpAMI HAJMYHE TOCTOBEPHBIX ITOJIOBBIX
pa3IM4Mid B CKOPOCTH MX META0O0IMYESCKOW AIIMMHHAIINY.
Tak, nepuoz noayBbIBEICHUS UCCIIEyEMBIX IIPENAPATOB Y
CaMOK KpbIC ObUT cooTBeTCTBEHHO B 1,39; 1,35 1 1,5 paza
OousbinM, a kaupeHc — B 1,3; 1,3 u 1,8 paza MeHbIIHM,
4YeM Yy JKMBOTHBIX IIPOTHBOIIOJIONKHOro mosa. Ilnomans
1oJ1 (hapMaKOKWHETHYECKON KPUBOK y CaMOK TPEBbIIIaa
aHaJIOTHYHBIN Tokazarens camios B 1,4; 1,2; 1,7 pa3za co-
oTBeTCTBEHHO. CpenHee BpeMsl HaXOKIECHUS INIPernaparoB
B mia3mMe (MRT) y camMOK KpbIC TPEBBIIIANIO TTOKA3aTeIH
cam1os B 1,45; 1,58; 1,56 pasza coorBercTBeHHO. Jl7151 OSH-
30(pypOKanHa BEISIBICHBI HE3HAYUTEIBHBIC MOJIOBBIC Pa3-
JIIYHSI TapaMeTpoB (papMaKOKWHETHKH, U JIUIIH BPEMs Ha-
XOXKAEHHUS Ipernapara B IUIa3ME KpPOBH Yy CaMOK B
1,22 paza mpeBbIIIaio TAKOBOE Y CAMIIOB.

Takum 00pa3zoM, HalIeH ONpPEACICHHBIN apauIeIn3M
MEKIy Ooiiee MEUICHHOW JIMMHUHAIMEH IukiIodeHaka

H. U. Bosiomyk u ap.

HaTpHsl, UHAOMETAIlMHA U HUMECYIU/a U 0oiee BhIPayKeH-
HBIM aHAJIBI€TUYEeCKUM (PPEKTOM ITUX MPEnaparToB y ca-
MOK II0 CpaBHEHHIO ¢ camuamMu. C Jpyroil CTOPOHBI,
ciabble TOJIOBbIE pa3IuyKsl B SIUMHHALUKN OeH30(]ypoKa-
HHa KOPPEIUPYIOT C OTCYTCTBUEM CTAaTUCTHYECKU 3HAYH-
MBIX pa3jIn4yuii B (hapMaKoIuHAMHUKE.

Jloka3aTensCTBO BaXKHOM PONM  TOJN-CHENU(PUUECKUX
pa3nuuuii B SIMMHHAIMHM HWCCIIEIOBAHHBIX TPENaparoB
JIaJI¥ MCCIIEZIOBAaHMUs 3aBUCUMOM OT nutoxpoma P-450 mo-
HOOOKCUTE€HA3HON aKTHBHOCTH MEUEHU KPBIC. YCTaHOBJIE-
HO (Tabim. 3), 4TO y caMIIOB KOJMYECTBO IUToxpoma P-450
B MUKpPOCOMax Ile4eHHu B 1,47 pa3a IpeBbIlIAET TAKOBOE Y
camok. AmunonupuH-N-gemerunasztas (mapkep CYP2C,
3A), unaomeranuH-O- ¥ HanpokceH-O-aemMeTnnasHas
(mapxepsl CYP2C) akTHBHOCTB Y CaMIIOB TIPEBBIIIANA Ta-
KOBBIE y caMOK B 2,65; 1,9; 1,88 pa3za cOOTBETCTBEHHO.

JlaHHBIC TUTEpPATYpHl CBUJETENBCTBYIOT O BEIyIIeH
poiu pepmentoB noacemeiictea CYP2C B merabonmsme
UKo eHaka, HHIOMETAalHA, HAaTPOKCeHa, HUMECYIH A,
nesiekokcnoa [8, 17], onHako MeTaboIM3M ITOPUKOKCHOA
1 MEJIOKCHKaMa KaTaJu3UpyeTcsl B 3HAUUTEJIbHON CTeeHN
dbepmentamu nogcemerictea CYP3A, [10, 14], mist koto-
pBIX B MEHbLIEH CTENEHU XapaKTepeH I10JI0BOM AuMop-
(u3M. MOXKHO TNPEINONOKUTh, YTO U OCH30(YypOKaVH,
KHCIIOTA AleTHJICAJIHIIIOBAS U aMU30H METa0OIN3UpY-
I0TCS (pepMEHTaMH, JUISI KOTOPBIX HET MOJOBBIX Pa3InIHril.

Takum 00pa3omM, MOJIOBBIC pazaH4us B (papMaKoIIHA-
MHUKE ¥ (hapMaKOKUHETHKE HalICHBI HE ISl BCEX HCCIIEO-
BaHHBIX IpenaparoB. bojee CHIbHBIA W JUIMTEIbHBINA
o6e300mmBaromuii 3QQPEeKT y caMOK KPBIC BHI3BIBAIOT TH-
nuynble npeactasutenu HIIBC — mpowusBogHble MHJIO-
JIYKCYCHOM (MHIOMETAIINH), apIITYKCYCHOH (IMKIO(peHAK,
HUMECYJIN]), apUIIIPONMOHOBOM (HANpOKCEH) U TeTepo-
ApPUITYKCYCHOU (KETOpOJIaK) KHCIIOT, KOTOpbIE SIBISAIOTCS
cyocrparamu CYP2C. Cpean KOKCHOOB MOJIOBOM JTUMOP-
(hU3M 4EeTKO BBIpAKEH y LEICKOKCH0a, KOTOPHIH TaKKe sIB-
mstercst cyocrparom CYP2C. [lns stopukokcuba, oTiiga-
IOLIerocs M0 XUMHYECKOW CTPYKType JIMILb HaJIudueM

Tab6nuua 2. Ilapamerpbl (hapMAKOKMHETHKM MHIOMETALMHA, AMKJIO(EHAKA HATPHS U HUMeCYIuIa u 0eH30gypoKauHa y Kpbic 000€ero moJja

(Mt m),n=56
oo Koo (1, U e e
’ (AUC)), MKT - MuH/MIT (MRT), MmuH
Hnoomemayun (7 mz/xe)
Camupr 250+ 14 0,69 + 0,02 10133 + 335 206 + 37
Camkn 338 £ 12,4* 0,53 £ 0,05* 12414 + 927* 326 + 8%
Huxnopenax nampus (10 mz/x2)
Camubt 181 +11 8,07 £ 0,56 1078 + 47 234+ 18
Camku 252 £ 28%* 6,10+ 0,51* 1492 £ 128 340 + 30%*
Humecynuo (15 mz/xe)
Camupt 247 £ 15,0 0,265 £ 0,037 12100 + 1452 353 +£23
Camku 385 + 14,6* 0,148 £ 0,007* 20489 + 1063* 551 +21*
Benzogyporxaun (10 me/x2)
Camupr 201 £ 12,4 5,40 £ 0,43 10033 + 1002 234+ 18
Camkn 250 £ 19,6 4,38 £0,32 11846 + 792 340 + 30%*
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Ta6nuua 3. Conepxanue muroxpoma P-450 u MOHOOKCHUTeHa3HAS] AKTUBHOCTh B MHUKPOCOMAJIbHOW (DPAKIMM MEYEeHU CAMIOB U CAMOK KPbIC
(M+m)

MapkepHas aKTHB-

HOCTD, HMOIb/MUH/MI GerTka Bce xxuBornbie, n = 20 Camupl, n = 10 Camku, n =10
Huroxpom P-450 0,82 + 0,058 0,97 + 0,077 0,66 £ 0,058*
AmuzonuprH-N-jieMeTnasa 6,14 + 0,67 8,91 + 0,41 3,36 +0,18%
Hnnomeranun-O-gemernnasa 0,77 £ 0,06 1,01 £0,06 0,53 +0,02*
Hamnpokcen-O-nemernnasa 1,21 £0,16 1,58 £0,12 0,84 +0,06*

aroma xJiopa, Metabonusupyromierocs, masusiv oopasom,  JIMTEPATYPA
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SEX-RELATED DIFFERENCES IN THE ANTINOCICEPTIVE EFFECT
OF SOME NON-NARCOTIC ANALGETICS IN RATS: THE ROLE
OF BIOTRANSFORMATION

N. L. Voloshchuk1, A.A. Pentyuk1, and A D. Durnev?

! Vinnitsa National Medical University, ul Pirogova 56, 21018 Vinnitsa, Ukraine;

% Zakusov Institute of Pharmacology, Russian Academy of Medical Sciences, Baltiiskaya ul. 8,
Moscow, 125315 Russia

Non-narcotic analgetics sodium diclofenac, indomethacin, naproxen, nimesulid, ketorolac, and celebrex (cytochrome P-450%c substrates) produce more
pronounced and prolonged analgesic effect in pubertate female rats than in males. This can be relaed to the slower elimination of drugs from the female orga-
nism. The liver of females is characterized by a lower content of cytochrome P-450 and by less pronounced activity of amidopyrine-N-, indomethacin-O-, and
naproxen-O-demethylase activity. No sex-related differences in pharmacodynamics were observed for meloxicam, and ethoricoxib, benzofurocaine, and ami-
son, and acetylsalicylic acid, which are the substrates predominantly for CYP3A.





