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AHTATOHUCTbI PELIENTOPOB BA3OIMNPECCUHA
U NMEPCNEKTUBbI UX KITMHWYECKOIo NPUMEHEHWUA

B. E. Netpos'’

AHTaroHHUCTHI PELEITOPOB Ba30NPECCHHA (AHTArOHUCTHI Ba30IPECCHHA) — HOBas IPyII-
I1a JIEKapCTBEHHBIX CPEJCTB, aKTUBHO pa3pabaTbiBaeMasi U M3ydaeMas ¢ cepequHbl 90-x I
IIPOLLIOro CTONETUs. B HacTosIee BpeMsl HEKOTOPBIE MIPEACTaBUTENIN STOH IPyMIIbl JOILy-
LIEHBI B PAJIE CTPaH K KIMHUYECKOMY NPUMEHEHHUIO B Ka4€CTBE CPEJCTB, KOMIIEHCHPYIOIIUX
runoHaTpueMuro. CTaTbsi IpeAcTaBiIsIeT co00i 0030p IKCIIEPUMEHTAIBHBIX aHHBIX U IIepC-
MEKTUB KIMHUYECKOTO NPUMEHEHMs aHTarOHHUCTOB PELENTOPOB aHIMOTEH3UMHA HAa OCHOBE

Hay4HBIX IyOJIUKALUH OCIEJHUX JIET.

KutoueBble cjioBa: aHTaroHUCTHI PELETITOPOB Ba30MPECCHHA; Ba3ONPECCHH; TMIIOHATPHE-
MUsi; KOHUBAITaH; JIUKCUBAITaH, MO3aBalTaH; OTEK MO3ra; MOJUKUCTO3HAs 00JIC3Hb MOYCK;

cepAcUHas HEAOCTATOYHOCTDL,; caTaBallTaH; TOJIBAIITaH.

Baszonpeccun  (apruHUH-Ba3ONPECCHH), HW3BECTHBIN
TaK)Ke MO/ Ha3BaHUEM aHTUIANYPETUYECKUH TOpPMOH, 00-
JamaeT MUPOKHM CHEKTPOM (PU3HOIOTHIECKOH aKTHBHO-
cti. OH HE TOJBKO CIIOCOOCTBYET peabcopOIiy BOIBI, HO
TaKXe PEryIUpyeT TOHYC KPOBEHOCHBIX COCYIOB, HHKpE-
U0 TOPMOHOB aJCHOTHIIO(MU30M, COIMATIBHOE IOBEIe-
HHE ¥ YMOIMOHANBHEIHN cTaryc. Basonpeccun npomaymmpy-
€TCsI B TeJIaX TUTAaHTOKJIETOYHBIX U MEJIKOKJICTOYHBIX HEHi-
POHOB MapaBEHTPUKYIAPHOTO U CYNPAONTUYECKOTO SEP
runoranamyca. [1o akCOHaM THTaHTOKJIETOYHBIX HEWpO-
HOB TOPMOH CITyCKaeTCsl B 33]JHIOIO JIOJIIO THIo¢u3a (Hek-
porumnodu3s). AKCOHBI K€ MEJIKOKJIETOUYHBIX HEHPOHOB
CITyCKAIOTCSl K MOPTAIFHOMY KAIMUIIPHOMY CIUICTCHHIO
nepeaHed noiau runodusa, Tae Ba3onpeccuH CrocoOCTRY-
€T MHKPELUU aJIpEHOKOPTUKOTPOIHOTO ropMoHa [16]. Un-
KpelMs Ba30NpPECCHHA PEryIUpyeTcs MHOXECTBOM pas-
JYHBIX (PaKTOPOB, BEIYITHNMH U3 KOTOPBIX SIBILSIFOTCS TIO-
BBIIIICHHE OCMOTHYECKOTO JIABJICHUS SKCTPALCIITIOSIPHOI
JKUJIKOCTU U CHMIKEHUE 00bEMa HUPKYIUPYIOLICH JKUAKO-
cTH (apTepHaNbHOTO aBICHUS ). B 4yBCTBUTENBHBIX K ap-
TMHUH-BAa30MPECCUHY OpraHax M TKaHSX COJepIKarcs clie-
uuduueckrue perenTopsl. B HacTosee BpeMs BBACISIOT
3 nmoxTHmna penenTopoB BazonpeccuHa: V,, Vi, u V,.

V,,-PeLenTOpsl PACHONOXKEHBl B KPOBEHOCHBIX COCY-
nax (apTepusx, aprepuoiax, BeHax). OHU CONPSDKCHBI C
dochomumnazoii C yepes Gq 6erku [16]. [Tpu ux cTumMysis-
UM YCHJIMBACTCS THUAPONN3 MOTU(POCHONHOZUTHIIOB C
oOpazoBanueM HHO3UTON-1,4,5-Tpudocdara, ycuiuparo-
IIET0 BEIIENICHUE W3 JHIOIUIA3MATHUECKOTO PETHKYITyMa
Ca?', a Tarxe 1,2-nuanuirmunepona, aKTUBUPYIOLIETO
nporenHkuHasy C [24, 33]. B pe3ynbTare NpoHCXOAUT CY-
JKEeHHE KPOBEHOCHBIX cocynoB. Kpome Toro, aTu pernento-

1 ®rAOY BO Iepssiit MIMY um. M. M. CeuenoBa Munsapasa
Poccun (Ceuenorckuii yauepcuret), Poccusi, 119991, Mockaa,
yn. TpyOeukas, 1. 8, ctp. 2.
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PBI MOTYT pacronaratscsi B TpoMOonutax. [Ipu ux crumy-
JISIIMK TIOBBIIIAETCS arperamusi TPOMOOIIMTOB.

V| ,-PCIENTOPH! PACTIONOKEHBI B aIPCHOKOPTHKOTPO(D-
HBIX KJIETKaX mepeanet ponu runodusa. [Ipu ux ctumy-
JSAIAHA TaKKe MPOUCXOAUT MOOMIHM3AINS BHYTPUKIICTOU-
noro Ca?" 3a cuét rupponusa pochaTuauIMHO3UTOINA, YTO
MPUBOJUT K YBEJIWYCHHUIO BBIJICIICHUS aJ[PEHOKOPTHKO-
TPOTHOTO ropmMoHa [32].

V,-perenTopsl  pacrojoKeHBl B 0a3oiaTepaibHBIX
MeMOpaHax KJIETOK JIUTEIHS AUCTAIBHBIX W3BUTHIX Ka-
HAJIBIIEB, COCIUHHUTEIBHBIX M COOMpAaTENFHBIX TPyOOUueK
nouek. OHH COIpPSHKEHBl C aJCHIJIATIMKIA30i depe3
Gg-6enmku. CTUMyISIIUST V,-peenTopoB Ba30NPECCHHOM
MPUBOAUT K HAKOIUICHUIO B SIHUTEINOMUTAX ITUKIMICCKO-
ro ajgeHosnaMoHodochara (AM®). Tot, B cBorO oue-
penb, CTUMYIIMpYET NPOTEHHKUHA3y A, KoTopas ¢ocdo-
PUIHPYET aKBallOpHH 2 M CIOCOOCTBYET €ro IepemMerre-
HUIO B alMKaJIbHBIE MEMOpPaHBI SIIUTEIHOITOB TUCTANb-
HBIX M3BUTHIX KaHAJBIIEB M COOMPATENBHBIX TpyOouek. B
pe3yapTare YBEIMUMUBACTCS peadcopOuns BOIBI U YMCHB-
maetcst quypes [26].

AKBaropuHbI — KaHAJBL, TIPH OMOIIN KOTOPBIX BOJAA
IepeMeIIaeTces uepe3 KICTOUYHbIe MeMOpaHbL. 11X BrepBbie
oxapakrepusoBai Peter Agre, 3a 9yto 66T ynoctoeH HoGe-
neBckoil mpemun B 2003 . AKBallOpUHBI LIUPOKO PacHpo-
CTpaHEHBI B Pa3HBIX TKAHSIX OpPraHU3Ma C BBICOKOHM ILIOT-
HOCTBIO B KJIeTKax royku. Aksamopu 1 (AQP1) naxo-
IUTCS B almUKaIbHBIX W 0a3oliaTepalbHBIX MeMOpaHax
SIHTEIUOIHUTOB MPOKCUMATBHBIX H3BUTHIX KAHAIBICB H
HUCXOIAIIEN YacTh neTd [eHne. DTo He 3aBUCHUMBIA OT
BazonpeccuHa Tpancnoprep. Axanopul 2 (AQP2) noka-
JHM30BaH B alHMKaJIbHBIX MEMOpaHaX JIUTEIHOIHUTOB CO-
OuparenbHBIX TpyOouek. Ero ¢yHKIMOHMpOBaHHE pery-
JHPYETCsT Ba30IPECCHHOM (Ba30MPECCHH CTUMYIHPYET
TPaHCIIOPT MOJIEKYJIBl AKBAIlOPUHA B IDIA3MaTHYECKYIO
MemOpany). Uepez AQP2 Boma moctymaer w3 mpocBeTa
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Puc. 1. HexoTopble aHTarOHUCTHI PELIENITOPOB Ba30NPECCHHA.

MOYCYHBIX KaHAIBIECB B IIUTOIUIA3MY SIHUTEIHONNTA. BbI-
BeJICHHUE BOJBI U3 KJIETOK IMPOMCXOINUT Yepe3 aKBalOPHHBI
3 u 4, Haxomsmmecss Ha Oa3omarepaibHBIX MeMOpaHax
SIUTETHOIUTOB [9].

Hemocrarounast mpomyKmus Ba30MpecCHHa IPUBOIUT K
HEcaxapHOMy Jua0eTy — W30BITOYHOMY OOpa3OBaHHUIO
TUIIOOCMOJISIPHOM Moud. M30bITOYHAsT CEKpelusi Baso-
npeccuHa HabOmromaercs npu cuHapome [lapxoHa (cuH-
JIPOM HeaJIeKBaTHON CEKPEIUH aHTHINYPETHIECKOTO TOp-
MoHa, cunpom llIBapia — Baprepa) u xapakrepusyercs
THUTIOHATPUEMHUEH.

1. AHTaroHHUCTHI PelenTOPOB Ba30NMpecCHHA

Paspabotka nuranioB (kKak aroHHCTOB, TaK M aHTaro-
HHUCTORB) PELIENITOPOB Ba30IPECCHHA MPOBOIUTCS, HAYHHAS
¢ 60-x rr. XX Beka. B pesynbrare co3maHbl Kak MENTHI-
HbI€, TaK ¥ HENENTUAHbIE JIUTaH bl PELIEITOPOB Ba30Ipec-
CHHA JIII UMMYHO(DITYyOPECIICHTHBIX HCCIICIOBAHUM, JIH-
raHJibl, MEYCHHBIC PAIMOAKTHBHBIM HomoM u jip. [21]. Bo
BTopoii momoBuHe 90-x rr. XX Beka MOSBHIINCH HETICTITH/I-
HBbIC aHTAarOHHCTHI PEUENTOPOB Ba3OMPECCHHA, MOTCHIIH-
aJbHO MPHUIOIHBIC IS KIMHWYECKOro npumeHeHus. K
HUM OTHOCSATCSl TOJIBalITaH, KOHUBAINTaH, JIUKCHBAIITaH,
MO3aBallTaH, caTaBalTaH, pEeJIKoBaNTaH (CTPYKTYpHbIE
(hopMyITBI IPUBEICHBI Ha pHC. 1) 1 1p.

Toasantan (OPC-41061). OnHO 13 IEPBBIX UCCIIE0-
Banuit TonBantana (OPC-41061) npennpunsto B 1998 1.
B paguonuranaHbeIx uccienoBaHusX Ha kietkax Hela c
JKCIPECCUPOBAHHBIMU V-, V- U V,-pernentopaMu Io-
kazaHo, uto OPC-41061 mpensiTcTByeT CBSI3BIBAHUIO Me-
YEeHHOTO TPHUTHEM Ba30OIPECCHHA C V,-pelenTopamu
(Ki=0,78£0,08 tM) u V,,-peuenropamu (Ki=12,3 £
0,8 EM) u He BiuseT Ha cBas3bBanue [*H]-Bazonpeccuna ¢
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V,p,-peuentopaMu. OTU JaHHbIE YKa3bIBalOT HA TO, 4TO
OPC-41061 Gomee m3buparesieH 1o OTHOIICHUIO K V,-pe-
Henropam, 4eM K V, -penentopaMm. Emé Gonee BbicOKas
cesnektuBHOCTE OPC-41061 B oTHOIIEHUH V,-peLienTOPOB
OTMEUYEHa B PAJHMOJIMTaHIHBIX HCCICJOBAaHUSIX HA MEM-
Opanax kieTok mouek Kpeic (V,-penentopsr, Ki=1,33 +
0,30 HM) u meuenu kpsic (V,,-peuentopsl, Ki=325=*
41 aM). ConocraBieHHe YUCICHHBIX 3HAYEHUI KOHCTAHT
MHTHOUPOBAHUS CBHICTEIHCTBYET O TOM, YTO 3TO BEILECT-
BO 00Onanaet B 244 paza Oonee U30MpaTEIbHBIM JEHCTBH-
€M Ha V,-penenTopsl, 4eMm Ha V| -penentopsl. [Ipu onHo-
KpaTHOM BBEJICHUU KpbicaM (BHYTpPb 4Yepe3 JKeITydOYHBIN
30H/] B BUJIE CycrieH3uHn B | % THAPOKCHMETHIIIEIUTIONO3E
B g03ax ot 0,3 mo 10 mr/kr) OPC-41061 mo3o3aBucumo
YBEIIMYKMBaJ 00bEM MOYHM M TIOHWKAN €€ OCMOJIIPHOCTD.
MaxkcumanbHbiii 006EM Mour (18,0 £ 2,6) MJT BIICIISIICS
B TEUEHHE 2 4 OT MOMEHTa BBEACHHUs, YTO B 12 pa3 mpe-
BOCXOAMJIO 00BbEM MOYHM, BEIBOAUMON KOHTPOJIBHBIMU HKH-
BOTHBIMH 32 TOT K€ MMEPHOJl BpeMeHU. B TOM ke BpeMeH-
HOM WHTEpBaJie HaOmoganach MUHHMalIbHAs OCMOISIp-
HocTh Moud (175 £ 15) MOcMonb/KT, B CpaBHEHHH C
(714 £ 136) MOcMONB/KT y KOHTPONBHBIX )KUBOTHBIX. [1pn
peryisipHoM (B TeueHue 28 cyT) BBeIeHHH (BHYTpPb B J10-
3ax or 1 mo 10mr/kr, 1 pas B cytku B 9.30 ytpa)
OPC-41061 BbI3bIBaT 3HAYUTEIBHBIN JTUYyPETHUCCKUHN d-
(bexT, MaKCUMyM KOTOPOTO OTMEdajcs B TedeHue 4 4 ot
MOMEHTa BBeJIeHUs. B 3Toro nepuon BpeMeHH perucTpu-
POBaJOCh yMEHbIIeHHEe 00bEMa M1a3Mbl KPOBH O€3 MOBBI-
neHus e€ ocMmoisipHocTd. He ormedarnoch yBenudyeHus
9KCKpELMH KpeaTHMHWHA, YTO CBUAETENHbCTBOBAJIO O TOM,
gyro OPC-41061 He BiIMsACT HA HPOLECCH KIIyOOYKOBOH
¢unprparun. [ocne kaxmoro BBeaenust OPC-41061 mpo-



AHTArOHUCTHI PEHENTOPOB Ba30NpPeCCHHA

HCXOAMJIO YBEIMUYEHHE BBIIEIECHUS 3HJOTEHHOIO Ba3o-
MpeccrHa, HO K MUCTEYEHHIO 24 4 ero MHKpemusi BOCCTa-
HaBJIMBAJIACH JIO 0a3abHOrO YpoBHs. OJHUM U3 HanOoee
Ba)KHBIX, 10 MHEHHIO aBTOPOB, cBoiicTB OPC-41061 siBms-
€TCSl TO, UYTO €ro JAMYypeTHUSCKUH dPPEKT HE CHUKACTCS
[P TTOBTOPHOM JIJIUTENBHOM (B TeueHHe 28 CcyT) mpume-
HeHuu [37].

Konuantan (YMO087). IlepBbie cooOmieHus o mpera-
pare otHocaTcs K 19971 Henmentuaselii npenapar
YMOS87 uccnenoBan B omnblTax Ha cobakax. B paauonu-
TaHIHBIX MCCIIEOBAHUAX yCTaHOBIEHO, 4YTo Y MO87 cBs-
3BIBAETCSl C perenTopaMu TpoMOomnToB codak (V,,-pe-
uentopsl) u nouyek (V,-penenrtopst). [Ipu BHyTpHUBEHHOM
BBeZieHnn YMO87 (3 — 100 MKI/KT) J10303aBHCHMO TTOJIaB-
JISIeT IPECCOPHOE JeMCTBUE HK30TEHHOTO Ba30IPECCUHA Y
HapKOTH3MPOBAaHHBIX cobOak. [Ipm BHyTpHBEeHHOM BBeIeC-
HuM (10 — 100 MKT/KT), a Takke TpU BBEICHHU BHYTpb
(30 — 300 mxr/kr) YMO087 10303aBUCHMO IOBBIIIAET MO-
4eoT/iesieHre 0e3 CYIeCTBEHHOTO BIUSHHS Ha KOHIICHTpa-
LU0 HATPUS B MOYe y OOAPCTBYIONINX COOAK, HE MOTyYaB-
IIMX BOJAHYIO Harpy3ky. IlomoOHBI (apmakomornyeckuit
mpo¢uIb MO3BOJIMI OXapaKTePH30BaTh MpenapaTr Kak aH-
TaroHUCT V- U V,-pelenTopoB Ba3oNpeccuHa, 3pek-
TUBHBIN ipu npuéMe BHYTPh [38]. B skcnepumenrtax Ha
KpbIcax Moka3aHo, uro YMOS7 monmaBiseT cBA3bIBaHHE
MEUEHHOr0 TPUTHEM Ba30IpPECCHHAa ¢ V, -peLentropamu
MemOpaH renarorutos (Ki = 0,48 HM) u V,-penentopamu
noyek (Ki = 3,04 HM), HO 1a)e B BBICOKUX KOHIICHTPAIH-
six (100 MM) He OKka3bIBaeT CyIIECTBEHHOTO BIMSHHS Ha
ces3piBanue [*H] Basompeccuna ¢ Vi,-peentopamu me-
penHeit nonm runogusa kpeic. Kpome Toro, B ombiTax
(ITyopeCcieHTHBIM MapKEePOM BHYTPUKICTOUHOTO KaJIBITHSI
Fura-2 Ha KynbType MIaJKWX MBI COCYIOB (KICTKH
A10 rpyaHO# aopThl KphIC U3 AMEPUKAHCKOW KOJUIEKITMH
TKAaHEBBIX KYNbTyp) MokazaHo, 4ro YMOS7 cam mo cebe
Ha KOHIIEHTPALMIO BHYTPHUKIETOUHOTO MOHU3UPOBAHHOTO
KaJIbIUs HE BIMSET, HO MPENSTCTBYET noBbimennto Ca’’,
BBI3BAHHOTO Ba3orpeccuHoM. Kpome Toro, mokasaHo, 4To
YMO87 3aBHCUMBIM OT KOHIIEHTPAIIMHA CITIOCOOOM I10J1aB-
JSeT WHAYLIUPOBAHHYIO Ba3OMPECCHHOM MPOLYKIIHIO
HAM® B KJIETKax MOYEUHOTO SIUTENHS CBUHEH (KIETKH
LLC-PK1). B ombiTax Ha HApKOTHU3UPOBAHHBIX KpbICaX C
pa3pylleHHBIM CIMHHBIM MO3TOM U JBYXCTOPOHHEW Baro-
tomuer YMO87 nipu BHyTpuBeHHOM BBeneHuu (0,003 —
0,03 MI/KT) J10303aBHCUMO CHIDKAI IPECCOPHOE JICHCTBHE
BasonpeccuHa. J[03a, momaBisromas mpecCcopHbId AP dexT
Ha 50 %, cocraBuna (0,013 + 0,001) Mr/kr. Y >KUBOTHBIX,
JTUMIEHHBIX JOCTyNa K Boze B Tedenue 16 — 20 9 (¢ uenpio
CTUMYJISIIIMM  BBIJICTICHUST HJIOTCHHOTO Ba30MPECCHHA),
YMOS87 npu BHyTpUBEHHOM BBeieHUU B fo3ax oT 0,01 no
0,3 MI/KT J10303aBHCHUMO yBEIMYMBANT OOBEM MOYH H
yMeHbIlaa €€ 0CMOJISIpHOCTD [33].

CaraBantan (SR 121463A). [lepBoe KOMIUIEKCHOE
9KCHEPUMEHTAJIbHOE HccilefoBaHne caraBantaHa (SR
121463A) nposeneno B 1996 . B onbiTax in vitro u in
Vvivo TIpernapar OXapaKTepH30BaH KaK HETeNTHIHBIA cMe-
MaHHBIA V,/V |,-aHTaroOHUCT ¢ BBICOKMM adPUHUTETOM K
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peuenTopaM tuna V,. AkBapeTuueckoe aeicTBue (yBenu-
YeHHUe Iuype3a 3a CYET IepBUYHOTO yTHETEHUs peabcopo-
IIUH BOJIBI) MPOSBIACTCS KaK MPU BHYTPUBEHHOM, TaK U
IIPYU PHTEPAILHOM BBEIEHUU U JIUTCs 0koJIo 6 4 [31]. bo-
Jiee AeTalbHOE HCCIICNOBaHIE MEXaHU3MOB NEHCTBUSI ca-
TaBalTaHa MPEANPUHATO B OIBITaX C CEJICKTUBHBIM aro-
HUCTOM  V,-penentopoB  dDAVP  ([deamino-Cysl,
D-Arg8]vasopressin). IlokazaHo, 4To caraBanTaH IMOJaB-
nseT Bce mpouecchl (HocHOpHITUPOBaHHUs, 3allyCKaeMble
arOHUCTOM B KJIETKaX coOMparenbHBIX TpyOouek. Takum
00pa3om, caTaBanTaH OXapaKTepU30BaH KaK CENEKTUBHBIN
aHTaroHuct V,-peuentopos [13].

PeaxoBanran (SR 49059). SR 49059 oxapaxrepuzo-
BaH KaK HETICHTHIHBIA aHTarOHHUCT V,,-pelenTopoB, 3¢-
(exTuBHBIN Tpu Tpuéme BHYTpb. llpemapar ymeHblIan
BBI3BaHHYIO Ba30IIPECCHHOM arperaruio TPOMOOIIUTOB de-
JIOBEKA U CIa3M KaylajabHOH apTepuu Kpbic. B onbiTax Ha
KpbIcax B g03¢ 10 MI/Kr OH IOABIUT MPECCOPHBIA (-
(hekT SK30T€HHOTO Ba30MPECCHHA C MPOIODKUTEILHOCTh
AQHTarOHUCTUYECKOro JieicTBUA Oosee 8 4 (Kak MpU BHYT-
PUBEHHOM, TaK ¥ MIPH NIepopabHOM BBeieHun) [30].

MozaBantan (OPC-31260). OPC-31260 — mnpowus-
BOZIHOE OeH3a3enuHa, 3(Q(PeKTHBHOE MPH MPHEME BHYTPS,
SIBJISIETCSI CEIEKTHBHBIM AHTaTOHHUCTOM V,-peIelITOPOB U
oOnajjaeT aKBapeTUYECKOM aKTHBHOCTBHIO. B panmomnm-
TFaHJHBIX MCCEAOBaHUIX oKka3aHo, yto OPC-31260 koH-
KypeHTHO BBHITECHSET MEUCHHBIN TPUTHEM Ba30IPECCHH
([*H]-AVP) kak u3 V-, Tak u V,-peuentopos (¢ ICs,=
(1,2£0,2) MkM u (14 £ 0,2) HM, COOTBETCTBEHHO), YTO
CBHUJICTEIBCTBYET B MOJIB3y Oosiee BBICOKOrO apUHUTETA
BemecTBa kK V,-perentopaM. B mozax 10 m 100 Mkr/kr
BHyTpuBeHHO OPC-31260 mo303aBUCHMMO TOJABISET aH-
TUANYPETHUCCKUA J(D(PEKT 3K30I€HHOTO Ba30IPECCHHA
Ipu BopHOM Harpyske. Ilpu BBeneHUM BHYTpb B 033X OT
1 mo 30 mr/kr Mo3aBarnTaH A0303aBUCHMO YBEIHMYUBACT
MOYCOT/ICIICHHE M YMEHBIIACT OCMOJSIPHOCTH MOUYH Y
kpsic [39].

Jluxkcupantan (VPA-985). Paspaboran Biogen
Idecand Cardiokine no snunensuun Wyeth. fBnsercs ce-
JICKTUBHBIM aHTAarOHHUCTOM V,-pelenTopoB Ba3ONpPECcCH-
Ha, () eKTUBHBIM IpU MpHEME BHYTPh U PEKOMEHye-
MBIM K NIPUMEHEHHIO TP THIEPTHAPATAIHA W THIIOHAT-
puemuu [7].

2. HepCHeKTI/IBbI KJINHUYCCKOIo NMpUMEHECHU
AHTAarOHUCTOB Ba30NpecCHHA

OnuuM u3 HauOoJiee 3HAUYUTEIBHBIX HOCTHKEHUI B
MIPOJIBUKCHUN AHTAarOHMCTOB Ba30NPECCHHA B KIMHUYE-
CKYIO TIPAaKTHKY SIBISIETCSI TO, YTO B HACTOSIIEE BPEMS
YipaeieHue 1o HaJ[30py 3a KaueCTBOM MHIIEBBIX ITPOIYK-
toB U MeaukamenToB CLIA (FDA) omoOpuiio TonBanTaH
B KauecTBe Mpernapara, IPUMEHIEMOTro TPU 3yBOJIHMHUYC-
CKOW WJIM THUIEPBOJIEMUYECKON rumnepHaTrpuemun. Kpome
Toro, B Kanazie TonBanTan JTUIIEH3UPOBAH K MPUMEHEHHIO
MpH “KIMHUYECKH 3HAYMMON HETUITOBOJIEMUYECKOM THIIO-
HatpueMun”. OHAKO BO3MOXKHOCTH KIIMHUYECKOTO IPH-
MEHEHHUsI ATOHM TPyMIIbl MPENnapaToB 3HAYUTEIBHO IIUpE.
AHTaroHUCTHI PEHENTOPOB BA30MPECCHHA MOTYT OKa3aTh-
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Csl TIEPCIICKTUBHBIMH TMPH KOMIUICKCHON Tepariy TaKuX
3a00JICBAHUI W MATOJOTUYECKUX COCTOSIHUI KaK cepied-
Hasl HEIOCTATOYHOCTh, ayTOCOMHO IOMHHAHTHAs ITOJIH-
KHUCTO3HAast 0O0JIC3Hb MOYEK, OTEK MO3ra, aCI|T, IIayKoMa,
MoYeKaMeHHast 00JIe3Hb, CHHAPOM PeifHo.

2.1. [IlpuMeHeHNe AaHTATOHUCTOB PeLENTOPOB
Ba30MpPeCcCHHA MPH TMMOHATPHEMUH

B cootBercTBUM ¢ OOBEIMHEHHBIMU EBPONCHCKUMEU
pexomernanusamu (Joint European guidelines) rumonar-
PHEMUSI OTpENersIeTCs] KaK CHIDKCHHE YpPOBHSI HAaTpPHS B
wia3Me Huxke 135 MOKB/1 (HOpMalbHBINA YPOBEHb HATpHs
B Tu1a3Me KpoBu 135 — 145 mOke/n). [1o cTeneHu TsxecTn
TUITOHATPUEMHUIO HOAPA3AEIISIIOT Ha TETKYIO
(130 — 135 mmonb/n), cpenntoro (125 — 129 mmonbe/n) u
TsoKenyto (< 125 mmonb/i). B cooTBeTcTBHM € 0OIIUM
00BEMOM KUJIKOCTU B OPTaHU3ME BBLACISIOT THIIOBOJIE-
MHUYECKYIO, JyBOJIEMHYECKYI0 W THICPBOIEMHUYECCKYIO
(opMBI, @ B COOTBETCTBUU C OCMOJISIPHOCTBIO ILJIa3Mbl
KPOBU THUIOHATPUEMHUIO MOAPA3ACIIIOT HA TUIOTOHHUYE-
CKYI0, U30TOHHYECKYI0 U THIIEPTOHNYECKy0. CuMmToMa-
THKa — OT OOIIero HEIOMOTAaHMS W TOIIHOTHI MPU yMe-
peHHOM CHIKeHMH Na® B Iuiasme 0 TOJOBHBIX OoOJiei,
paccTpoiCTB CO3HAHUS, JIETAprUH, CYAOPOI M KOMBI —
P 3HAYUTEILHOM CHUKCHUH. SIBHBIC HEBPOJIOTHYECKHE
CHUMIITOMBI OOBIYHO IMPOSIBIIAIOTCS IPU CHUKEHUU YPOBHSA
Harpus Huxke 115 MOks/1 [5].

Knuangeckyo XapakTepHCTHKY, MPUIWHBI BOSHUKHO-
BEHUS, IMAarHOCTUKY ¥ TPUHIIMIIBI JICUCHHUS Pa3HbIX GOpM
TUIIOHaTpUeMuM oapoOHo paccmarpusatot J. J. Y. Lee, et
al. [20]. T'unonarpueMus, MpoOTEKarOIas B TCYCHHE MEHEE
48 4, pacueHnBaeTcsl Kak ocTpas, bonee 48 4 — Kak Xpo-
HUYecKast. XpOHUYeCKast TUTIOHATPUEMHS OOBIYHO HAOITIO-
JlaeTcsl y MOXKMIBIX (65 JeT u crapiie) aMOyIaTOpHBIX Ma-
IUCHTOB M YacTO HE MUAarHOCTHpyeTcs. | mmoBomemuye-
CKasi TUIOHATPHEMHUS BO3HUKAeT TPU PBOTE, IOHOCE,
Ype3MEepHOM MOTIMBOCTH M NPUMEHEHUH JUYPETHUKOB.
OHa nposIBIISIETCSI TUTIOTEH3UEN (TIOCTOSIHHOM MIJIM TIOCTY-
pasbHOI) W/win Taxukapaueit. JlaboparopHeIM moaTBEp-
KIICHUEM JTHarH03a sSBISIETCS MBI 00BEM MOYH CO CHH-
XKEHHEM KOHIICHTpAIMK HaTpus Hmke 20 MMOJB/I U OC-
MoJsipHOCTBIO Oosiee 500 MOcwm/n. Tlpu Takol THIOHAT-
pUEMHH TIPUMEHSIOT MEpeMBaHUE HATPUK-CONIEPIKAIIUX
IUIa3MO3aMEeHUTEIeH. DYBOJIEMHUYECKAs TUIOHATPUSMUS
nojipasziensieTcs Ha 00yCIOBJICHHYIO M HEOOYCIIOBIICHHYIO
HEa/IeKBaTHOM MHKpelHeld aHTUAMYPETHYECKOTO TOPMO-
Ha. JluddepeHnmanpras JUAarHOCTHKA TPOBOIMTCS CO-
MIOCTABJICHUEM 3HAU€HHI OCMOJISIPHOCTH MOYHU U KOHIIEH-
tpauu Na™ B moue. Ilpu curapoMe HealeKBaTHON HHKpe-
MU aHTUINYPETHYECKOTO TOPMOHA OCMOJIAPHOCTH MOYH
> 100 MOcwm/71, ¢ comepxxanuneM Na® Gonee 30 MMOJIB/IL
[Tpu runonarpuemun, 0OyCIOBICHHOW H30BITOUYHBIM II0-
TpeOleHueM BOJbI, OCMOJSIPHOCTb MOYM CHIDKEHA
(<100 MOcm/i). T'mmepBonieMuUecKass THIIOHATPHEMUS
OOBIYHO SIBJIACTCS PE3YNBTATOM IOBBILICHUS KOJIWYECTBA
OKCTPALCIUTIONSPHON JKUIKOCTH W HaOIomaeTcst darie
BCETO MPH 3aCTOMHON CepAeyHON HEJOCTaTOYHOCTH, LIUP-
po3e meueHn u HepoTHaeckoM cuHgpoMme. [Ipu aTux 3a-
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0OJIeBaHUSX MPOUCXOIUT CHIKCHUE d(PPEKTHBHOTO IUP-
KYJSTOpPHOTO 00bEMa, 4TO BOCHPHUHUMAETCS MOYKAMHU U
IIPUBOJUT K 3a/iepKKe HaTpus U Boabl. KoHueHTpauus Ha-
Tpust B Moue 00bIYHO Hike 20 MMob/1. JleyeHne Takux
MAIMEHTOB BKIIIOYAET HU3KOCOJIEBYIO JTMETY M OTpaHHUYe-
HUe noTpednenus Boabl jgo 1 — 1,5 n B cytku [20]. V roc-
MIUTAIN3UPOBAHHBIX MALIUEHTOB TUIIOHATPUEMUS BBISBIIS-
€TCsl JOCTATOYHO IIUPOKO M HE IMAarHOCTUPYETCS B 1I0T0C-
MUTAJIBHBIA MEPHOI B OCHOBHOM IO NpUYMHE OeccuM-
nToMHOro TteueHus. O Hel MOTyT CBHIETEIbCTBOBAaTh
TaKkyue MPU3HAKU KaK HapyIlIeHHE MOXOJKHU, TaJleHHs, Te-
pestoMbl ¥ ocTeonopos [27]. ['unoxHarpueMus y naleHToB
C XPOHUYECKOH CEepAEeYHON HEN0CTAaTOYHOCThIO U LIUPPO-
30M II€YEHU DPACLEHHUBAETCS KaK HPEIBECTHUK CMEPTH.
OCHOBHYIO POJib B CHHYKEHUH KOHIEHTpanuu Na™ mpu
9THX COCTOSIHUSX UTpaeT HeaJeKBaTHAas MHKPEIHsS aHTH-
JUypeTudyeckoro ropmoHa. Jledenue TsxkEinod runoHar-
pUEMHH HOCHUT 3KCTPEHHBIA XapakTep, COCTOMT BO BHYT-
PUBEHHOM BBEJEHHUHU THIIEPTOHUYECKOIO PACcTBOPA XJIOPH-
Jla HATpUsl M MIMECT IEebI0 MPO(IIIAKTUKY HEBPOIOTHYC-
ckux HapymeHuid. Ilpm cuHApoMe HealeKBaTHOU
WHKPELUUH aHTUIUNYPETUYECKOTO TOpMOHA HaOIromaeTcs
JyBoJIeMuuecKas runoHarpuemus. IIpu 3acrolinoil cep-
JICYHOW HEIOCTATOYHOCTH U LIUPPO3E MeUYEeHU HalIromaeT-
Csl TUIIEpBOJIEMUYECKasl TUIIOHATpUEMUs. 3aJepKKa BOJbI
MIPOSIBIIICTCS. OTEKAMU U IOBBIIIEHUEM MPEIHArpy3KH Ha
cepaue. Haubonee pacnpocTpaH€HHBIM NPUEMOM JIede-
HUSl OTEKOB SIBJISIETCS MPUMEHEHHUE IHYPETHUKOB (MOTYT
yCyryOnsiTh TUIIOHATPUEMHIO). B ciydyasx pe3ucTeHTHO-
CTH OnIpeneNi€HHOE 3HAYCHIE HMEIOT YIBTPpadIIIBTPALUs U
akBagepes (3aTpaTHbI U UMCIOT CEPhE3HBIC OTPaHUYCHHUS).
B ciyuasx runepBojeMHUYECKOH 1 3yBOJIEMHUYECKOM THIIO-
HaTPUEMUN TPEACTABIACTCS MEPCIEKTUBHBIM IpUMEHe-
HHE 0JI0KaTOPOB PELIEITOPOB allbA0CTEPOHA [36].

B panzoMu3npoBaHHOM KOHTPOJIMPYEMOM HCCIIEe0Ba-
HUM CPaBHUBAJIM TOJBAITAH U OTPaHUYCHHUE MOTPEeOICHUS
BOJIBI TIPY THITIOHATPUEMHH 110 KPUTEPUIO HOPMAJH3AIHN
YPOBHsI HaTpusl B IJIa3M€ WM MOBBILICHUIO HATPUs IJIa3-
Mbl Ha 10 % 1o cpaBHEHHIO ¢ 0a30BbIMHU 3HaueHUAMU. 110
UTOraM HCCJIEJOBaHUS TOJBANTAaH OKa3ajicsi HECKOJBKO
6onee 3pPeKTUBHBIM MO CPABHEHUIO C OTPAHUYCHUEM T10-
TpeOieHus xKuakocTu. HemocraTkaMu MCCieOBaHUsS SB-
JSieTCs TO, YTO B TPYIIE UMEIHCh MAaIueHThl KaK ¢ dyBO-
JIEMUYECKOH, TaK M C THIEPBOJIEMUYECKOW THIIOHATpHE-
MHEH, a Takke TO, YTO CPaBHEHUE MPOBOAMIIOCH TOJIBKO
no ogHomy kpurepuio [20]. B 2 panIoMu3npoBaHHBIX
JIBOMHBIX CJIETBIX IJIae00-KOHTPOIUPYEMbIX UCCIIEA0Ba-
HISIX TpeTbelt (asel (SALT-1 u SALT-2; 448 nmanueHToB)
MOKa3aHa CIIOCOOHOCTh TOJIBalITAHA IMOBBINIATH KOHIICH-
Tpamuio Hatpusi B TeueHue 30 qHEH y MAnMEeHTOB C 3a-
CTOMHOM CepIeYHON HEI0CTaTOYHOCTHIO, LIMPPO30OM IIeue-
HU ¥ CUHIPOMOM HEaJeKBaTHON MHKPELUHN aHTUANYPETH-
gyeckoro ropmona. [Ipenapar Xoporio nepeHocuM (TOJIBKO
4 % manueHTOB BLIBEAECHBI U3 UCCIEI0BAHUS U3-3a 1000U-
HBIX 3¢ ¢exToB). Hambonee yacTeIMH HEXeTaTCIBHBIMU
s PeKTaMHu SBISIOTCS JKaXIa U CyX0CTh BO pTy [20]. Ton-
Bantad jgonymieH k npumedennio B CIIIA u Kanane mis
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Puc. 2. Ponp BazonpeccuHa B pa3BUTHH CEpICUHON HeocTaTouHOCTH [15].

neuennsi. KonnBanran pazpemen FDA npu syBonemuue-
CKOW MJTM TUIEPBOJIEMUYECKON TMIIOHATPUEMHUH B TOCIIH-
TaNbHBIX YCIOBUSAX (HAarpy304Has 1032 BHYTPHUBEHHO
20 mr B Teuenue 0,5 4 ¢ mocnenyrouieit nadpy3uei B 103e
20 — 40 mr/cyt). B nmo3ax 40 u 80 Mr/cyT KOMICHCHPYET
TUIOHATPUEMUIO B TeYCHUE 4 CyT U OOJBIINHCTBOM IaIH-
€HTOB XOpolIo nepeHocurca. Haubosiee yacTeiMu Hexe-
narenbHBIMH dPQeKTaMu SBISIOTCS HH(Y3HMOHHBIE OC-
JIOXKHEHUS! B BUJE 3pUTEMBl U OonesHeHHocTu. CaraBar-
TaH WCCIEIOBAN y MAMCHTOB C CHHAPOMOM HeaJaeKBaT-
HOW CEKpelru aHTUAMYPETHYECKOTO TOPMOHA, IIUPPO3OM
TICYCHH, ACIIUTOM U 3aCTOWHOH CepIeIHON HEJOCTaTOUHO-
cThi0. Bo Beex ciyuasix oTMedeHa criocoOHOCTh Ipemnapa-
Ta KOMIIEHCUPOBAaTh HEIOCTaTOYHOCTb YPOBHS HATpHs B
IU1a3Me KPOBU. Y MAIMCHTOB ¢ CHHJIPOMOM HEaJIeKBaTHOM
CeKpelMy aHTUIUYPETUYEeCKOr0 TOpMOHA Mpernapar co-
xpausu1 3((HeKTHBHOCTH TPH €ro MPUMEHEHHH BHYTPH B
TeueHre 12 mec. CaraBanrtaH XOpOIIO HMEPEHOCHUM, K II0-
O0O0YHBIM A(PPEKTaM OTHOCATCA KAKMA, (GUOPHILIALINS
npencepauit, yymmaenne uarepsana QT, runorensus, ru-
MepTeH3us, Tuxopaaka. JInkcuBanTaH ucciueayercs y na-
[MEHTOB C IIUPPO30M TECUCHH W THIICPBOJICMUYCCKONU TH-
MOHATPUEMHEH, a TaK)Ke Y TOCIIUTATU3UPOBAHHBIX IAIH-
€HTOB C CEp/ICUHON HETOCTATOYHOCTHIO U THIIOHATPHUEMH-
et (uccinenosanne THE BALANCE, 650 nauueHTOB).
[ToGounbIe 3(h(heKThI JTUKCUBANITAHA — JKaXK]IA, JETUIpa-
Talusi, MOYeYHass HeJJOCTaTOYHOCTh (MTOBBIIICHUE KpeaTH-
HUHAIIa3MbI > 200 MxMons/i) [20].

2.2. [IpuMeHeHNe AaHTATOHUCTOB PeLleNITOPOB
Ba30INpecCHHa NPH CepAeYHOH He0CTATOYHOCTH

B nacrosmiee Bpemst Monxo/isl K papMaKkoTepanuu cep-
JIEYHON HEJOCTATOYHOCTH OCHOBAaHBI Ha MPEACTaBICHUSIX

0 MexaHu3Max e€ mporpeccupoBanus. Poip BazonpeccuHa
B Pa3BUTHU CEPACYHON HEJOCTATOYHOCTH IPEACTABIICHA
Ha puc. 2 [15].

[TpuMeHeHHe aHTarOHUCTOB PELENTOPOB Ba30IMPECCH-
Ha TIPH CEep/ICYHON HEeJOCTaTOYHOCTH TO3BOJISIET d(dek-
TUBHO CKOMIICHCHPOBATL TUIIOHATPHUEMHUIO, OAHAKO HdaH-
HBIC, YKa3bIBAIOIINE HA CHIDKECHHE 3a00JICBACMOCTH M
CMEPTHOCTH TIPH UX NMPUMEHEHHH B KPATKOCPOYHOU WIIH
OTJAIEHHON MEepCIeKTUBE, OTCYTCTBYIOT [15].

B knuHMYeckux HCCJICAOBAHUAX HCCCIICKTUBHOI'O aH-
TaroHucra V- u V,-penentopos koHusantasa (YMO87)
He OBUIO TIOJYYEHO CKOJIb-JIN00 yOeIUTEeNbHBIX TaHHBIX O
IeNIeCO00pa3sHOCTH IPHMEHEHHS IperapaTa y MarieHToB
C OCTPOM M XPOHUYECKOH CepJeUYHON HEIOCTATOYHOCTHIO
HHU TpU TpuéMe BHYTPb, HU NPH BHYTPUBCHHOM BBEIC-
HUH. B CBSI3M C 9TMM KOHMBAaNTaH HE TOKa3aH IPH OCTPOI
CepACYHON HENOCTATOYHOCTH, HPOTEKaIomeld 0e3 THIo-
HAaTpUeMHUU. B MHOTOYHCIIEHHBIX KIMHHYECKUX HCCIENO-
BaHMAX IO pa3HBIM MPOTpaMMaM Y MAIMEHTOB ¢ XPOHUYE-
CKOM Cep/IeYHON HETOCTATOYHOCTHIO MMOKa3aHa CIOCO0-
HocTh TonBanTana (OPC-41061) Hopmann3oBare 31€KTPoO-
JUTHBI COCTaB KPOBH, CHIDKATH JI03BI TPaTUINOHHBIX
IUYPETHKOB, YIy4IIaTh AWHAMHUKY TEUCHUS 3a007IeBaHMS
(cHIKEeHWE Macchl Tena, YMEHBIIEHWE OABIIIKHA H Jp.).
[lepBudHOE MMM MOBTOPHOE Ha3HAYCHHE TONBANTaHA pe-
KOMCHAYETCSl MIPOM3BOIUTE B TOCIUTAIBHBIX YCIOBHUSIX,
IO/T KOHTPOJIEM YPOBHSI HATPHS B IUTa3Me KPOBH, M30eras
CJIMIIKOM OBICTPOTO TOBBIIeHHS (ObICTpee, yeM 12 MOKB B
CYTKH), TOCKOIIBKY 3TO MOYKET IPUBOIUTH K HEBPOJIOTHIEC-
CKMM HapYIICHHUSIM B BUJE IH3aPTPHH, MyTH3Ma, ITHCOa-
THH, COHJIMBOCTH, CITACTHIECKOMY Hapandy pyK U HOT [8].
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OnHUM U3 TPOTHOCTHYECKHUX MPU3HAKOB UyBCTBUTEIb-
HOCTH TMAIMEHTOB K TOJIBAIITAHY MOXKET CIYXHUTh IKCKpe-
LMsl ¢ MOYOM akBaropuHa 2. 24 marnueHTaMm ¢ cepJedHOol
HEJ0CTAaTOYHOCTBIO B CTaguu D, HE YyBCTBUTEIBHBIM K
NPUMEHECHHUIO TPAJULUOHHBIX JUYPETHKOB, Ha3HAYMIIU
TOIIBAITaH B J103¢€ 3,75 Mr BHYTPH | pa3 B CYTKH B TEUECHUE
7 nHE#. 7 MaIMeHTOB OKa3aJINCh HEYYBCTBUTEIHHBIMH K
TOJBaNTaHy. ¥ OCTaJbHBIX 17 NAlMEHTOB, YyBCTBUTEIb-
HBIX K TOJIBAllTaHy, B TeueHUE 4 4 mociie ero npuéma KoH-
LEHTpaIys aKkBallOprHa 2 B MOYE CHIKaJIach (aHAIOTHY-
HO CHIDKEHHWIO KOHIIEHTpaluu KpearuHuHa). [loiHOTO
BOCCTAHOBJICHHSI YPOBHsI aKBallOpHHa 2 B MOY€e HE HAOIIO-
JIAJIOCH K KCXOy 7 CyT HaOmoneHus [14].

Emé omHuM MpOrHOCTHYECKUM MpHU3HAKOM 3()(HEKTHB-
HOCTH TOJIBallTaHA MOXET OBbITh COOTHOIICHWE KOHIICH-
TpalMy HOHOB HaTpys U KpeaTUHWHA B Moue. 60 nanueH-
ToB B Bo3pacte (70 = 11) et ¢ cepedHoii He10CTaTOYHO-
CTBIO U 3aJICP>KKOM BOJbI B OpraHU3ME B T€UEeHHUE 3 THei
MOCJIE TOCTIUTAIH3AINH (CO 2 10 4 JIeHb TOCITUTATH3AIIIH )
MOJy4yajau TOJIBAallTaH BHYTPb B J03¢ 7,5 Mr. B TeueHune
TOCIIUTAIILHOTO Meproia Yy Bcex 60 HaOmonaeMbIX Maru-
CHTOB PETUCTPUPOBAIN MHOXKECTBO JIADOPATOPHBIX, 3XO-
Kapauorpadu4eckux U TeMOJMHAMUYECKUX MapaMeTpOB.
OneHka YCHEIHOCTH Teparuy TOJBANTaHOM IPOBOIH-
Jack 1Mo 2 KpUTEpUsM: 1) yTsHKEICHHE CHMIITOMOB Cep-
JICYHON HEJOCTATOYHOCTH; 2) HaIM4HWe MPHU3HAKOB Cep-
JIEYHON HEJOCTATOYHOCTH = 6 IyHKTOB, 3HAUYEHUE JaBIie-
HUSl 3aKIMHUBAHMA JIETOUHBIX KaWULIPOB > 18 MM pT.
CT., JaBIECHUE B IIpaBoM keirynouke > 10 mm pt. . Io pe-
3yJbTaTaM HMCCIeOBaHUS YCIHELIHBIM OKa3ajoch IpUMe-
HeHHe TojiBanTaHa y 47 nmauueHtoB (78 %), HeyCIeHbIM
— vy 13 nanuenrtoB (22 %). MHOromepHslil JOrucTHye-
CKHI PErpecCHOHHBIN aHAJIN3 TMOKa3all, 9TO MEXAy Heyc-
MEIIHOCTBIO MPUMEHEHHS TOJBANTAHA W COOTHOIICHHEM
YPOBHSI HaTpUsl U KpeaTHHHWHA B MO4YE CYILIECTBYeT Hera-
THUBHAs KOppessiius. B To Bpems Kak O3UTUBHO KOppeIu-
PYIOT HEYCIENIHOCTh IPUMEHECHUS TOJIBAITAaHA U KOHIICH-
Tpalusl MO3TOBOTO HATPHIYyPETUUECKOTO MENTHAA. ABTO-
PBI OTMEYAIOT, YTO KPATKOBPEMEHHOE NMPHUMEHEHHE TOJ-
BallTaHa CMATYaeT CUMIITOMBI CEPJICYHON HE0CTaTOUHO-
CTH y OONBIIMHCTBAa TOCIHMTAIM3UPOBAHHBIX MAI[IEHTOB.
[Ipu 5TOM ecnu y manuenTa B Mo4e COOTHOIICHUE HAaTpHs
U KpeaTHHHHA OKa3biBaeTcs < 46,5 MOKB/T KpeaTHHHHA, a
YpOBEHb MO3TOBOTO HATPUIYPETHIECKOTO IENTHAA IIpe-
BhIIIAeT 778 MI/MII, TO 3TO ¢ BRICOKOW TOYHOCTBIO (4YyBCT-
BUTENBHOCTE 54 %, crnermpuanocts 100 %) ykassiBaeT
Ha He3(D(PEKTUBHOCTH IPUMEHEHHS ToNIBaNnTaHa [29].

BMmecTe ¢ TeM B 3KCHEPHUMEHTAIBHBIX HCCIICIOBAHHIX
MOJTy4YeHbI JAHHBIE O TOM, YTO TOJBANTAH MPU JUIUTEIb-
HOM MPUMEHEHUH HEOAHO3HAYHO BIMET Ha PEMOICIUPO-
BaHHUE cep/la U CMEPTHOCTb KHUBOTHBIX OT CEpIEYHON He-
JIOCTaTOYHOCTH, OOYCIOBJICHHOW HH(apKTOM MHUOKapia.
Wuadapkr Muokapaa BBI3BIBAIN y 9-HENENBHBIX MBIIICH
nepeBsA3bIBAHUEM JIEBOM KOpoHapHOi aprepun. Ha 14 cyt
nocie MH(apKTa KUBOTHBIM HAUMHAIHM BBOAUTH BEILECT-
Ba: TOJIBAITaH; TojBanTaH + (ypocemun; manebo. Bee-
JieHue nponomxkanu 2 Henenn. Ha 28 cyT onennBamm pe-

B. E. Ilerpos

3ynbTar. B rpymnme >KUBOTHBIX, MOJYYaBIINX TOJIBAIITaH,
0OHapy>KeHbI OBBIIIEHNE OCMOJISIPHOCTH TJ1a3Mbl, TIOBBI-
IIICHUE MACChI TeJIa, MTOBBIIICHNUE PEMOICITUPOBAHUS Cep/I-
112, TIOBBIIIIEHUE 3aCTOWHBIX SBJICHUHN B JIETKUX U YBEIHYE-
HUE CMEPTHOCTH TI0 CPABHEHUIO C KOHTPOJIHHOU TPYIIION
JKUBOTHBIX. B TpyIIne >KUBOTHBIX, MOTYYaBIIUX TOJIBAIl-
TaH B KOMOMHAIMHU ¢ QypoceMHuI0oM, OOHAPY KU 3HAUH-
TEJIHbHOE CHIDKEHHWE CMEPTHOCTH JKMBOTHBIX TIO0 CpaBHE-
HUIO C TPYIIOH, MOMy4aBIIel TOJBKO TOJBANTaH. Y XHU-
BOTHBIX 3TOW TPYIIIBI TAK)KE HAOIIONAIHA CHIYKCHHE 0CMO-
JISIPHOCTU TIJIa3Mbl KPOBH, YMEHBIIEHUE PEMOAEIUPOBA-
HUSI CepJIlia v 3acTosl B IErKuX [4].

HecmoTpst Ha MHOTOUYMCIIEHHBIE KIMHHYECKHE HCCIe-
JIOBaHUsI, (papMaKOTepareBTHYECKasi 3HAYMMOCTh aHTaro-
HUCTOB PEIIETITOPOB Ba30IPECCHHA B JICUCHUU CEPJICUHOM
HEJOCTATOYHOCTH OCTA&TCs HE BIIOJIHE sicHOM. Hanboib-
I1ast 4acTh JAHHBIX TOJy4YeHa Ha KOMIICHCUPOBAHHBIX aM-
OyJIaTOPHBIX TAIIMEHTaX W HE SICHO, HACKOJBKO ITOJIC3HBI-
MU OKa)KYTCSl BallTAHbI Y MAI[IEHTOB C OCTPOIl JIEKOMIICH-
CUPOBAHHOM CEpJ/ICUHON HEIOCTATOYHOCTHI0. B OONbIIHH-
CTBE HCCIIEZIOBAaHUH Tperaparbl Ha3HAYaId HEMPOIOJIKH-
TEJIHHBIMA KypCaMH, OY€Hb HEMHOTOYHCIICHHBI JIAHHBIC
M0 JJIUTEIFHOMY NIPUMEHEHHUIO BAallTAHOB, B CBSI3U C YEM
HET TIOATBEPXKJICHUS TOJIE3HOCTH PETYJISIPHOTO MPUMEHE-
HUSI aHTaroHWCTOB BA30IMpPECCHHA. XOTs HET JAaHHBIX O
TOM, YTO 3TH BELIECTBA CHI)KAIOT CMEPTHOCTh B OTHAJIEH-
HOW TIEePCIIEKTHBE, UX UCIOIH30BAHUE JAET BO3MOXKHOCTH
CHU3UTH JI03Y TPAIUIMOHHBIX JINYPETHKOB, YTO MTO3BOJIHT
YMEHBIIUTH BBIPAXXECHHOCTh HAPYIICHUN 3JIEKTPOJIUTHOTO
OasutaHca.

2.3. IlpuMeHeHNe AaHTATOHUCTOB PELENTOPOB
Ba30MpPeCcCHHA MPHU CHHAPOME HeaIeKBATHOTO
BblJIeJICHHSI AHTHUYPETHIECKOTr0 TOPMOHA

CHHApOM HEaJeKBaTHOIO BBIAEICHUS aHTUANYpETHYE-
ckoro ropmoHa (cunapom I[lapxona, cuaapom [IBapua —
Baprepa) mposiBiisieTcsi rUIIOHAaTpUEMUEH U BBIBEIEHUEM
MOYH ¢ OCMOJIIPHOCTBIO > 100 MOCM/KT IIpH HOPMaTEHOM
(hYHKUMOHUPOBAHUM HAJAMOYCYHUKOB U IIUTOBUIAHOM Ke-
ne3bl. [1oCcKonbKy MOBBILIEHNE NMPOAYKLIUH aHTHIHYPETH-
YEeCKOTr0 TOPMOHA B YCIIOBHSIX HOPMAaJIbHOTO MOTPEOICHUS
BOJbI IPUBOJUT K CHIDKEHHIO NMPOAYKLIUHM PEHHHA U ajlb-
JIOCTEPOHA, TUIIOHATPUEMHS MIPU ITOM CHHIPOME HUMEET
syBoneMudeckuit xapakrep [9]. [Ipuwaunamu popmuposa-
HUS OTOTO CHHIPOMA MOTYT OBITh 3JI0KaUYeCTBEHHBIC HOBO-
o0pa3oBaHusl, BHYTpHUYEpEHasl MATOJOTHs U HEKOTOpBIE
JIEKapCTBEHHbIE BelllecTBa. JIekapcTBEHHbIE Cpe/icTBa Ha-
3HaualOT Ha (oHe orpaHUYeHUs] MOTPEONICHUS BOIBI
(1-1,5n1 B cyrkun). OnpenenéHaple pe3ylbTaTbl MPUHO-
CUT HaszHaueHue auMekionukianaa (600 mr/cyt), Omoku-
PYIOIIET0 BHYTPUKICTOUHBIC (P(PEKTHI Ba30MpecCcHHa 3a
cuér yrHereHus aaeHuiaruukiaszel [20]. B cocrosaum
M3y4YeHHs MpeObIBaeT Ha3HAUEHHE aHTarOHUCTOB peLel-
TOPOB Ba3olpecCMHAa — TOJIBAITAHA M KOHHUBAIITaHa.
OnucaHo KIMHUYECKOEe HAOMIofeHHE 2 JeTeil rpyaHoro
BO3PacTa, y KOTOPBIX Ha IIEPBOM MECSIIE XKU3HU OOHapy-
JKeHa TUTIOHATPUEMHS M TOCTaBJICH JIMarHo3 HeaJeKBar-
HOTO BBIAEJICHUS aHTUAUYPETHUECKOro ropMmoHa. [lombIT-
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Ka CKOMITCHCHPOBAaTh THIIOHATPUEMHIO BBEICHHEM ITOBa-
PEHHOM COJNM y OHOTO U3 JIETeH MpHUBesia K BOSHUKHOBE-
HHUIO THUIIEPTEH3UH C €€ MOCIEAYImENd KOPpPEeKLIUen.
TonBanTaH Ha3HAYMIM OJHOMY M3 JeTed B BO3pacTe
2 Mec, BTOpoMy — B Bo3pacte 4 mec. PesynbsraroMm siBH-
Jlach HOpMAaJIM3allisl YPOBHS HATpHs B IJIa3Me KPOBH H
crabuiM3anus apTepuajIbHOTO JaBieHus. TpaH3uTOpHAs
TUIICPHATPUEMHSI Y OJTHOTO U3 JIETeH Oblila CKOMITCHCHPO-
BaHa CHW)KGHUEM JI03bI ToJIBarnTana [22].

2.4. llpuMeHeHNe AHTATOHUCTOB PELENTOPOB
BAa30MpPeccHHA NMPH ayTOCOMHO-IOMUHAHTHOM
MOJIUKUCTO3HOM 00JIe3HU MO4YeK

Bomnpocs!l  knaccudukamMu MOJIUKUCTO3HOW OONe3HU
MoYeK, e€ naroreHesa, a Takyke 000CHOBaHHS IPUMEHEHHUS
MIperapaToB Pa3InYHbIX (PapMaKoJIOTHYECKUX TPYIIIT MPH-
Boaut Vicente E. Torres. Ocoboe BHUMaHUE YICIEHO PO
V,-penenTopoB Ba3oNnpeccuHa U NepcreKTUBaM IpUMeHe-
HUSl OJIOKATOPOB 3THUX PEIENTOPOB TMPH MOJUKUCTO3HOM
0os1e3uu mouek [34].

B ocHoBe mporpeccupoBaHMsl ayTOCOMHO-JOMHUHAHT-
HOI MOJMKUCTO3HON OOJIE3HU MOYEK JIS)KUT MYTAIHs Te-
HOB NOJIMKUCTUHOB. [TomukucTuH-1 nmeer KpynHblil BHe-
KJICTOYHBIN JIOMEH, KOTOPBII MOXeET (PyHKIMOHHPOBAaTh
Kak peLenTop W Kak Mosekynaa aiare3uu. [lonmukucTun-2
MpeCTaBisieT co00M HECENCKTUBHBIA KaTHMOHHBIM KaHAI.
[ToNMKUCTHUHBI pacronaraloTcs B NEPBUYHBIX PECHHUYKAX
U WX B3aUMOJACUCTBHE (OPMHPYET MEXAHOCCHCOPHBIH
KOMIUICKC, WTPAOIIUil KIIOYEBYI0 POJIb B TOMEOCTase
BHYTPHUKJIETOYHOTO KaibLus. MyTaluy reHoB MOJIMKUCTH-
Ha-1 (PKD1) u nmonukuctuna-2 (PKD2) npuBoasT k fe-
3UHTErpalyy HOJIUKUCTUHOB, B PE3yJbTare 4ero akTHUBH-
pyetcst nponudepanus SIUTEIHATBHBIX KIETOK coOupa-
TeJNbHBIX TpyOouek M Habiromaercs oOpa3oBaHHE M POCT
KHCT. YBelW4YeHHBbIH YypoBeHb HAM®D wu sKcmpeccus
UAM® 3aBUCHUMBIX T€HOB BBISBICHBI HA PAa3HBIX MOJEIIX
[IOYEYHBIX KUCT y TPHI3YHOB. YBEIMUYEHHAs HPOLYKIHA
HAM® ctumynupyeT npoaudeparuo 1 pocT KUCTO3HBIX
KJIETOK M aKTHBHUPYET CEKPELMIO MOHOB XJIOpa U KHJIKO-
CTHM C IOMOUIbIO CTUMYJIUPYEMOIO IPOTEUHKHHA30MH-A
nepenocunka Cystic Fibrosis Transmembraneconductance
Regulator u, BeposATHO, CTUMYIIUPYET JIPYTHE TPAHCIIOPT-
HBIE CHCTEMBI, PACIIOIOKEHHBIC B allUKAJIbHBIX U 0a3ona-
TepaNbHBIX MeMOpaHax KICTOK He(poHA. V,-perenTopsl
Ba30NPECCHHA UCTIONHAIOT BEAYIIYIO POJb B PEryisiiu
AKTUBHOCTH aJCHMJIATLHKIA3bl U Npoaykuun nAMO B
[JIABHBIX KJIETKaX coOMparesbHBIX Tpybouek. Llemecoos-
pa3HOCTh NMPUMEHEHHs aHTaroOHUCTOB Ba30INPECCHHOBBIX
V,-perienTopoB 00yCIOBICHA TEM, YTO 3TH BEIIECTBA
yMeHbIIaT ypoBeHb TAM® B KieTKax, BBICTHIIAIOIINX
KHUCTHI [3].

PenonporexktuBHOe gelictBue Mo3aBanraHa (OPC-
31260) m3ydanu Ha MBIIMIAX C OTCYTCTBUEM IOJTHKUCTH-
Ha-1 (MoOmenb ayTOCOMHO-JOMHHAHTHOW ITOJIMKHCTO3HOM
6osie3nu nouek). C 3TOH 1eNbl0 B KOPM MBIIIEH BBOIUIN
OPC-31260 B Bbicokux (0,1 %) u Huzkux (0,05 %) xon-
LEHTpaIMsIX, HauuHasg ¢ 21 JHS )KU3HU (@HAJIOT paHHEH
craauu 3a0oseBanusi) u 42 1Hs (aHAJOT Pa3BUTON CTAIUH
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3a0omneBanus), B TeueHue 3 u 6 Henenb. [lo okoHYaHUM
Kypca OLIEHHBAIH (PH3HOIOTHICCKHE TTapaMeTpHsl (CyTod-
HBIA 00BbEM MOYH, OCMOJISIPHOCTD MOYH, IKCKPELIMH MOYe-
BUHBI), @ TAKXKe PEHONPOTEKTUBHOE JeiicTBUE (Macca 1o-
YeK, MUKPOCKOITUS CPE30B MOUEK, a TAKIKe IMOKa3aTeib CO-
OTHOIIICHHUS KHCT, BBICUUTHIBACMBIN JIelIeHHEM OOIIen
TUTOIIAIN KUCT Ha OOIIyIO IUIOIANs TKAaHW M YMHOXae-
Mblid Ha 100 %). B pesynbrare uccieoBaHUs yCTaHOBIIE-
HO, 4To mpu paHHeM (c 21 paHA) Hayaje BBEICHHUS
OPC-31260 oxa3biBaeT Oojee BbIpakeHHOE (hU3HNOJIOTH-
YEeCKOE U PEHOIIPOTEKTUBHOE JCHCTBUE, YeM TIPH MTO3THEM
(c 42 nus). [Ipumenenre OPC-31260 B BBICOKMX KOHIICH-
tpammsx (0,1 %) B TeueHwne 3 HeIENb BBI3BIBACT TCHJICH-
110 K cHrKeHuro Macchl modek (0,33 rvs 0,451, p = 0,38
u gonu kuct (18 % vs 25 %, p = 0,12, COOTBETCTBEHHO) B
CPaBHEHHMH C KOHTPOJIbHOM TPYIION KUBOTHBIX. B ToO ke
Bpems npu npumenenuun OPC-31260 B Teuenue 6 Henennb
CTaTUCTHYECKAsl JOCTOBEPHOCTh PA3IMUYMi ITHX ITOKa3a-
teneit cHmxkanack [23]. [lo MHEHHIO aBTOPOB, pHUMEHE-
HIE aHTarOHHCTOB V,-pElEenTOpOB Ba30MPECCHHA IPH ay-
TOCOMHO-JIOMUHAHTHOW TOJHMKHUCTO3HOM OOJIE3HH TOueK
ClleflyeT HAYMHATh MAaKCUMAaJbHO PaHO C TMOCIEAYIOIINM
yBeIM4YeHUEM J103bl. O JHAarHOCTHKE, IPOTHO3E€ U OCHOB-
HBIX METOIAaX JICYCHUsS] ayTOCOMHO-IOMHHAHTHOW ITOJH-
KHCTO3HOM 00JIe3HU ToYeK cooOlIIarT B 0030pe [19]. Ar-
TOPBI OTMEYAIOT BAYKHOCTH KOHTPOJISI apTEPHATBEHOTO JIaB-
JIeHUsA, OTpaHWYeHue MoTpelieHus: BoIbl, kode, 3amper
KypeHUsl, a U3 JEKapCTBEHHBIX CPEIICTB YIIOMUHAIOT CTa-
THUHBI ¥ OJIOKATOP aHTMOTEH3WHOBBIX PEIEITOPOB TEIIMU-
capTaH.

O pe3sysprarax MPUMEHEHHS TOJBAITaHA y MAI[ICHTOB
C ayTOCOMHO JIOMHHAHTHOW TOJIMKUCTO3HOW OOJIE3HBIO
MOYEK B MYJBTHICHTPOBOM IBOMHOM CJEMOM IUIaIe-
00-KOHTPOIUPYEMOM HccreIoBaHUM 3 (ha3bl COOOMIAIOT B
pabote [35]. UccnenoBaHus mpog0IDKAIKNCh 3 TO/Ia, B HUX
ObuTH 0TOOpans! 1445 manuenToB Bo3pactoM oT 18 mo 50
JIET CO CpeHUM 00muM 00bEMOM Todek 750 Mt 1 60Jb-
e ¥ KIMpeHcoM KpeatuHuHa 60 mu/MuH W Bbime. Ton-
BalTaH Ha3HAYAIM ABaXIH B CyTKH. CTapTOBBIE TO3BI —
YTpeHHsS 45 MI' ¥ JHEBHAs 15 MT' ¢ TIOCIIEIyIONIHM €Ke-
HelenbHbIM yBenmuueHueMm 1o 60 u 30 mr, a 3arem 90 u
30 Mr B 3aBUCUMOCTH OT WHIUBUAYaJIbHONU MEPEHOCUMO-
CTH maneHtamu. [Ipemapar B MakCHMaJbHO MEPEHOCH-
MBIX [1033aX TAI[MEHTHl NPUHAMATN B TeUeHHE 36 Mec.
[maBHBIM OIEHOYHBIM (aKTOpOM ObLIa JAWHAMHKA IPH-
pocra cpeaHero oouero o0béMa nouex. J{onosrHuTeIbHbI-
MU OLICHOYHBIMH (haKTOPAMU SIBIISUTUCH KIIMHHYECKH 3Ha-
YHMO€E MPOTPECCUPOBAHNE OCHOBHOTO 3a00JIeBaHUs, BO3-
MOKHOE YXYAIICHHE (DYHKIMH MOYEK, TOTPEOHOCTH B 00-
JICYTOJSIIONIINX CPEACTBAX, HapacTaHWE THIEPTCH3WH H
anpOyMuHYpHUH U 1Ip. B Teuenwne 3 net HaOMIONCHUI 0T™Me-
YEHO, YTO CPEIH JIUL], IPUHUMABIINX TOJIBAITAaH, €KEro/-
HBIA MIPUPOCT CpeaHero oObéma mouek coctaBui 2,8 %
(2,5-3,1, C1 =95 %), B TO BpeMmsl KaK y rpyIIIbI JIHII, HE
MONy4YaBIINX Mpemapar, oH coctaBun 5,5 % (5,1 —6,0,
Cl=95 %). Kpome Toro, 0OTMEUEHO CHI)KEHHE CKOPOCTH
MPOTPECCUPOBAHUS OCHOBHOTO 3a0oseBanus. Cpenn Ham-
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OoJiee 4acThIX MOOOYHBIX F(P(PEKTOB BBISBICHBI KaXKIa U
nonuypus [35].

B wmenuko-skoHomuyeckoMm ucciepaoBanud  TEMPO
(Tolvaptan Efficacyand Safety Management of Autosomal
Dominant Polycystic Kidney Diseaseandits Outcomes),
YaCTHYHO 0a3HMPYIOIIEMCsl HA ONMCAHHBIX BBIIIC JaHHBIX,
00paboTaHbl TaHHBIE IS MAITMEHTOB 000ETO IMoJia C paH-
HEl cTaguell ayTOCOMHO JAOMHHAHTHOM IOJIMKHCTO3HOM
0oJie3HM TIoYeK B Bo3pacte 40 JIeT U C MmoKa3aresiIMH KITy-
6ouKoBOi (unsTpanuu He Menee 80 mu/mun/1,73 M2 B
pe3yabTarte MCCICHOBAHUS TOKa3aHO, YTO y IAIMEHTOB,
MPUHUMABIINX TOJIBAlITAH B TEUEHHE 3 JIET, TCPMHUHAIb-
Hasl (pa3a (MoYevHast HeIOCTATOYHOCTE) HACTYIIaja B Cpe-
HeM Ha 6,5 neT moxe (6,3 JIeT y )KeHIIHH, 6,8 JIeT y Myx-
YHH), 9YeM Y NAlUCHTOB, He MPUHUMABIIUX Hpenapar. 00-
I1as1 IPOIODKUTEIEHOCTD KHU3HU TAIIMEHTOB, IPHHUMAB-
IUX TOJIBaNTaH, B cpeaHeM Ha 2,6 roga Oounbine (2,8 y
KEHINWH, 2,3 y MyX4dH), YeM y TAIMeHTOB, HE MPUHU-
MaBIIMX Mpemnapar. B kauecTBe HEraTWBHOTO pe3yibTara
aBTOPBI OTMEYAIOT IKOHOMUYECKYIO 3aTPAaTHOCTE [6].

2.5. Bo3MOKHOCTH MPUMEHEHNSI AHTATOHUCTOB
peLenTopoB Ba3onpeccHHa MPH 0TEKe MO3ra

OTEK MO3ra 4acTo sIBJISIETCS OCIIOKHEHHUEM MHCYJIBTa U
YeperHOMO3roBoM TpaBMbl. Kpome oTéka Mo3ra, K 4uciy
MMOCTUHCYIIBTHBIX OCJIO)KHEHUH OTHOCSTCS TOBBIILICHHE
BHYTPUUEPEIIHOTO JIABJICHUS U JIe3UHTErpaLusi reMaTosH-
nedanmmyeckoro Oaprepa. OTEK Mosra pa3BuUBacTCs 3a
CYET CKOIUIEHUs BOZBI B KJIETKaX U MEXKJIETOUHOM Belle-
CTBE MO3Ta, YTO MPUBOAUT K YBEIMUCHHIO €ro 00béMa u
MOBBILICHUIO BHYTpUYepenHoro aapieHus. Kommpeccus
MO3ra, B CBOIO O4Yepe/ib, IPUBOAUT K HAPYILIEHUIO MO3I0-
BOTO KPOBOTOKAa M BTOPHYHOMY IOBPEXACHHUIO MO3Ta.
Yacto KIMHMYECKass KapTUHA MHCYJIbTa CONPOBOXKIAETCS
TUTIOHATpUEMUEH, SIBISIIOIIEHCS pe3ylbTaToM CHHIpOMa
HEaJIeKBaTHOI'O BBIJICJICHUS] aHTUINYPETHYECKOTO TOPMO-
Ha WM CUHIPOMOM IiepeOpaiibHOoi notepu conn. U ToT, u
JIPYyTOi CHHIPOMBI MOTYT OBICTPO MIPUBOIUTH K MOCTHILIE-
MHYECKOMY OTEKY MO3ra, €ClIM He IPOBOAUTCS OLKHBIM
00pa3oM KoppeKIus KoHeHTpauuu Na*, 1 0CMOJISIpHOCTH
kpoBwu [41].

B ompITax Ha MBIIIIAX UCCIEIOBATH CIOCOOHOCTH KOHU-
BalTaHa (AHTAroHHCTa V,,- U V,-perenTopoB Ba3ompec-
CHMHa JJIs1 BHYTPUBEHHOI'O NPUMEHEHHs) M TOJIBalTaHa
(aHTaroHHUCT V,-perenTopoB Ba3oMpecCHHa IS TpUMEHe-
HUS BHYTPb) NPEMSATCTBOBATh PA3BUTUIO MOCTUIIEMUYE-
CKOTO OTEKa Mo3ra. B xauecTBe MOAeNHn HapyLIEHUS MO3-
TOBOTO KPOBOOOPAIICHUS HCIONb30BATIH BPEMECHHYIO OK-
KIJIFO3HMIO CPEIHEN MO3TOBOM apTepuu ¢ MOCIEAYIOMIEH pe-
nepdysueit Mmosra. C 3Toi 1EIbE0 HAPKOTH3UPOBAHHBIM
MBIIIAM Yepe3 Hapy>KHYI0O COHHYIO apTEepHI0 BBOAWIH
HEIJIOHOBBIN 30H[, TOKPBITHIM CHJIIMKOHOM, U IIPOABUTAIIN
ero 70 xosbla Bumnca. Yepe3 60 MUH 30HA BBIHUMAJIH,
BOCCTaHABIMBasi KPOBOOOpAIlIeHHE B TOJOBHOM MO3Te.
Konusanran (0,02 u 0,2 Mr) BBOJMIN BHYTPUBEHHO Yepe3
[IpEeABapUTEIHbHO UMIUIAHTUPOBAHHBIA BEHO3HBIN 30H]] Ye-
pe3 48 4 ot MomeHTa penepdys3un. Tonsanran 0,2 Mr B
5 % nexcTpose BBOAWIN BHYTPb IBAX/bI B CYTKU C TIOMO-

B. E. Ilerpos

LIBI0 30HAA. BBIpak€HHOCTH OTEKA TOJIOBHOIO MO3Ta OLe-
HUBAaJH CPAaBHCHHEM MAacC UIICHIIATEPATLHOTO M KOHTpPIIa-
TEPaJbHOIO MOJYIIApHid TOJIOBHOTO MO3ra. B3BemnBanue
MOJYIIapUii TPOBOAMIM cpa3y Mmocie 3abopa M mocie
TPEXAHEBHOIO BbICylIUMBaHus npu Temneparype 100 °C.
[Tponuaemocts TeMarodHIehaTnISCKOro Oapbepa HC-
CJI/TOBAJIM C TIOMOIIIBIO OICHKH TTOTTAaIaHusl B TKAHb MO3Ta
kpacurens Evans Blue, BBenéHHoro B BeHy 3a 29 10
yYMEpILUBJICHUsT Mbliel. 3a00p KpOBU U OLEHKH OCMO-
JISIPHOCTHU U COZICPKaHUsI HATPUsl IPOBOAMIIM U3 ceplla, a
MO4YH (I[J'IH AHaJIOTHYHBIX HCCJ’IC}IOBaHHﬁ) — W3 MOYEBOI'O
ITy3bIpA. Kak TOJIBAIITaH, TaK W KOHHMBAIITAH ITIOBBIIIAJIN
KOHIIeHTpanuio Na* B mia3Me KpOBH U OCMOJISIPHOCTb I10-
cienneid. [Ipu 3TOM ToNBanTaH HE OKa3bIBAll CYIIECTBCH-
HOTO BIMSIHUA Ha (DOPMHUpPOBAHHE MOCTUIIEMUYECKOTO
oréka Mo3ra. B To ke BpeMsi KOHMBaNTaH yMEHbINAT BbI-
PaKEHHOCTh MOCTUIIEMUYECKOTO OTEKAa MO3ra, a TaKKe
MPETISATCTBOBAN JIE3UHTETPAIMH TeMaTOIHIEPATNISCKOTO
Oaprepa. OObsICHEHUEM MTOIOOHBIX PA3IHUUl MOXKET CITy-
JKUTh HEOJMHAKOBAsI CEJICKTUBHOCTH IIPENaparoB B OTHO-
LIEHUU PELENTOpoB BazorpeccuHa. ToiBanTaH, n30upa-
TEJIBHO ONOKHUPYS V,-pelienTophl Ba30MpPECcCHHA, PETyIH-
pyeT akBaypes, IPEIATCTBYS Pa3BUTUIO TUIIOHATPUEMUH U
THITOOCMOJISIPHOCTH TIIa3Mbl KpoBH. Torma kKak KOHHBAI-
TaH OJIOKHPYET HE TOIBKO V,-pelenTophl Ba3oIpeccrHa,
HO U V|, -pelenTopsl Ba3olpeccHHa, B CBA3U C YeM B JIO-
MIOJIHEHUE K aKBAaypETUUYECKOMY JIEHCTBHIO OH TAaK)Ke CIIO-
COOEH pacIIUpsATh KPOBEHOCHBIE COCY/Ibl U CHHXKATh arpe-
ranuoo TPOMOOIIUTOB, YTO CHOCOOCTBYET HOpPMAaJH3AIMU
KPOBOTOKa B IIOCTUIIEMHYECKHX Yy4YacTKaxX TOJIOBHOTO
Mmosra [40].

Nzyuann pasHble crocoObl MPO(UIAKTUKH TMOCTHH-
CYIBTHOTO OTEKa MO3Ta Y KpbIc. B kauecTBe Momeny uiie-
MHYECKOTO MHCYIIBTa HCIIOIb30BAJIN OKKIIO3UIO CpeqHen
Mo3roBoil aprepuu. [Ipodunaktuky oréka Mo3ra mpoBo-
e uepes 6 9 (paHHsA) U 24 9 (MO3AHSA) OCIe OKKITIO-
3un. Yepes 48 4 oreHUBaIIM 00bEM TOBPEIKACHUS MO3Ta,
CTETIeHb OTEKA MO3Ta, a TAKKe MUKPONIIHAIEHO-MaKpoda-
rampHyto akTuBanmo. C 1enpio Tpo(IIaKTHKA OTEKA TO-
JIOBHOI'O MO3ra pa3HbIM IpyIIIaM >KUBOTHBIX BBOAWIH 5 Y%
pacTBOp XJIOpUAA HaTpuUsi OOMIOCHO, 3aT€M MEIJIEHHO; KO-
HHUBAIITaH, KOHUBAIITaH B KOM6I/IHaLlI/H/I C MCIJICHHBIM BBEC-
JneHueM S5 % pacTBopa XJIOpHJIa HATpHsl; KOHMBAINTaH B
KOMOHMHAITNH ¢ OOFOCHBIM, a 3aTE€M MEIICHHBIM BBEICHH-
eM 5% pactBopa xmopuma Harpus. CymiecTBeHHOE
yMeHbIIIeHHEe 00bEMa HH(papKTa 1 0TEKa Mo3ra Habona-
JIOCh y AKHUBOTHBIX, KOTOPbIM BBOJIWJIM KOHUBAINTaH yepes3
64 mocne OKKIIIO3WH, a TaKKe y KHBOTHBIX, KOTOPBIM
BBOJIWIIK 5 % PacTBOP XJIOpUAA HATPHs OOJFOCHO M MEJ-
JIEHHO Kak uepe3 6, Tak U 4epe3 24 4 mociie OKKIIO3WH.
CHIDKeHHE MUKPOTIHAILHO-MaKpodaraapHOW aKTHBAIIN
HaOII0aI0Ch TOJIBKO Y JKUBOTHBIX, KOTOPBIM BBOAMIIM KO-
HUBAINTaH 4epe3 6 4 mocie okkito3uu. 11ogo0HbIe pe3yiib-
TaTbl MOTYT YKa3blBaTb Ha TO, YTO MCXAaHW3M IIPOTUBO-
OTEYHOTO HEﬁCTBHH KOHHBAIITaAHA BKJIKOYACT HE TOJIBKO
OCMOTHYECKHUI, HO M NPOTUBOBOCHAIUTEIbHBIN KOMIIO-
HEHT [2].
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He wuckmoueHo, 4ro B CIOCOOHOCTh KOHHBANTaHA
YMEHBIIATh OTEK MO3ra, OOYCIOBJICHHBIH OCTaHOBKON
cepAna ¢ MoCIeayIOmei cepIeIHO-IErOYHON peaHMalH-
€i1, BoBJIeUEHb! IIepUBaCKyJsApHble akBanopussl [4]. Uc-
CJICIOBAHUSI IIPOBOAMIMA HA OOBIYHBIX MBIIIAX U MBIIIAX C
OTCYTCTBHEM T€HA, KOAWPYIOUIETO  O.-CHHOTPOIIMH
(a-syn(-/-)), y KOTOpBIX HaOIONAETCS CYIIECTBEHHOS CHU-
JKCHHE Tylla MEPUBACKYISIPHBIX aKBarmopuHoB [4]. MeI-
1aM 1oz M30(TypaHOBBIM Hapko3oM (2 %) BBOIIIN Ka-
HIOJTIO B SIPEMHYIO BEHY U MHTYOMPOBAJIM TPaxero JUIs Uc-
KyCCTBCHHON BeHTW K. OCTaHOBKY CepAlla MPOH3BO-
JIWJIA  BHYTPUBCHHBIM BBCICHHEM XJIOPHJA Kajus B
TeueHHe § MUH. MeponpusaTis MO CepAeYHO-TErOYHOM
peaHUMAaIK BKJIIOYAIH BOCCTAHOBJICHUE PaOOTHI cepaia
BHYTPHBCHHBIM BBEJICHHEM dNIMHE(PHHA (8 MKT) U HCKyC-
CTBEHHYI0 BEHTHJISLMIO JIETKUX UYUCTBIM KHCIOPOJIOM C
4acToTOM Kommpeccun TpymHoi kietku 300 B MUHYTY.
KonuBanTan BBOAWIM BHYTPUBEHHO OONIOCHO B J03aX
0,15 u 0,3 Mr/kT, a 3aTeM NOCTENEHHO cO cKopocThio 0,15
u 0,3 mMr/kr/cyT B Tedenue 48 4. JKMBOTHBIM KOHTPOJIBHOM
TPYIIIBI TAKKUM K€ 00pa30oM BBOIMIN U30TOHHYECKUH pac-
TBOp XJIopuza HaTpus. KoHMBanTaH 10303aBUCHMO TTOBEI-
I1aJ OCMOJISIPHOCTH IIIa3MBl KPOBH. Y OOBIYHBIX MBIIICH
KOHMBanTaH B J1o3e 0,3 MI/KT CYIIECTBEHHO CHHXKAJT CO-
JiepKaHWe BOJABI B Mo3re B oOmactu caudoputamen,
(81,0 £ 0,5) %, mo cpaBuenuro ¢ (82,5+0,4) % B KOH-
TPOJILHOM TpyTIie, U KOpbI TooBHOTO Mo3ra (78,8 £0,2),
o cpaBHeHUIO ¢ (79,4 £ 0,2) % B KOHTPONBHOH TpymIIe, a
TaK)Ke YMEHbIIAJ MOBBIIIEHHYIO TPOHUIIAEMOCTh FeMaTo-
sHIIe(amugeckoro 0apbepa, 00yCIOBICHHY O0CTAHOBKOM
cepana. Konusanran B 1o3e 0,15 mr/kr momgoOHOTO AeHCT-
BUS HE OKa3bIBal. Y MBIIIEH C OTCYTCTBUEM I'€HA O-CHHO-
TpOITMHA KOHUBAMNTaH B 703¢ 0,3 MI/KT He BIMSIT Ha Cofep-
*aHHUE BOABI B MO3TE 10 CPABHEHUIO C KOHTPOJIBHOM TPyTI-
TIOH, a TaKKe HE OCIa0sUT NE3UHTETPALIUI0 TeMATOdHIIe-
¢dammyeckoro 6aprepa. [TocKobKy KOHMBaNTaH HE OKa3all
s¢dekTa y MbIIIEH ¢ OTCYyTCTBHEM INEPUBACKYIISIPHOTO aK-
BarlopuHa 4, aBTOPHI OTMEYAIOT BOBJICYEHHOCTH ATOTO
TpaHCIIOpTEpa B MEXaHU3M JecTBUS KoHMBanTaHa [25].

W3ydeHo BiOHMsAHUE AaHTaroHHCTa V,-pELENTOPOB
SR-49059 (penkoBanTaHa) U aHTarOHUCTA V ,-pPELENTOPOB
SR-121463A (caraBantaHna) Ha (OpPMUPOBAHUE TIOCTTPAB-
MaTUYECKOro OTEKA MO3ra U IPYyTUX MOCTTPABMaTUYECKUX
SIBICHUI Yy HApKOTHU3UPOBAaHHBIX Mbled. TpaBmaTuue-
CKOE MOBPEXKJICHHE TOJIOBHOTO MO3Ta BBI3BIBAJIH 110 METO-
JIMKe KOHTPOJIMpYyeMoTo ynapa 1o kope (controlled cortical
impact). BemecTBa BBOJVIIN B TIOJIOCTH OPIOIIMHEI U B %Ke-
JYIOYKH TOJIOBHOTO MO3Ta. BHyTpuOpIomrHHOE BBEICHHE
npoBomuiy 4epe3 10 MHH IOCIe TOBPEXKICHHS MO3Ta
(penkoBanTad B f03ax 1 m 10 MKI/T; cartaBanTtaH B J103axX
0,1 u 1 Mkr/r). BBeieH1e BEIIECTB B JKEIyTOUKH TOJIOBHO-
TO MO3Ta OCYIIECTBIBIIN Ype3 2 MHUH MOCIE TOBPEKICHHUS
MO3Ta Ha HEMOBPEXKIEHHON CTOpOHE 4eperna Ha TIIyOuHY
3,1 mm Ha 0,9 MM BiieBo 1 Ha 0,1 MM Ha3ag OoT OperMbl CO
CKOpOCThIO 1 MKII/MUH (penkoBanTaH B Jo3ax 1,08 MK,
540 u 270 Hr; caraBanTaH B f03¢ 108 HI; Bce yka3zaHHBIE
J1036I BBOIWIIM B 00BEME 2 MKiT). Uepe3 24 4 oneHHBaIn
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CUCTONTMYECKOE JIaBiieHue (cuctema MoHuTopuHra NIBP),
Mo3roBoit kpoBotok (Laser-Doppler Fluxmetry), BHyTpH-
YepernHoe NMaBieHne (MUKPOUUI JaTYMKA JABICHHS BBO-
UM Ha DIyOuHY 3 MM Ha 1 MM pocTpaibHee U Ha 1 MM
JarepaiibHee OperMbl Ha TPaBMHPOBAHHOW CTOPOHE), CO-
Jep>KaHue BOABI B MO3Te (COMOCTABIEHHE MAacChl CBEXKE-
U3BJICUEHHOTO MO3ra ¥ Mo3ra nocie 24-4acoBoro BBICY-
MBaHus), 00bEM KOHTY3MH (MHKPO(OTOCHEMKA CPe30B
Mo3ra ¢ nocienymomei 00padoTkoit nndpoBsix (otorpa-
¢uit). Oba BelecTBa MPU BHYTPHUOPIOIINHHOM BBEICHHU
HE OKa3blBalU CYIIECTBEHHOTO BIMSHMS Ha (POPMUPOBA-
HHE [TOCTTPABMAaTHIECKAX H3MEHEHHI B TOJIOBHOM MO3TE.
Torma kaxk mpu BBEACHUU B JKCITYyAOYKH TOJIOBHOTO MO3Ta
aHTaroHuct V,,-peunentopos SR-49059 (penkoBanTan)
cHmKal QGopMmupoBaHre OTE¢Ka Ha 68 %, yMEHBbIIAN MO-
CTTPABMAaTHUECKOE MOBBIIICHUE BHYTPUUEPEITHOTO JaBie-
HUSE Ha 46 % W 3a/1epKUBaN HApacTaHuEe 00bEMA KOHTY3UU
Ha 43 %. B TO ke BpeMs aHTAaroHUCT V,-peLenTopoB
SR-121463A (caraBamnTaH) Npu BBEICHWUU B KEIY0YKH
TOJIOBHOTO MO3Ta TOJIBKO 3a/iepKHUBaN (POPMHUPOBAHHUE I10-
CTTPaBMaTHUECKOro O0Téka Mo3ra Ha 41 % Ge3 cyliecTBeH-
HOTO BIUSHHS HAa OOBEM KOHTY3WH W BHYTPHUEPEITHOE
nasienwue [17].

IIpuBenéHHbIC BHIIIE JaHHBIE YKCIIEPUMEHTAIBHBIX HC-
CIICIOBaHMI OTYETIMBO YKA3bIBAIOT HA MEPCIIEKTHBHOCTH
TPYIIIBI AHTATOHUCTOB PEIETITOPOB Ba30NPECCHHA B Kade-
CTBE CPEACTB NPOPUIAKTUKHI U JICYEHHUs] OTEKA TOJIOBHOTO
MoO3Ta.

2.6. IlpuMeHeHne aHTATOHUCTOB PELENITOPOB
Ba30IIPECCHHA NPH aCHUTe

YV nmauueHToB ¢ pa3BEPHYTOM KapTHHOM LUppo3a Irede-
HU 00bIYHO HaOmomaeTcs rumoHarpueMus. OHa HapacTa-
€T IMOCTENEHHO M MPOrpeccHpyeT MapajuielbHO C TPO-
rPECCUPOBAHUEM OCHOBHOTO 3a00JI€BaHUs, HE BBI3bIBAs
HEBPOJIOTUYECKUX TPOSBIICHUHN, HO YCKOPSISl HACTYIUICHHUE
MeYE€HOYHOM SHTIE(haIoNaTHH. Y MAMEeHTOB, OXKUIAOIITIX
TPaHCIUTAHTAIMIO TICYCHHU, TUTIOHATPUEMHS SIBIISICTCS TOY-
HBIM [IPOTHOCTHYECKUM MPU3HAKOM MPEATPaHCIUIaHTALH-
OHHOW cMepTHOCTH. B momaBnstonieM OOJIBIIUHCTBE
CIly4aeB THIIOHATPUEMUS TIPU IUPPO3E UMEET TUIEePBOJIe-
mudeckuid xapakrep. U nump y 10 % manueHToB oHa sB-
JISIeTCsl TUIIOBOJIEMUYeCKol. [ nrmoBoseMuueckas runoHar-
pUeMHUs ABIISIETCA PE3YNbTaTOM CHIDKEHHS dKCTpalesuIio-
JISIPHOM JKUIKOCTH B CBSI3M C YMEHbIIICHHEM 00BbEMa TIHp-
KyJIUpYIOLeH kuAKOCTH. OOBIYHO 3TO 00YCIIOBIEHO MPH-
MECHEHHEM JUYPETHKOB, CHIDKEHHEM  IIOTPEOJICHUS
JKUJIKOCTH, a TaKKe ee M3JHIITHEeH noTepel uepes muieBa-
PHUTENBHBIN TPaKT. Y TaKUX MAIlMEHTOB HaOIOmaeTcs e-
THpaTalys U NpepeHabHas a30TeMus. ACIUT BBIPaKEeH
HE CHJIBHO, YaCThl MPOSIBIIEHUs e4EHOUHON sHIIedaomna-
TiU. [unepBoieMuyecKkas THIIOHATPUEMHUS IMPOTEKAET C
MOBBIIIEHUEM 00bEMa SKCTPALSIUTIONSPHON XXUIKOCTH. B
3TOM cilydae oOIMi 00BEM IMPKYIHPYIONICH JKUIKOCTH
MOBBIIICH, a 3((EKTUBHBII 00bEM LUPKYNIUPYIOLIEH KU-
KOCTH CHIDKEH 3a CYET pacIUpeHus apTepHUajIbHbIX COCY-
JIOB, B 0OCOOCHHOCTH CEIe3EHOUHON MUPKY/SIIUHU. Y TaKUX
MANUEHTOB HAOIONACTCST 3HAYUTEIBHBIA acluT, TIepudepu-
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YecKHe OTEKH, aHacapkKa, TUITOTEH3MS, TTOBBIIICHIE Cepied-
HOTO BBIOpOCA M aKTUBAIWS HEHPOIYMOPAIBHBIX CHCTEM —
CHMITATO-aIpCHANIOBOH, PEeHHHAHTMOTEH3WHAIIBIOCTEPOHO-
BOIA, a TaKKe MOBBIIICHA MHKpelws Bazonpeccuna [10].

W3yuanu BnusHUE TOJIBaNTaHa Ha 3KCIIPECCUIO aKBarlo-
pHUHA 2 y KpBIC € SKCIIEPUMEHTAIbHBIM LIUPPO30M M acLu-
ToM. L{uppo3 BBI3BIBAINM MOJKOKHBIM BBEIEHHEM YETbI-
péxxmopucroro ymiepoaa (1 MI/Kr) OBaKIbl B HEICIIO B
teuenne 14 venensb. UHIYKIMIO IMppO3a HAYMHAIY TTOCTIe
HEJICJIBHOTO Kypca BBe/ieHUs (heHoOapOuTana ¢ MUThEBOM
Bomo (0,3 r/m). Ilociae WMHAYKIUMH LUPpO3a OTOHpAH
KPBIC C aCUTOM M B TCUCHHE HENENN HAOIIONATIH 32 €ro
TUHAMHKOW, IIOCIIE Yero BBOAWIN >KUBOTHBIM IUTAIe0o
WIM TOJIBAIITAH B J103aX 3 WIM 5 MI/KI B TEYECHHUE 5 IHEH.
B sToT nepuoz peructpupoBaiu Maccy Tela, ypoBeHb Ba-
3onpeccuHa B miazme kpoBu (ELISA), xonnuecTtBo BOIBI
B KHILIEYHHKE (B3BELIMBAHUE COAEPKUMOIO J0 U TOCIe
BBICYILIMBAHUS), KCIIPECCUIO aKBAallOPHHA 2 B CIM3UCTOM
000J104Ke TOJICTOM KUILIKHU (BECTEPH-OJ0T C aHTUTEIaMU K
AKBaINlOPHHY 2), MUKPOCKOIHIO CIIU3UCTON 000I0UKH TOJ-
CTOM KUIIKH M CPE30B MEUEHHU 3a0UTHIX )KUBOTHBIX (OKpa-
CKa reMaTOKCHIIMH-3031H). IIpu rucToI0orHyecKkoM uccie-
JIOBaHUHU CPE30B MEYEHU OOHapykeHa KapTHHA LUPpo3a,
HE 3aBHCUMO OT TOTO, MMOJIy4YaJil KUBOTHBIE I1alle00 Win
TonBanTaH. [McCToMOrnueckoe McciuenoBaHUue CIU3UCTOM
000JIOYKH TOJICTOM KHUIIKH TAaKKe HE BBISBHIIO Pa3IHYHi
Cpeay TPYI KUBOTHBIX, MMOJYYaBIINX IUIAE00 MU TOJ-
BalTaH. Y BCEX KPBHIC C LUPPO30M MU aCLUTOM B TOJICTOH
KHUIIIKe HAOMIIOaIOCh YBEIMYCHUE SKCIPECCUU aKBaIlOPH-
Ha 2 10 CPaBHEHUIO C KHUBOTHBIMH 0€3 IUPPO3a U aclUTa,
YTO MOXKET CBHJIETEIILCTBOBATh 00 y4acTUW aKBarmopuHa 2
B (OPMHUPOBAHNM acuuTa Mpu OHUppose. Beenenue tom-
BalTaHa KpBICAM C IMPPO30M M ACHUTOM IPHUBOAMIO K
CHIDKCHHUIO SKCTIPECCHH AaKBAIlOPHHA 2 B CIM3HUCTOI 000-
JIOUKE TOJICTOW KUIIKH, HAYMHAS CO 2 IHS mpuéma (cTaTu-
CTHYCCKUX Pa3INuUil MEXIy J03aMu HE BBIABIECHO). Co-
JIEpKaHWE BOJbI B KHUIICYHUKE TOJBANTAH yBEIUYHBAI
TOJIBKO Ha 2 U 3 CyT 3KCIIEpUMEHTa, a Ha 4 1 5 cyT cozep-
JKaHWE BOJbI B KUIIEYHHUKE BOCCTaHABIMBAJIOCH IO KOH-
TPOJBHBIX 3HAYCHHWH. DTO HE BIIOJHE KOPPEIHPYET CO
CHIDKCHHEM HSKCIIPECCHH aKBallOpHHA 2, HO MOXET OBITh
00BSICHEHO HAJIMYHEM alIbTEPHATHBHBIX MMyTel abcopOmn
BOABI B KumieyHuke [1].

B KJIMHWYECKMX MYJIBTUIICHTPOBBIX HCCIICAOBAHHAX 3
¢da3el y 51 mamuenTa ¢ MUPPO30M TIEYCHU U HEdPPEKTHUB-
HOCTBIO TPaJUIMOHHBIX JUYPETUKOB TMOKA3alld, 4TO Ha-
3HaueHWe 51 MalueHTy ToyiBamnTaHa B J103¢ 7,5 MI/CyT B
TEYECHUE 7 CyT NPUBOIUT K 3HAYUTEIHLHOMY CHIDKCHHIO
cpenueit Maccrl Tena (55 % nabmronenwmit). [lpemapar Ha-
3HaYaJIM B YTPCHHEE BpPEeMsi, HE OTMCHSS paHee Ha3HAUCH-
HBIX JICKAPCTBEHHBIX CPEJCTB. B3BelMBaHUe MaIMEHTOB
MPOBOJIWIIM B YTPEHHHME Yachl JI0 MPUEMA MHIIM TOCIEe
OTIOPO’KHEHHST MOYEBOTO IMy3bIpsi. [103UTHBHO pearupyro-
[IIMMH Ha TOJBANTaH IAallMEHTAMH CUYUTAJINCH T€E, CHIKE-
HHE MAcCChl TeJla KOTOPBIX B TEUCHHE HEJIEH COCTABIISLIO
1 xr u 6onee. B Teuenue cnemytromnieit Henenu 30 manueH-
TOB TIOJTy4YajIM TOJIBANTaH B 03¢ 7,5 Mr/cyT u 13 nanmes-
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TOB B 703¢ 15 Mr/cyT. D PeKTHBHOCTh CHIYKCHUS MacChl
Tena coctaBuna 43 u 23 % coorBercTBeHHO. Cpeau 1o-
OOYHBIX APPEKTOB OTMEUAIHCH KaxKa, OCCCOHHMIIA I10-
BBIIICHUE TEMIIEPaTyphbl Tella, THIIOTCH3Hs, Me4EHOuHas
sHIedanonarus [28].

C nenbio uccnenoBaHus 3(p(EeKTUBHOCTH TOJIBANTaHA
IpU MICYEHOYHBIX OTEKAaX Mpenapar BBOIMIH KPaTKOBpe-
MeHHO (14 mHeit) u npogomkutensHo (90 qHeit) 150 marm-
eHram. [lalMeHTHI MO CTEMEHHM TSDKECTH IIONCNICHBI Ha
rpyminy Onaronony4Hbeix (rpynma B mo kmaccudukamum
Child-Pugh) u rpynmy He61aronoiay4HbIX, MEXIy KOTO-
PBIMH U TIPOBOIMIN CPaBHEHHE B JCHCTBUH TOJBANTAHA.
OTMeueHO, YTO 3HAYMMBIMHU MapKepamu 3(pQeKTHBHOCTH
TOJIBallTaHA MPHU €r0 KPaTKOCPOYHOM NPHUMCHEHUH MOTYT
SBJIATHCSI YPOBECHBb KpeaTHHUHA U C-peakTHBHOTO OeNka B
u1a3Me KpoBH. boee BeIpaskeHHAs ONOKHUTENbHAS TUHA-
MHKa KaK HPH KPaTKOCPOYHOM, TaK W TIPH UTUTEIHHOM
BBC/ICHUM TOJBAINTaHA HAONIONANACH B TPYIIE ONaromo-
JYYHBIX MAACHTOB. ABTOPHI 3aKJIIOYAIOT, UTO TOJBAITAH
3¢ QEeKTUBEH NPU MEUEHOUHBIX OTEKAX MPH PaHHEM Haya-
ne nevenus [12].

2.7. IlepcniekTUBBI IPMMEHEHHUs] AHTATOHNCTOB
Ba30MPeCCHHA MO APYrUM MOKA3ZAHUAM

NmMmeercss cooluieHHe 0 CHOCOOHOCTH KOHMBAIITaHA
CHIDKATh BHYTPHUIVIA3HOE AaBiieHHE. 17 MOCTOMepanuoH-
HBIM IalIUEHTaM ¢ TUIIOHATpUEMUEN BBOAUIIM BHYTPUBEH-
HO KOHMBamnTaH B o3¢ 20 mr. BHyTpumiazHoe naBieHue
n3mepsun ToHomeTpom Ilnorca wepes 12, 24, 48 u 72
nociie BBeACHUS mpernapara. OTMEUEHO 3HAUYNUTENLHOE
CHIDKEHHE BHYTPUIVIA3HOTO JABJICHUs, HE COMPOBOXKIA0-
nmeecss CyIISCTBEHHBIM W3MEHCHHEM YpPOBHs HATpHsl B
mia3me kposu [18].

CyIecTByeT Takke COOOIIEHHE O BO3MOXXHOCTH TIPH-
MEHEHHUsl pelIKoBaNTaHa npu cuHiapome Peiino. ¥V 20 ma-
LIMEHTOB ¢ cuHApoMoM Peitro B Bo3pacte ot 20 o 60 jer,
HE UMEIOIINX TPOPUUECKUX MOBPEXKICHUN TKaHeH, uccie-
noBain BiustHre nipernapara SR 49059 va npoBonmpyemoe
XOJIOJIOM CHHKEHUE CUCTOIMYECKOTO JAaBJICHHS B MAJIbIAX
U KOXKHYIO TeMIlepaTypy. XOJOIOBYIO MPOBOKALMIO MPO-
BOWJIM IIPU OITyCKaHMS PyK B XoioaHyo Boay (15 °C) Ha
3 MuH. JlaBneHue M3MepsUId Mepel MOrpyKEeHHEM pPyK B
XOJIOMHYIO BOy, a 3arem uepe3 10, 20 u 32 muH nocne 3a-
BEpPILICHHS TOTPYXKEHUs. BBICUMTHIBAIN MPOLEHT YMEHb-
LIEHUS AABJIEHUS B IaJbLIEe IOCIE MOTPY>KEHUs U JI0 I10-
rpy’KeHus pyk B xonoaHyro Boxy. ITpemapar SR 49059
npuUMeHsui BHYTPh B 03¢ 300 mr 1 pa3 B cyTku B Tede-
HUe 7 AHEH. YCTaHOBIICHO, YTO B CPAaBHEHMH C ILIAIe0o,
npernapar CyleCTBeHHO YMEHBIIAeT UHAYUPOBAHHOE XO-
JIOIOM CHIDKEHHE NABIICHHS B TMANbLAX M CHOCOOCTBYET
BOCCTAHOBJICHHIO KOXKHOW TeMIepaTypbl 0e3 CyIleCTBEeH-
HBIX TO00YHBIX AP dekTon [11].

B nonosnHeHue K OMMCAHHOMY BBILLE AHTATOHUCTHI pe-
LIENTOPOB Ba30IIpeCcCHHAa MCCIENYIOTCS Ha IpPeAMET HuX
MIPUMEHEHUs MPH PA3IUYHBIX MOBEJCHUYECKUX OTKIOHE-
Husx. Kpome toro, 3ta rpynmna npenaparoB Bc€ yalle npu-
BJICKaeT BHMMaHHE B KaueCTBE CPEJCTB, CIIOCOOHBIX 3a-
MEJISITh POCT KOHKPEMEHTOB MPU MOYEYHOKaMEHHON 00-



AHTArOHUCTHI PEHENTOPOB Ba30NpPeCCHHA

Je3Hu. B 1enaoM aHTaroHMCThl Ba30NpeccHHa MOTYT pac-
LIEHUBAThCSI KaK MEPCHEKTUBHAS TPYIIa JIEKapCTBEHHBIX
BEIIECTB C LUUPOKUM KIIMHUYECKUM ITOTEHLIUAJIOM.

3AKIIOYEHUE

[IpencraBneHHble JaHHBIE CBHUETEIBCTBYIOT O TOM,
YTO aHTArOHUCTHI BAa30MPECCHUHA SIBIISIOTCS (hapMaKOJIOTH-
YECKMMH BEIIECTBAMHU CO 3HAYUTEIHHBIM CIIEKTPOM JIeH-
cTBUs. Pesynbrarhl JaibHEHIINX J0- U KIMHUYECKUX UC-
CJIeIOBAaHUM TTO3BOJISAT OMPEJISIIUTh TOUYHBIC MOKAa3aHUsSI K
WX MIPUMEHEHHIO.
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VASOPRESSIN RECEPTOR ANTAGONISTS AND PROSPECTS

OF THEIR USE IN CLINICAL MEDICINE
V. E. Petrov

1. M. Sechenov First Moscow State Medical University, ul. Trubetskaya 8/2, Moscow, 119991 Russia

Vasopressin-receptor antagonists are a new class of drugs known since 1990s. Some of them are now available for clinical use in the United States and Canada
for patients with euvolemic or hypervolemic hyponatremia diagnosis. In this article, we review experimental data published in the past decade and analyze cli-

nical application prospects of vasopressin-receptor antagonists.

Keywords: vasopressin-receptor antagonists; vasopressin; hyponatremia; conivaptan; lixivaptan; mozavaptan; brain edema; polycystic kidney disease; heart

failure; satavaptan; tolvaptan.





