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Tepanusg XpoHnyecKoi UeMUH MO3ra
Ha (pOHe TIepPTOHHYECKOi 00J1e3HH:

npenapartsi BbIOOpa

0.A. Jlumanoea, O.A. Ipomosa, J1.D. Dedomosa

B 0630pe 06cyxaaeTcs COBPEMEHHbII 0OOCHOBaHHbIN NMOAXOA K BLIOOPY aHTUIMNEPTEH3UBHBIX M HENPOMNPOTEKTUBHbIX Jie-
KapCcTBeHHbIX cpeacTB (JIC) ons nevyeHnss XPOHMYECKONM MLIEeMUM MO3ra Ha GOHEe rMnepToHMYeckon 6one3Hn. B kayecTse
npenapaToB Bbibopa NoAPOOHO PACCMOTPEHO NPUMEHEHNE MHIMOUTOPA aHrMOTEH3MHNpeBpaLlatoLlero depmeHTa PosnHa-
na, CenekTMBHOro HEKOHKYPEHTHOIrO aHTaroHNCTa PeLenTopoB aHTnoTeH3nHa Il 1-ro Tmna AHrnakaHga, KOMOUHUPOBAHHbBIX
HenpomeTabonnyeckmx JIC ¢ MynsTUMoAanbHbIM AericTBrueM BuHnotponuna n MekcuB 6. PaumoHanbHoe HasHavyeHue aTux
JIC ¢ y4eToM 3TMoNaToreHeTUYECKNX MEXaHN3MOB Pa3BUTUS YKa3aHHOW COYETaHHOW NaTonorum, MHAMBMAYyanbHbIX GakTo-
POB pycka cepae4yHO-COoCyaMCTbiX 3a60sieBaHMIM y NaUMEHTOB, KIIMHMKO-dapMakoiormyeckmnx xapakrepnctmk JIC Ha ocHoBe
[OCTOBEPHbIX AAHHbLIX 9KCMEPUMEHTANbHBIX U KIMHUYECKMX UCCNeL0BaHMI 06ecneynBaeT BbICOKYO 9DdEeKTUBHOCTb 1 6e3-

onacHoCTb hapmakoTepanmu.

KnioueBble cnoea: runeptoHuyeckas 601e3Hb, XpOHUYeckas meMns Mo3sra, Go3MHONPWI, KaHaecapTaH, BUHMOLETUH +
+ nupaueTtam, dTUAMETUAMMAPOKCUNMPUANHA CYKUMHAT + nakTaT MarHus + NMpuaoKCYH, paumoHanbHas dapmakoTepanms.

XpoHuyeckast nwemms mosra (XMIM) - Hanbonee vacTas
dopma uepebpoBackynspHbIX 3a00NEBAHUIA B KIMHUYECKOW
HEBPOJIOrMM, BCTPEYAIOLLASICS Y L, HE TOBKO MOXMUIIOr0, HO U1
TPYAO0CMNOCOOHOro Bo3pacTta. 10 06YCNOBNEHO NOBbLILLEHNEM
yAENbHOro Beca runepToHuyeckoit 6oneann (MB) kak 0CHOB-
HOW NPUYMHBI HAPYLLEHWA MO3roBOro KpoBoobpatleHus [1, 2].
CocyoucTtble NOpaxeHus rO0BHOrO MO3ra B MUpe 3aHUMa-
0T MOVPYIOLLME MO3ULMK B CTPYKTYpe OOLLEn CMEPTHOCTU,
ycTynasi No 4actoTe CepeyHO-COoCYaANCTLIM 3a00NEBAHUAM 1
3/10Ka4eCTBEHHBIM HOBOOOpa3oBaHusM. B HacTosLee Bpemst
B HalLeli CTpaHe 3aperucTprpoBaHo 6onee 3 MiH. NauyeHTOB
C XPOHMYecKMMU LepebpoBacKyNspHbIMU 3aboneBaHaSMU C
TEHOEHUMEN HEeYKIIOHHOrO yBenuyeHus ux uicna [3, 4]. Becb-
Ma BENuKa ¥ CoumanbHash 3HaYMMOCTb 3TOV MaTonornm, Tak
Kak MCMXOHEBPONOrNYeCcKme paccTponcTea, GopMmpyloLLmecs
npu XM, MoryT BbiTb MPUYNHOM CEPLE3HOMO CHIKEHWS Kaye-
CTBa XM3HU 1N MHBANMAM3ALMN NALMEHTOB. MI3MeHeHns B ro-
NOBHOM MO3re fBASIOTCS HE TONbKO MPUYMHOW NOCTENEHHOrO
HapaCcTaHWs KOrHUTVBHBIX PACCTPOWCTB, HO 1 GaKTOPOM pUcka
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Pa3BUTUS OCTPbIX HAPYLUEHWA MO3rOBOro KpoBOOOGpAaLLEHMS.
XpoHuyeckas niwemmsi Mo3ra 00ycnoBieHa nopaxeHnem Mes-
KVX MO3roBbIX apTepUii (MMKpoaHruonaTueit). TepMuH “XpoHu-
yeckas nwemms Mosra” NCnonb3yeTcs B COOTBETCTBUN C Mex-
nyHapopHol knaccudukaumeii 6onedHeir 10-ro nepecmoTpa
BMECTO MPVMEHSBLLErOCS paHee TePMMHA “AUCLMPKYNSTOP-
Has aHuedanonatva”. OuarHo3 GopMyanpyeTcst Ha OCHOBa-
HUKU BeyLIEro KAMHUYECKOro CMHAPOMA, Takoro, Hanpumep,
KakK COCyaMCTble KOrHUTUBHbLIE PACCTPOMCTBA, BK/OYas yme-
peHHble paccTpoicTBa 1 aemeHumio [5]. CornacHo pekoMeH-
naumsm [InarHoCTM4eckoro u CTaTUMCTUYECKOrO PyKOBOACTBA
no MCUXMYECKMM paccTpoiicTBaM 5-ro nepecmoTpa, BMecTo
MPUBLIYHOrO TEPMMHA “AEMEHUMS” CnefyeT UCMOoNb30BaTh
TEPMUH “BbIpaXEHHOE HEMPOKOrHUTUBHOE PaccTponcTeo” [6].
Mpn 3TOM [0KA3aTENLCTBOM COCYAMCTOrO MPOUCXOXAEHUS
KOTHWUTWBHbIX HapyLeHuin Ha doHe XVIM cnyxart BbisiBAsiemble
NPV MarHUTHO-PE30HAHCHOM TOMorpadun “Hemble” MHGapKTbI
(06bIYHO NakyHapHble), U3MeHeHUs 6enoro BeLecTBa royioB-
HOro mMo3ra (n1enkoapeons) BOKPYr XenyaoykoB (NEPUBEHTPU-
KYNSIPHO) 1 NOA, KOPOW 60NbLUMX NOAYLIAPUIA FOIOBHOrO MO3ra
(cybKopTUKanbHO), @ Take MUKPOKPOBOM3NUSHUS [7-9].
OCHOBHbIMM NPUYMHAMU XPOHUYECKOW rnonepdy3mm Mo3-
ra sBASOTCS apTepuanbHas runeptoHus (AlN) n atepocknepo-
TUYECKOE MOPaXeHMe COCYAOB, XPOHWUYECKas cepaedHas He-
[0CTaTO4YHOCTb, FEMOCTATUYECKME HAPYLLEHNS], CaxapHbIi Ana-
6eT, KkypeHwe, 3noynotpebnenne ankoronem [1-3, 7, 10, 11].
[JaHHble COBPEMEHHbLIX METOZL0B HEMPOBU3Yanu3aLum CBU-
[OETeNnbCTBYIOT O TOM, YTO AAMTENbHO CYLLECTBYIOLLAS HEKOP-
purnpoBaHHas Al MOXET NpBOAUTL K ANGDPY3HLIM N3MEHE-
HUSIM MYOMHHBIX 0TAEN0B 6enoro BELLECTBA rOIOBHOrO MO3-
ra — nenkoapeoasy. lopaxeHne Menkmx UCTaNbHbIX OTAEN0B
COCY[0B rOJIOBHOrO MO3ra NpOSIBASETCS HE TOJIbKO UX CTEHO-
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30M, HO 1 apeaKkTUBHOCTbIO, CMOCOOCTBYIOLLIE PaCCTPOMNCTBY
ayToperynsium MO3roBoro KpoBOOOPALLEHWS U HAPYLLEHWIO
LieNIOCTHOCT reMaTtoaHuedannyeckoro 6apbepa. Mopdo-
NOTMYECKNEe U3MEHEHUS MEPUBEHTPUKYASIPHOM 30HbI FONOB-
HOr0 MO3ra BO3HUKAIOT BCNEACTBUE ANUTENbHOW TMMOKCUN U
BA30reHHOro oteka. AT U3MEHEHUs — BaXHbI 3Tan, npen-
LUECTBYIOLLMIA MOBPEXAEHMIO TKAHWU MO3ra, BKOYAs UHCYLT.
BoaHukaeT BCE 60sbluasi 3aBUCMMOCTb OT COCTOSIHUS CUCTEM-
HON remMoauHaAMUKKL, Takke OKa3blBatoLLEeNcs HecTabubHOM
BC/eCTBMe nporpeccupoBanus 6. 3atem pa3BuBaloTcs Ha-
PYLUEHNS HEMPOTrEeHHON PerynsaumMm cMCTeMHol 1 uepebpanb-
HoW remoamHammky. Cama no cebe runokcus Mosra npuBoauT
K JanbHeleMy noBpexXaeHUo MexaH13MOoB ayToperynsaumm
MO3roBoro kposoobpalleHus. B pesynstate noBpexaeHus
MEJIKUX COCYAO0B rOIOBHOrO MO3ra Hapyliaetcs nepdysns B
NobBHbIX NOAKOPKOBLIX 0bnacTax Moara [8, 9]. Mporpeccupo-
BaHMe npouecca NpuBoaMT K KOPKOBO-MOAKOPKOBOMY pa3o6-
LLEHMNIO 1 GOPMUPOBAHMNIO KOTHUTMBHBIX PACCTPOMCTB C nocse-
OYIOLLEV COCYANCTOM AEMEHUMEN.

O6cyxaaeTcs BONPOC 0 CBA3W SHAOTENNANBHON ANCHYHK-
LMK NpY Hanm4mMm y naumeHTa GbakTopoB BbICOKOrO pucka no-
paxeHns cepae4yHO-COCYAMCTON cucTemsl, Takmx kak b, cta-
PEeHWEe, rMNepProMoLMCTEMHEMUS, NOCTMEHOMNay3a, KypeHue,
caxapHblil AnabeT, rnepxonecTepuHemust, ¢ passutuem XMM.
BmecTe ¢ TeM 60/bLLUMHCTBOM 3KCMEPTOB HAPYLLEHWE CBOWCTB
SHOOTENNS PacCMaTPUBAETCS KAk OCHOBHOW MexaHu3m Al
B uccnepgosanum O.B. BopobbeBoii, BKOHYaBLLIEM 262 nauu-
eHToB ¢ XMIM Ha ¢oHe Al n genpeccuu, Obina BbisiBIEHA CBSA3b
MEeXay YPOBHEM OMOMAapPKepPOB SHAOTENMANbHOM (YHKLMM
(sHpoTenuH-1, C-peakTuBHbI 610K, MOHOLMTAPHBIA XEMO-
aTTPaKTaHTHbIA 6enoK, LMPKYIMpYoLLIMe AeCKBAMUPOBAHHbIE
SHOOTENMOUNTLI U GUOPUHOrEH) 1 BbIPAXEHHOCTbIO Aenpec-
cunm [3].

MaToreHeTMYeckne MexaHn3Mbl OCTPON MLLIEMUM MO3ra U
XM nmetoT MHoro o6Lero. OCHOBHbIE MAaTOreHETUYECKNE Me-
XaHU3Mbl ULLEMUM MO3ra COCTaBASOT ULWIEMUYECKNA Kackag.
OCHOBHYIO POfb B MOPaXeHUM HEMPOHOB rOIOBHOrO MO3ra Ha
}OHe CHWMXEHWS MO3roBOr0 KPOBOTOKA UrpaeT OKWUCIUTENb-
HblA CTpecc, nepeBo30YX[eHWe rnyTaMaTHbIX PeLenTopoB
(9KCaNTOTOKCUYHOCTB). ITO MPUBOAUT K NMOCTENEHHOMY CHU-
XEHWIO HEPOHANTbHOM aKTUBHOCTU, U3MEHEHMIO COOTHOLLIEHNS
HEeVPOH—NNS, aKTUBALLMMN BHYTPUKIETOYHBIX GEPMEHTOB, 3KC-
NMpPeccumn reHoB paHHEero pearnposBaHnsa ¢ pa3suTeM genpec-
CUW NNacTU4ecknx BGENKoBbIX 1 3HEPreTUYeckrx NPOLLECCOB,
4TO BbI3bIBAET YXY/ALLIEHVE MO3roBoro Metabonuama [1].

PaupoHanbHbI BeIGOP nekapcTBeHHbIX cpeacts (J1C) B Te-
panun XM Ha ¢oHe I'b ocHOBaH Ha NepCOHNPULMPOBAHHOM
nooxofe. [lna onpefeneHns TakTUKN NeYeHUsT PEKOMEHIYIOT
NPOBOANTL CTPATUOMKALMIO — KQYECTBEHHYIO U KOSIMYECTBEH-
HYIO OLLeHKY MHOMBUAYaNbHOMO puUcka CepaeyqHO-COCYaUCTbIX
OCNTOXHeHwi [12, 13].

Y naumeHTta BaXHO ONpenennTb YPOBEHb apTepuanbHOro
nasnenvsa (ALl) (cteneHb ero noBbILEHWS), CTeMeHb nopa-
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XEHWsI opraHoB, 0BycnoBnieHHoro Al Hanuyve Apyrux acco-
LMMPOBAHHBIX COCTOSIHWIA — aTepoCcknepo3a, MLLIEMUYECKON
6onesHn cepaua, XPOHNYECKOW CepAeyHON 1/Uam NnoYeyHon
He[0CTaTO4YHOCTU, CONYTCTBYIOLLMX 3a60NEBaHNA — Nofarpsl,
OXMPEHWsI, caxapHoro anabeTta, GPOHXMANBLHOM aCTMbI, XPO-
HUYEeCKol OOCTPYKTMBHOM GonesHn nerkux, 3aboneBaHui
nepudepuyeckux aptepuii. Ctpatudurkaumio pucka (HesHa-
YMMBbIWA, HU3KNIA, YMEPEHHBIN, BbICOKMIA, O4EHb BbICOKWIA) MPO-
BOOAT COrNacHo eBponenckum kputepuam no wkane SCORE
(Systematic COronary Risk Evaluation - cuctematnyeckas
oLLeHKa KOPOHaPHOro p1cka) ¢ y4eTom nona, Bo3pacta, hakTo-
pa KypeHusi, ypoBHs cuctonmyeckoro AL (CALL) v copepxanus
00LLEro XonecTepuHa, MMKeEMM, MOYEBOI KCNOTbI, PaHHEN
MeHomMay3bl, ManonoABMXHoro obpasa xusHu u ap. C knmHu-
YECKOIN TOYKM 3peHns HE0BXOAMMO Y4UTbIBATL Takne COCTOS-
HUS, Kak LepebpanbHble rMnepToOHNYECKIE KPpU3bl, cocyamcTas
nemeHums. Kak npaeuno, y 6onblumMHcTBa naumeHToB ¢ XMM Ha
doHe 'b MeeT MeCTO YMEPEHHbIN 1 BLICOKWIA PUCK CEPAEYHO-
COCYAMNCTbLIX OCNOXHEHUI.

Y 605bHbIX ¢ NpeobnagaoLmmM 3HadeHnem Al B naToreHe-
3e XM BaxHewLwyo posib Urpaet KoHTposb AL, Y naumeHTos,
nepeHeCLUMX TPAH3UTOPHYIO NLLEMUYECKYIO aTaKy U UHCYIIBT,
Heobxoaumo cTpemuTbes kK Lenesomy AL 130/80 mm pT. CT. 1
MeHee. pn 3TOM HUXHSS rpaHMua 6e30nacHOCTY LEENEBOro
3HaveHus ons CAL coctasnset 120 MM pT. CT., a Ans gnacTo-
nnyeckoro AL (OAL) — 70 mm pT. cT. [12-15].

OntumanbHaa BenudvHa CAL ons nOXunblx COCTaBASIET
135-150 mm pT. cT. (“paboyee” ALl), nanbHelllee ero CHuXe-
HVE NPUBOAUT K YCYrybneHmio KIIMHNYECKON kapTuHbl XUM u
MOBbLILLEHMIO pUCKa PA3BUTUS OCTPbLIX HAPYLLEHUA MO3roBOro
kpoBoobpalleHns. OcobeHHO OCTOPOXHO CNeayeT CHUXaTb
ALl y GONbHbIX C aTePOCKIEPO30M COHHbIX apTepuit. Takxe
Heobxo0aAMMO KOHTponupoBaTth AL B HOYHbIE YacCbl (CYTOYHbIN
MOHWUTOPUHT), MOCKOJIbKY Y MaUMEHTOB C CYTOYHbIM PUTMOM
T1na over-dipper 1 BbICOKUM 3HaYeHMEM MHOEKCA AeHb—HOYb
NMEETCS NOBbILLEHHbIV PUCK Pa3BUTUS HAPYLLEHWA MO3roBOro
kposoToka [3, 15, 16].

PaupoHanbHbii Bbi6op J1C B Tepanum I'b ¢ XMIM ocyLiecTs-
NseTca Ha ocHoBe dapMakoaMHaMUMYECKMX U dhapMakoKnHe-
TUYECKMX OCOBEHHOCTEN aHTUIMNEPTEH3UBHBLIX NPEnapaTos.
M3BECTHO, YTO OCHOBOW @HTUIMMEPTEH3UBHON Tepanun ans
CHuxeHusa ALl aBnsioTcs 5 KnacCcoB aHTUIMNEPTEH3UBHbIX Mpe-
napaToB: WHIMOWTOPbLI aHMMOTEH3MHMNPEBPaLLaoLWero dep-
meHTa (Ard), 6nokaTopbl peuenTopoB aHrnoTeHauHa |l (BPA),
B-anpeHobnokaTopsl, 6110KkaTOPbl KaNbLMEBLIX KaHAN0B U Au-
YPETUKMN.

MHrMGUTOPbI PEHVH-AHIMOTEH3UH-aNIbAl0CTEPOHOBOW CUC-
Tembl (PAAC) — nHrnbutopsl AN® n BPA - Hanbonee 4acTo uc-
noNib3yemble KNacChl aHTUIMNEPTEH3MBHBIX MPenapaTos, 06-
nagaioLLme BbICOKOM 3P dEKTUBHOCTLIO B OTHOLLEHNUM NPesoT-
BPALLEHNS CEPAEYHO-COCYANCTLIX OCIOXHEHWUI U CMEPTHOCTU
[13]. OnuTenbHas aktueaums PAAC nprBoauT K Ba3OKOHCTPUK-
LK, NoBbILLEHMIO 06LLLEero nepndeprnyeckoro ConpoTUBRIEHUS
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COCyn0B, runonepdy3ny OpraHoB U TKaHen (B TOM 4ucne K
YMEHBLUEHMIO MO3rOBOrO M MOYEYHOr0 KPOBOTOKA), 3aOepX-
Ke XWOKOCTW, YBENNYEHMIO 0Obema LMPKYIMPYIOLLE KPOBMU,
MOBBLILLEHNIO YYBCTBUTENBHOCTU MMUOKApAa K TOKCUYECKOMY
BIMSIHWIO KaTEXOIAMUHOB, PEMOLENNPOBAHMIO MMUOKapaa U
COCY[0B, Pa3BUTUIO MMOKAPAMANBHOIO U MEPUBACKYNSIPHOrO
¢wrbpo3sa [4]. NHrmbuTtopsl AMD 1 BPA cnocobHbl nprocTa-
HaBNMBATb/YCTPAHATb YKa3aHHbIE MATONOrMYECKIE NPOLLECCHI.
Kpome Toro, 3T1 npenaparsl MOBbILLIAIOT PEAKTUBHOCTb MENKNX
LepebpanbHbIX COCY0B, a Takke 006/1aaaT aHTUOKCUOAHTHOM
N QHTMBOCMANUTENLHON aKTUBHOCTHLIO. 10 AaHHBIM UCCNENO-
BaHus PROGRESS, npodunaktuyeckuii npuemM MHrimbutopos
AMN® no3BonseT CHWU3WUTb PUCK PA3BUTUS BCEX KOFHUTUBHBIX
HapyLleHuin Ha 45%, pemeHumn — Ha 30% [3, 4]. YrHeTeHne
akTmBHOCTU PAAC nHrnéutopamu AN cH1xXaeT puck nemMum
Mo3ra 3a cyet ctabunudauum ALl 1 yCTpaHeHNs SHAOTENANb-
Hon aucdyHkumm [3, 4, 11].

NHrmbuTopsl AMD npeacTaBneHbl HEOAHOPOAHON rpynMo
NeKapCTBEHHbIX NpenapaToB. XMMuyeckas CTpykTypa MHrmoum-
TopoB AMN® MoxeT BktoyaTb cynbdruapunbHyo (SH-), kap-
6oKkcunbHylo 1 GocdopcosepXallyto rpynmbl, YTO BAUSET Ha
dapmakoaHamuky 1 papmakoknHeTumky J1C.

doauHonpun oTHOCUTCS K MHrMbuTopam AMN®, B cocTta-
BE KOTOpbIX npucytctByeT dochopcomepxawas (bochu-
HunbHas) rpynna. ®osumHan (3A0 “KaHoHdapma npopakiiH”,
Poccus) aBngeTcs eauHCTBEHHLIM aHanoroMm ¢$o3nHonpuna.
3a CYeT CTPYKTYPHbIX 0COOEHHOCTEN AaHHbI npenapat 00-
nagaeT pPsaoOM YHUKabHbIX CBOWCTB, OTAMYAIOWMX €ro ot
Opyrux npenapaToB 3Toro knacca. Mo3uHan sBnseTcs npo-
NeKapCcTBOM W [ENCTBYET Nocsie TpaHchOopMaLmy He TOMbKO B
NeyeHu, HO M NPY BCACbIBAHWMN CAM3UCTON XEeNyLo4HO-KMLLIeY-
HOrO TPakTa C NpPeBpaLLeHNEM B aKTVBHbIA MeTabonmT — do-
3nHonpunat. Takas yckopeHHast TpaHchopmaums PosumHana
obecneunBaeT 6onee ObICTPbIA U BbIPAXEHHbLIA 3DdEKT No
CpaBHEHMIO C APYrMMIM NposiekapcTBaMm knacca MHrMbuTopos
AMN® (sHananpun, pamunpun). OgHako camot BaXHOW OTNK-
unTenbHol ocobeHHocTbio Po3uHana aenseTcs coanaHcmpo-
BaHHbIV [BOVIHON MyTb BbIBEAEHUS U3 OpraHM3ma — noyeyHas
9KCKPELVsi C MOYOI 1 NeYEeHOYHOE 06Ee3BPEXMBAHNE aKTUBHBIX
MeTaboMTOB C NOCNEAYIOLMM UX YAANEHUEM C XENYbl0 Yepes
XENy[04YHO-KMLLEYHbIA TpakT. BaxHo To, 4TO y4actue o6omx
nyTei B BbiBeAeHUn Go3nHonpunata npMMepHO OANHAKOBO U
OHW KOMMEHCUPYIOT APYr Apyra: npu CHMXEHUN GyHKUMK no-
yek BO3pacTaeT neyeHoyHas dpakums BbiBegeHus, U Haobo-
POT, YMEHbLUEHNE MEYEHOYHOr0 KAMPEHCa KOMMNEHCUpYeTes
yBENNYEHNEM MOYeYHOM aKckpeuun doauHonpunarta. bnaro-
[aps Takomy MexaHu3my BbiBeLeHUs dapmakokmHeTuka §o-
3MHOMPUAA NOYTU HE 3aBUCUT OT COCTOSIHUS MEYEHN 1 MOYeK,
OTCYTCTBYET PUCK KYMYAsiLMK npenapara, YTo COCTaBnsieT oc-
HOBY ero 6e30MacHoro NpMMeHeHWst y Bcex kateropuii 60sb-
HbIX, B TOM YMC/E Y NOXWUAbIX MNALUMEHTOB 1 MPW CONYTCTBYIO-
LLLEEV NOYEYHOW 1 NeYeHOYHOM HegocTaTouHocTn [17, 18]. 310
Takxke NO3BONSET NCNONL30BaTb EANHYIO NS BCEX NALMEHTOB

HayasbHyto 103y, KOTopas B 60JbLIMHCTBE Cly4aeB COCTaBS-
et 10 mr/cyT.

Ewe ogHWM CyLLeCTBEHHbIM OTMYeM GO3UHONpUIa sB-
NSIeTCs BbICOKAsH NIMNOMUIBHOCTb €ro akTUBHbLIX MeTaboNInTOoB,
B 20 pas npeBoCXoaAaLLas, Hanpumep, MMNOPUILHOCTbL SHaNa-
npunata [18, 19]. 310 cBOCTBO 0GNErYyaeT NPOHVKHOBEHWE
npenapaTa 4epe3 KneTo4yHble MemOpaHbl BO BCE 3auHTEpe-
COBaHHbIE OpraHbl (Cepaue, Cocyabl, MOYKK, NIerkne 1 Haamno-
YeYHUKM) 1 NO3BONSET 3PDEKTUBHO NOAABNSATH aKTUBHOCTb HE
TONBKO LIMPKYNMPYIOLLEit, HO 1 TkaHeBo PAAC.

YHUKanbHbIM kKadecTBoM Po3uHana, oTInyaloLLmMm ero ot
npyrux uHrnéutopor AMN®, aensetcs xopowlasi nepeHocu-
MOCTb. IMetoTca aokasaTenbCTBa, YTO CyxXOM Kallesb, Bbi3bl-
BaeMblii Apyrummn nHrnbutopamm ArNd, ocnabesaet nnu gaxe
MOJSIHOCTBIO Ncye3aeT npu nepexoae Ha PosunHan [17].

Taknum 06pa3om, 6narogaps OpUrrHaNbLHOMY CTPOEHUIO 1
YHUKasbHbIM (hapMakokMHeTndeckuM napametpam ®oauHan
(doauHonpun) npeBocxoauT apyrue nHrnéutops AMd no no-
Ka3aTensm nepeHocMMocTu 1 6e30MacHOCTM, B TOM YKCHE Y
NOXWbIX NAUMEHTOB U Yy GOMbHbIX C COMYTCTBYIOLLMMY Hapy-
LeHnsIMU GYHKLMM NoYek 1 neveHn. Kak n gpyrvue npenapartsl
aToro knacca, PosuHan He ToIbKO MOBLILAET TONEPaHTHOCTb
K Harpyskam, HO Takxe CYLLEeCTBEHHO 3aMefIsieT Nporpeccu-
POBaHMe XPOHNYECKOW cepaiedHOn HegocTaTtodHocTn [17, 19].
OnHum 13 $akTopoB, obecneymBatoLLMX NPEMMYLLECTBO $O-
3uHoMNpuna nepen ApyruMmn nHrnbutopamm Afd y 60nbHbIX C
XPOHWYECKON CepAeYHON HeLOCTAaTO4YHOCTbIO, SIBASETCS ero
YHMKa/IbHast CNOCOBHOCTL CHMKATb YPOBEHb SHAOTENNHA — Ba-
30KOHCTPUKTOPHOIO HEMPONEenTMAa, CIYXaLlero YyBCTBUTE Ib-
HbIM NPeANKTOPOM HeGNaronpUATHOro NPOrHO3a y AEKOMMEH-
CMPOBaHHbIX 60JIbHbIX. BO3MOXHO, YTO 3TOT MEXAHW3M Hapsay
C W3BECTHbIMW HanpaBieHWUsSIMU BO3LENCTBUS UHMMOUTOPOB
AMN® obecneumaeT GO3MHONPUY BbICOKYIO 3DPEKTUBHOCTb
npu NpUMeHeHUN Y B0JbHBIX C OCTPLIM UHMAPKTOM MUOKap-
na [17, 18]. Tepanus do3nHanom accounmpyeTcs ¢ 6onbLueit
9P PEKTUBHOCTBIO, 6E30MACHOCTBIO M HAUYYLLM COOTHOLLE-
HMWEM LieHa-BbIrofa, YemM NpUMEHeHUe OPYrux MHrMbMTOpoB
AMN®, B YaCcTHOCTV 3Hananpuna.

Mpenapat ®o3uHan ynobeH B NpUMeEHeHNn (eamHas ctap-
TOBas 03a A1 BCex naupeHToB coctansieT 10 Mr 1 pa3 B aeHb
C BO3MOXHbIM NOCnefyowym ysennyeHmem fo 40 mr), xopo-
LLIO COYETaAETCH C AnypeTmkamm (noTeHumpoBaHme addekra).
OpHokpatHbIi NpremM npenapata obecneynBaeT 24-4acoBoi
KOHTpOSb ALl (OTHOLLEHME OCTATOYHOrO (KOHEYHOro) addek-
Ta kK HanbonbLuemy (nmkosomy) addekty (03/HI) B cpenHem
cocTaBnsieT 64%). Hannune conyTcTBytoLLEN NOYEYHON HeLo-
cTaTo4HOCTM NioBoli cTeneHn (1) He TpebyeT KoppekuMn A03bl
®do3uHana [19].

Cnenyetr OTMETUTb, YTO MOMbITKA COBEPLUEHCTBOBAHUSA
nHrnéruTopos AMN® npueena Kk CoO34aHWIO HOBEWMLLEro Knac-
ca HemporymopasbHbiX MOOYNSTOPOB — CeNekTUBHbIX BPA,
OOHWM U3 KOTOPbIX CTan npenapaT KaHaecapTaH, N3BECTHbIN
Ha POCCUNCKOM (apMaLleBTUHECKOM PbIHKE Kak AHrvakaHg,
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(BAO “KaHoHdapma npogakiiH”, Poccust). OnbIT npuMeHeHns
UHr6MTOpPOoB AMN® B KNMHUYECKON NPAKTUKE MoKasal, 4To Ha-
pagy C NpevMmyLLecTBamy OHU MMEIOT Psf, HEAOCTATKOB, KO-
TOpble OrpaHNYMBAIOT KX MUCMonb3oBaHue. NHrmbuTopsl AMd
MOTYT BbI3blBaTh Takme NoboYHbIE 3D PEKTHI, Kak CyXoi Kallesb
1 HapyLeHve GYHKUMN NoYeK, pa3BUTUE KOTOPbIX 0ObACHSIOT
Tem, 4To Hapsiay ¢ PAAC npenapatbl 0Ka3blBalOT CYLLECTBEH-
HOe BAMSHME HAa (YHKUMOHANBbHYIO aKTMBHOCTb Kasvkpe-
WH-KWHWHOBON N APYrX HEMPOrymopasbHbIX CUCTEM. Takxke
0Ka3asiocb, 4T0 MHrMOMTOPLI AN HE MOryT MOIHOCTLIO MO-
[aBUTb YPE3MEPHYIO aKTUBHOCTb PAAC, Tak Kak He OKa3blBaloT
B/IMSIHUS HA NpeBpaLleHve aHrnoteHsuHa | (AT 1) B AT Il, koTo-
poe npovcxoaut 6e3 yyacTus AMd. Kak n3BecTHo, y yenoseka
AT Il Ha 90% o6pasyeTcsa B cepaue v Ha 70% B cocynax nog
nencteuem apyroro depmenta — xumasel [18]. Kpome Toro,
adpdekT nHrnbruTopos AP co BpemeHeM MOXET ocnabeBath,
MOCKOJIbKY BbI3bIBAEMOE UM YMEHbLLEHNE 00pa3oBaHus AT Il
NPUBOAUT K PEPNEKTOPHOMY YCUIEHUIO BBICBOBOXAEHWS pe-
HWHA, NOJ BIUSIHUEM KOTOPOrO yBENNYMBAETCS 00pa30oBaHme
AT |, KOHKypupytowero ¢ nHrnbutopamu AMN® 3a akTuBHbIE
ueHTpbl AN [18].

AHrvakaHg, (kaHoecapTaH) — CeNeKTUBHBIA HEKOHKYPEHT-
HbIii aHTaroHUcT peuentopos AT Il 1-ro Tuna (AT,-peuenTo-
poB). Mpenapat SBNSETCH BbICOKOCENEKTUBHBIM U CUNbHBIM
Gnokatopom AT -peLenTopoB AJMTENbHOTO AEACTBUS, YTO
0OBACHAT HaNMMYMEM KapBOKCWIBbHOM Fpynmbl B MOAOXEHNUM
7-ro GeH3uMMAasonbHOro Kosbua. [llokasatens AT, -cenek-
TUBHOCTW y KaHaecapTaHa coctaensieT >10000 : 1, 4yto 60b-
e, 4em y nosaptaHa (1000 : 1), Tenmucaptana (3000 : 1) 1
npbecapraHa (>1000 : 1). CpoacTso kaHaecapTaHa K AT, -pe-
uenTtopam npumMepHo B 80 pa3 Bhile, 4eM Jlo3apTaHa. Kanze-
capTaH TopmMo3unT ceasbiBaHe AT Il ¢ AT, -peuentopamu Yeso-
Beka B 6onbluei cteneHn, Yem apyrue BPA. CnocobHocTb BPA
TOPMO3UTb CBSI3blBaHWE YOLIBAET B TAKO NOCNe[0BaTENbHO-
CTW: KaHfecapTaH > upbecapTtaH > anpocapTaH = BajacapTaH.
Mo cnoco6HOCTY BbITECHSTL AT Il 3 cBA3K ¢ AT, -peLienTopamm
yenoBeka kaHAecapTaH Takxke NPeBOCXOAMT Apyrie npena-
patbl. Cuna BbiTecHeHust AT Il y BPA ybbiBaeT B Takoi nocne-
[0BaTeNbHOCTU: KaHaecapTaH > anpocapTaH > upbecapTaH >
> nosapraH [20, 21].

KanpecapTtaH npo4Ho cBA3biBaeTCs ¢ AT, -pelentopamm n
Me[JIeHHO ANCCOLMMPYET M3 CBSA3N C HUMU. M3BLITOYHOE CO-
nepxaHue AT |l He cnocobCTBYET BLITECHEHMIO KaHAecapTaHa
13 cBAsm ¢ AT,-peuientopamu. 370 JaeT OCHOBaHWE Npeano-
naratb, Y4TO KaHAecapTaH, Kak W BancaptaH U upbecapTaH,
BbI3blBAET HEOOPaTUMYIO (HEKOHKYPEHTHYI0) Gnokany AT, -pe-
LenTopoB. MpoYHOCTLIO CBA3bIBAHUA KaHaecapTaHa ¢ AT,-pe-
LenTopamu, ero MefieHHON auccoumauyen n3 cBasu ¢ HAMK
1 NOBTOPHBIM CBSI3bIBaHEM 0ObSCHSETCS B0Nee BbipaxeHHoe
1 6onee ANUTENBHOE AHTUrMNEPTEH3VBHOE AENCTBUE KaHae-
capTaHa (36-48 u), 4em nosapTaHa, BasicapTaHa u npbecap-
TaHa. Takon gnutenbHbln apdekT AHrnakanaa 3almaeT na-
LMEHTOB OT NoBbiLweHuns ALl npy nponycke npuema npenapara.
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KanpecapTtaH BbIBOAMTCS U3 OPraHn3Ma NpevmyLLEeCTBEH-
HO (60-70%) yepe3 nouyku, a octanbHas YacTb (20-40%) — ¢
Xenubto. Hebonblias 4acTb kaHaecapTaHa WHaKTUBUPYETCSs
UMTOXPOMHbIMM epmeHTammn P450 neveHun, B pesynstate
yero 06pa3yeTcsl HeakTUBHbIAN MeTabonuT, KOTOPLIA BLIBO-
[MTCS C MOYOW 1 XeNybto, MO3TOMY Y 60/bLUMHCTBA GOMbHbBIX
LMPPO30M MEYEHU, a Takke Npu COBMECTHOM MPUMEHEHUN C
WHIOYKTOPaMWU WM MHIMOUTOPaMK MEYEHOYHbIX (EPMEHTOB
dapmMakoKMHETMKA KaHaecapTaHa npy AAUTENbHOM ero npu-
MEHEHUUN HE U3MEHSIETCS B OT/IMYME OT JIo3apTaHa. TONbKO y
B0JIbHbIX C TAXEOoM NeYeHOYHOM 1N NOYEYHO HeJ0CTaTO4HO-
CTbIO HaYaslbHYI0 003y KaHAecapTaHa PeKOMEeHAYEeTCH YMeHb-
LaTb HaNonoBuHY (0 4 mr). MNpu NOYe4YHOM HeJOCTATOYHOCTU
KIMPEHC KaHOecapTaHa 3ameqseTcs, OLHAKO YMeHbLlaTb
003y npenapaTa Heo0X0AMMO NKLLb Y 6OJIbHBIX C TSXENON No-
YeyHOoW HepJoCTaTO4YHOCTLIO [17].

Mpy onnTensHOM NpYMeEHeHU AHrnakaHz, (kaHgecapTaH)
BbI3bIBAaeT 00OpaTHOE pasBuTME TUNEPTPOdUN NEBOro Xe-
Ny[04Ka, OKa3blBAeT PEHOMPOTEKTMBHOE AEWCTBME W Npef-
ynpexnaet passuTue uHcysisTa. Bnokupys AT, -peuentopb,
KaHZecapTaH yMeHbluaeT BbidbiBaeMylo AT Il apTepuanbHyio
BA30KOHCTPUKLIMIO, CHMKAET MOBBILLEHHOE MMAPABIMYECKOe
[aBJIEHNE B NMOYEYHbIX KybouKax, a Takke yMeHbLIAEeT Cekpe-
LMI0 TakuX BA30KOHCTPUKTOPHBLIX U aHTUHATPUNYPETUYECKMX
BELLECTB, KakK aibA0CTEPOH, aprvHUH-Ba30NpPeCcCHH, aH40Te-
NMH-1 1 HopaapeHanuH. MNpy ANUTENbEHOM NPUMEHEHUN Npe-
naparta ocnabnsiotcs nponudepaTreHble ahdekTbl ITUX Ba-
30KOHCTPUKTOPHBIX BELLECTB B OTHOLUEHWN KapAYOMUOLIMTOB
1 rMafKOMbILLEYHbIX KNETOK COCYAMCTON CTEHKM, a Takke Gurb-
po61acToB 1 Me3aHrnasbHbIX KneTok [17, 22].

KocBeHHble MexaHu3mbl  papmakonormyeckmx apdek-
TOB KaHAecapTaHa CBsI3aHbl C PEaKTUBHOW runepakTuBaumen
PAAC B ycnosusax 6nokafel AT, -pelenTopoBs, KoTopas Bbi3bl-
BaeT [OMONHNTENbHYIO cTumMynaumio AT,- n AT, -peuenTopos,
4TO MPOSIBASIETCS apTepuasnbHOW Basogunatauuen, HaTpuii-
ypes3oMm, aHTunpoandepaTnBHbIM feicTeremM [22]. B noukax
GnaronpuaTHIMU sBNSOTCA addekThl BPA, cBA3aHHbIe Kak C
Gnokanon AT -peLenTopoB, Tak 1 Co CTUMynsumei AT, -peLen-
TOpoB. Tak, Gnokana AT,-peuentopoB B 3PEpeHTHbIX (Bbl-
HOCALLMX) apTepuonax no4ye4HbIX KyooykoB NPUBOAUT K CHU-
XEHWIO M’MAPABANYECKOTO AABNEHNS B MOYEYHbIX KITybouyKax, a
ctumynsumns AT,-peuentopos B apdepeHTHbIX (MPUHOCHLLMX)
1 3P depeHTHbIX (BbIHOCALLMX) apTepronax noveyHbIx kKiybou-
KOB COMPOBOXAAETCS yBennmyeHneM 3P deKTBHOro noYeyHo-
ro nnasmotoka [20, 21].

BnokaTtopbl peLenTopoB aHrmoTeHaunHa Il cnocobHbl Npo-
HUKaTb Yyepe3 rematoaHuedanuyeckmini 6apbep 1 TOPMO3UTb
aKkTMBHOCTb MpecuHanTiyeckmx AT -pelentopos cumnaTuye-
CKMX HEPOHOB, KOTOPbIE PErynMpyloT BbICBOOOXAEHNE HOP-
afipeHanuHa B CMHaNTUYECKYIO LWeNb N0 MEeXaHn3My nosoXu-
TenbHol 0bpaTtHoii cBa3n. CnocobHocTb BPA npoHukaTb Yepes
remaToaHuedanmyecknii 6apbep B 3HAYNTENBHO MEPE ornpe-
nensetcs ux naunoduibHbIMK cBOCTBaMU. [oaTomy npeano-
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NaraioT, YTO LEHTPasbHbIi MEXaHU3M aHTUIMNEPTEH3UBHOIO
[eincTena ceasaH ¢ 6nokamon AT1-aHFI/IOTeH3VIHOBbIX peuento-
POB BbICOKONIMMODUbHLIM KaHAECAPTaHOM, KOTOPbIA yCTpa-
HAeT npeccopHoe aeiicteue AT Il. B ycnosusx AT, -Gnokappi
YMEHbLUAETCS BbICBOOOXAEHNE HOPAOPEHANMHA, @ 3HAuWT,
ocnabesaeT CTUMYNSALMSA MOCTCUHANTUYECKUX O, -afipeHep-
rMYeCcKMX PeLEenTopoB Ha KNETKax-MULLEHSX, Hanpumep Ha
MemOpaHax HEeMpOHOB M MafKOMbILEYHbIX KNETOK COCYau-
CTOIN CTEHKW. [103TOMY HeNlb35t UCKOYUTL, 4TO aHTUIMNEPTEH-
31BHOE gencTamne BPA Taikke onocpeayeTcs Ux LeHTPasbHbIMK
1 nepudepnyecknMm cumnaToamTuieckumm apdekramm [23].

Kpome Toro, npegnonaraiot, 4To 6narogapst BbICOKON Nn-
NOMUNBLHOCTY KaHAeCapTaH MOXET Nerko NPOHMKATb B TKAHW U
0cnabnatb abdeKTbl aKTMBaLMM HE TONIbKO LMPKYIVPYIOLLEN,
HO TKaHeBbIX (nokanbHbix) PAAC. KanHpecapTaH oka3blBaeT
NPOTEKTUBHOE AEVCTBME Ha MOYKM, CEPALE U COCYabl. ITn Op-
raHoMPOTEKTMBHbIE 3 MEKTbI CBA3aHbI Kak ¢ Giokanoi AT, -pe-
LLeNTOPOB, Tak 1 Co cTumynauueit AT,- n AT, -peLientopos [22].

Kak n3BecTHO, ANt OOGbEKTUBHON OLEHKM ANUTENBHOCTMI 1
PaBHOMEPHOCTN AHTUIMNEPTEH3VMBHOINO [OENCTBUS NeKkapcT-
BEHHbIX NPenapaToB B NOCNEAHWE rOfbl UCMONb3YIOT OTHOLLE-
Hme 09/H3. CuntaeTcs, 4To BennymHa oTHoweHms O3/HI ans
AHTUrMNEPTEH3VBHBIX NPENAPATOB [0MKHA OblTb HE MEHbLUE
50% (unn 0,50). Yem 6nmxe BennumHa oTHowexus O3/HI
k 100% (unn 1,0), TeM paBHOMEPHEE aHTUTMMNEPTEH3MBHOE
[eicTBMe npenapara B TeYeHMe CYTOK, a 3HAYUT, MEHbLLE Ba-
prabenbHocTb All, KOTOPas, kKak U3BECTHO, ABASETCS OOHUM
13 GakToOpOB prCka PasBUTUS CEPAEYHO-COCYANCTBIX OCI0X-
HeHW. 10 AaHHBIM KOHTPONMPYEMbIX UCCNEA0BaHUIN, CPELHNE
3HayeHust oTHowenna O3/HI ans JAL y kaHaecapTaHa npu-
onmxatotes k 100%, 4To 3HaUMTENbHO BosbLLE, YEM Y I03apTa-
Ha (60-70%), BancapTaHa (65-70%), npbecaptaHa (55-77%)
n anpocapTtaHa (70-90%). 310 ykasblBaeT Ha TO, YTO KaHAe-
capTaH obecreunBaeT 6onee paBHOMEpPHoe CHukeHne ALl Ha
MPOTSKEHWUM CYTOK, YeM No3apTaH u apyrue BPA [17].

B KOHTPONMPYEMbIX UCCNEOOBaHNSAX O AOCTUXEHUM CTa-
OWILHOrO aHTUrMNepTeH3NBHOMO addekTa 0ObIYHO FOBOPST,
ecnu JAL ynaetcst cHu3nTb Huxke 90 MM pT. CT. UK HE MeHee
yeM Ha 10 MM pT. CT. [lpyM MOHOTEPANMU CTOVKUIA aHTUIUNEp-
TEH3UBHbI 9PdEKT KaHaecapTaHa AoCcTUraeTca 6onee 4em y
MOJSTIOBMHbI B0JIbHBIX C MATKON 1 yMepeHHoW Gopmamu b (no
cpaBHeHuio ¢ 20-25% npu npueme nnauebo). KaHoecapTaH B
OLLMHAKOBOI Mepe CHMXAET ALy MYXXUUH U Y XEHLLMH, Y 60Nb-
HbIX CPEAHEro 1 NOXWI0ro BO3pacTa, a Takke He3aBucuMmo OT
HanM4YMs UM OTCYTCTBUSI CaxapHoro auaberta v OXvpeHus.
B no3se 8-16 mr/cyT kaHgecapTaH 06ecrneymBaeT BblpaXeHHbIN
AHTUrMNEPTEH3MBHbIN 3P deKT y 55-70% 60onbHbIX [16].

YunTbIBas N3N0XEHHbIE Bbile GapMakonornyeckme CBOn-
cTBa AHrvakaHga (kaHgecapTaHa), NoATBEPXAEHHbIE KIMHU-
YECKUMW JaHHbIMK, 3TOT NpenapaTr MOXET CYMTaTbCs Cpea-
CTBOM BblOopa anst neveHns Al y 60MbHbIX He TONbKO C pac-
NPOCTPAHEHHLIMU  3a00NEBAHNSIMU  CEPAEYHO-COCYANCTON

CUCTEMBI, HO 1 C XPOHWUYECKMU LLepeBPOBACKYNISPHBIMU pac-
CTponcTesamu.

Mpy Ha3Ha4YeHUM AaHTUIMNEPTEH3UBHLIX CPEACTB B Tepa-
nun I'b Ha doHe XVIM BaxHO yd4uTbIBATb “TepaneBTUYECKUN
npodunb” — nepeHocnmocTb JIC naumeHTamm, NPUBEPXEH-
HOCTb JIe4eHN0, 0COBEHHO €CNN PeYb MAET O ANMTENBHOM (M0-
XNU3HEHHOM) NMPUMEHEHUN.

YactoTta Takmx noOoYHbIX 3PDEKTOB, Kak CyxoW Kallesb,
AHTMOHEBPOTUYECKUIA OTEK, MMMOTOHMS “NEpPBON O03bl”, pac-
CTPOICTBA KPOBETBOPEHMS, HAPYLLUEHNS DYHKLMM NOYEK, Npr
npreme Po3nHana HAaMHOTO HUXe B CPABHEHWM C APYrMU UH-
rméutopamm AMNd n coctanset 1-5% [23].

BaxHoe knuHmyeckoe 3HavyeHne mmeeT TOT dakT, yTo y
AHrnakanza (kaHgecapTtaHa) oTMedaeTcs ele 6onee 6naro-
NPUSATHBIA NPOdUb NOO6OYHBIX 3DDEKTOB, BINIKMX K YPOBHIO
nnaue6o. 3TOT npenapat B 0TAnYME 0T UHrbutopos AN He
BAMSIET HA MeTaboNM3M KMHUHOB, MO3TOMY BbI3bIBAET KaLLESb
C 4acToTOW, He oTanyaioLeiics ot nnaue6o (0,5-1%). YacTo-
Ta rMNOTOHUM MPU NPUEMe NepBOI A03bl TAKKE HU3Kas, Me-
Hee 1%.

AHrvnakang, (kaHgecapTaH) He OKasblBaeT CYLLECTBEHHOIO
BIVMSIHWS HAQ QYHKLMIO MOYEK, HEe M3MEHsIeT mokasaTenu ro-
MeocTasa rMioKo3bl M ANMUAHOrO COCTaBa KPOBM, B TOM YMC-
ne y 60/bHbIX caxapHbiM anabeTom 2-ro Tuna. Mo HEKOTOPbIM
HabnoAeHNaM, KaHAecapTaH MOXET YJydlaTh YyBCTBUTEb-
HOCTb K MIHCYNNHY 1 0cnabnatb HaTpuitcbeperaowmii apdekT
AT, AHrvakaHp, COXpaHsieT rMnepTeH3uBHbIN addekT nocne
nponycka o4epeHon fo3bl npenapara [17].

Takum o6pasom, uHrnbutopsl AM® n BPA ynydwaior
Ka4eCTBO XWU3HW 1 YBESIMHMBAIOT €€ NPOAOIKUTENBHOCTb Y Na-
umeHToB ¢ I'b, B ToM yncne ¢ XUM [171].

Ons Bcex naumeHtoB ¢ B B cBA3M ¢ Hannymem abco-
JIOTHBIX MPOTVMBOMOKAa3aHWn He PEKOMeHAyeTCs HasHaue-
Hue nHrnbutopos AMd 1 BPA npu BbICOKOW runepkanMemmm
(>5,5 Mmonb/n), ABYCTOPOHHEM CTEHO3€E MOYEYHbIX apTepui,
CTEHO3€e NOYEYHON apTepun eauHCTBEHHOWN MOYKK, MPW rmno-
TOHWW 1 flernapataumm, y 6epeMeHHbIX 1 KOPMSLLX XEHLLMH 1
Np¥ aHTMOHEBPOTMYECKOM OTEKE B aHamHe3e [23].

®dapmakotepanus b ¢ xpoHuyeckoi LepebpoBackynsp-
Hoi natonorueit (XMIM) TpebyeT oT Bpaya KOMOUHUPOBAHHOIO
Ha3HaYeHNst aHTUrMNEPTEH3UBHLIX CPeacTB ¢ JIC HellpomeTa-
6onnyeckoro peictaus. Mpu XMM B cuny aHaTomo-durano-
NOTUYECKUX OCOBEHHOCTEN MO3roBOro  KpOBOOOpPALLEHMS
paHbLUE 1 yalle BCEro CTpajaloT MoaKOpKoBble Ga3anbHble
raHrMn n rybuHHble OTaAEeNbl LepebpanbHoro 6eoro Belle-
cTBa. ATM 0O6pa30BaHUS HAXOANTCS B TECHOW (PYHKLMOHAb-
HOW CBS131 C IOBHOI KOPOIA, NO3TOMY KJIMHWUYECKE CUMMTOMbI
paHHux cTaguii XM oTpaxaloT pa3BuTme BTOPUYHOI IOBHOM
omcdyHkumm. OTMEHaloTCsl KOTHUTUBHBIE, AMOLMOHANBHbIE Y
[OBUratesibHble HapyLIeHNs, Takme Kak 3aMefIeHHOCTb MblLl-
NEeHUs, CHMXEHNe BernocT peyn 1 KOHLEHTPaLMKY BHUMAHWS,
HapyLleHWs NamaT AMHAMUYECKOro xapakTepa, AenpeccuB-
Hble 1 Ipyrue aMoLUMOHaNbHblE HApYLLIEHWS, BpaavknHe3ns 1
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HapYLUEHMSI NOXOAKM Mo Tuny NobHoin ancbasumn. Cuutaetcs,
YTO KOTHWUTUBHbIE HAPYLIEHNS N0 NOBGHOMY TUMY TOIN UK UHON
CTENEeHN BbIPaXEHHOCTM MOTYT CIYXUTb OAHUM 13 Havnbonee
HaAEeXHbIX, 0O bEKTUBHBIX U paHHKX KpuTepues XVIM [24].

CospaHve coBpeMeHHbIX papMaLeBTUHECKNX NPenapaToB
C HEeNponpoTEKTUBHLIM AENCTBUEM, CMOCOBHBLIX NpenoTepa-
LaTh, OCTAHABNMBATb WM 3aMeOfisiTb OCHOBHblE MATOreHe-
Tu4yeckme cobbiTus, nexatiue B OCHOBE rvbenn HelMpoHoB, —
O0Ha M3 aKTyaslbHbIX MPOGNEM COBPEMEHHOW HEBPONOrUM.
MpoTokonbl BeAeHMs naumeHToB ¢ XM BkoyatoT B cebs MHO-
XECTBO MPenaparoB C Ba30aKTVBHbIM, HEMPOMPOTEKTUBHbIM,
AHTVOKCWAAHTHBIM, @HTUTMMOKCAHTHBIM, HEMTPOTPODUHECKM
[EiCTBMEM, YTO YBENMYMBAET MEAMKAMEHTO3HYI0 Harpy3sky
Ha naupenTa [25, 26]. B ¢BS3K C 3TMM 3HAYUTENbHLIN UHTE-
pec npeacTaBnsieT npuMeHeHve HelipomeTtabonuyeckux JIC
C MyNbTUMOZANbHbLIM AEACTBUEM, BAMSIOLLMX HA YKa3aHHble
BbILLE NATONOrM4eCKme NpoLecehl. K nx 4yucny MOXHO OTHECTU
KOMOVHMPOBAHHbLIE MpenapaTtbl POCCUMIACKOr0 MPOU3BOACTBA
(BAO “KaHoHdapma npogakiuH”) Bunnotponun n MekcumB 6.

Bunnotponun (3A0  “KaHoHdapma npogakwH”, Poc-
cua) — npenapart, He MMEeLWMUn aHaNoroB Ha COBPEMEHHOM
dbapmaLeBTMYECKOM PbIHKE, NpeacTaBaseT cobol KomOuHa-
LMo nupaueTamMa 1 BUHNoUeTMHA. Mpenapat paspaboTaH ¢
y4yacTemM OJHOro M3 BefyLimx HeBposioroB Poccuu, akape-
muka H.H. 9xHo. Beinyckaetcs B kancynax (5 Mr BUHNOLETK-
Ha 1 400 Mr nupaueTama) U B Tabnetkax, B yaA0OHO AENNMONA
dopme ¢ onTUManbHOW [031PoBKOMA (10 Mr BUHMOLETUHA W
800 mr nupaueTtama). MNpenapaT co3gaH Ha OCHOBE BbICOKO-
KayeCTBEHHON CyOCTaHLUMM MUPOBLIX IMAEPOB Gapmnpouns-
BOZCTBA, NMPOM3BELEH B COOTBETCTBUM CO CTaHgaapTtoM GMP
(Good Manufacturing Practice — Hagnexauwias npoussop-
CTBEHHasl nNpakTuka). MpoBefeHHbIe pa3pabdoTynkamMmn aKcne-
PVYMEHTa/IbHbIE UCCNefoBaHNs [oKasanu, YTo U nupaueTam,
1 BUHMOLIETUH, BXOAALWMe B cocTaB BuHnotponuna, aeicTay-
0T OAHOHANPAaB/IEHHO HA Takme BHYTPUKIETOYHbIE MyTW, Kak
KanbLMEBBIN CUrHANbHBIN NYTb, HA NYTb PEryAnMpoBaHns foda-
MUHEPIr1YEeCcKOoro CHanca v Ha CUrHabHbIV NyTb LIUKINYECKO-
ro ageHo3vHMmoHodocdarta (LAM®) [26, 271].

BnnsHne BuHnoTponuna Ha KanbUMEBbLIA CUHANbHbIV
nyTb OCYLLECTBNSETCH 3a CYET LAEWCTBMS BMHMOLETMHA Ha
¢docdoanactepady-1 n nodpamuHoBbIA A -peuentop, a nu-
paueTaMm OEeNCTBYET Ha NOTEHUMAN3aBUCUMbIA KafibLMEBBIN
kaHan N-Tvna. Takke BMHMOLETVMH 1 NupaueTam BAUSIOT Ha
KOHUeHTpaumio LAM®, Ha MembpaHbl 11 aKTUBHOCTb MUTOXOH-
LpyiA, perynupys KoHueHTpauuto Ca®* B kneTke. YCTaHOBEHO
BAVSIHWME BMHNOTponuna Ha nyTb PeryampoBaHns gopammHep-
rMYecKMX CMHaNCcoB. B JaHHOM MyTV BUHMOLETUH aKTUBUPYET
nodamnHoBbIA A -peuenTop, a nupauetam — AMPA-peuen-
TOpbl U MHIMOMPYET MOTeHUMan3aBUCKMbIA KaNibLMEBbINA Ka-
Han N-tuna. JodamMmH KOHTPOAUPYET NaMsTb U KOTHUTUBHbIE
npouecchl. HecMoTps Ha TO 4TO BO3AENCTBUE BUHMOLLETMHA HA
00GaMIHOBBINA A -peLenTop He fBNSETCA BbIPaXeHHbIM, A0-
NOSIHUTENIbHOE AENCTBME NUpaLeTama Ha NPOLECC Perynaumm
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[0daMVHEPrniyeckoro CuHanca npUBOAUT K NONOXKUTENbHOMY
CUHEprnyHomy 3ddeKTy, yCunMBaloWweMy namsaTb U KOTHU-
TUBHbIE Npouecchl. Kpome Toro, gencrame Ha 4o¢pamMnHOBbIN
A1-peuenTop TakXe NPMBOAMT K BO3LENCTBUIO HA KaNbLMEBbIN
CUrHanbHbIA MyTh [26, 27].

Takum 06pa3om, npeanonaratoT, YTo BAMsiHUE BuHNOTpo-
nrna Ha yKa3aHHble BHYTPUKIETOYHBIE CUTHANbHBIE MYTU ABAS-
€TCS NPUYNHON CreayoLmx apmMakonorniecknx addekTos:

— yNyylleHe NamMsATV N KOTHUTUBHBIX CBOWCTB 3a CYET U3-
MeHeHUs1 KoHUeHTpaumn Ca?*, KOTopbIin SABASETCS HE0OX0aM-
MbIM B HEMpOHax Ans nepenayv SneKTpu4yeckoro curHana B
OUOXMMUYECKOM Kackaae peakuuii, obecnedyvBaroLLmx npo-
LLeCC 3arnoM1HaHNS;

— MPEensTCTBME WHAYKLUMM anonto3a 3a CYET CHUXEHUS
BHYTPVKIIETOYHOrO HakornneHnst Ca®', KOTOpbIn SBNSeTCS UH-
[OyKTOPOM anonTosa;

— akTuBauus paboTbl MUTOXOHAPWNA, YAyYLLAIOWMX 3HEp-
reTM4ecknin 06MeH KNIETOK MO3ra, 4TO OCOOEHHO BaXHO Mpu
rUMoKCuu;

— pacLumpeHue LepebpanbHbiX COCYAOB U YyyLIEHWE KPo-
BOCHAOXEHMS NLLEMU3MPOBAHHbIX y4aCTKOB MO3ra, B TOM YMC-
ne B 6acceliHax cocyamcTor 060104KN 1 ceTyaTkmn 6e3 GpeHo-
MeHa 00KpablBaHS;

— YNydLLIEHWe PEOSTIOrMYECKNX CBONCTB KPOBY;

- ycuneHve Metabonmama KneTok rol0BHOro Mo3ra, npes-
OTBpalLeHne rnbenn KeToK, aHTUrMNOKCUYecKnUin apdekT
[26, 28].

B HacToswee Bpems 3adPeKTUBHOCTb, OE30MaCHOCTb U
XopoLlas nepeHocnMOoCTb BuHMoTponuna noaTBepXaeHsl BO
MHOMUX KIMHUYECKUX UCCNENOBaHMSX. Tak, B OTKPLITOM paH-
[OMU3MPOBAHHOM mccnepgoBaHun y 349 nauMeHToB C AuC-
LUMPKYNSTOPHOM 3HUedanonatmen n HegeMeHTHbIMU KOrHM-
TUBHbIMY HapyLleHnsaSMn Ha GoHe 3-MecsyHOro kypca npuema
BuHnoTtponuna (B fo3e 5 Mr BuHnouetuHa + 400 mr nupaue-
Tama) Oblna OTMEYEHa BbIPAXEHHAs! MOOXUTENbHAs OMHA-
MMKa COCTOSIHUS B MPOLLECCE NIeYeHNs B BUAE LOCTOBEPHOIrO
perpecca Ha 39-57% Takux CUMNTOMOB, Kak rofioBHas 60b,
rONIOBOKPYXeHWe, LWyM B yLUax, yTOMJISEMOCTb, CHUXEHWE Na-
MSITW, HapyLleHre cHa [27].

Mocnenyowmnin KIMHNYECKUA ONbIT NpUMeHeHnss BuHno-
Tponuna B onpefeneHHol fo3e (o 2 kancynel 3 pasa B CyT-
kv B TeyeHue 8 Hep) y 60 naumeHToB B Bo3pacTe 47-80 net
¢ XM Ha doHe Al nokadan, 4To npenapat adpdekTMBeH npu
YMEPEHHBIX KOTHUTMBHBLIX HAPYLIEHUSX C  aCTEHWYeCKUMU
paccTpovictBaMu. 1o pesynbTataM HemponcUxon0rmieckoro
TECTMPOBAHUS OTMEYEHO [JOCTOBEPHOE YBENUYEHVE 0ObEMA
onepaTuBHON namatu, 6ernocTu peun, obbema crayxopeye-
BOI MaMsiTW, CKOPOCTU peakLmu, NOBbILLEHNE CMOCOOHOCTM K
KOHLEHTpaLun BHUMaHUS, a Takke 3aduKCMpoBaHO ynyylle-
HVE 3MOUMOHANbHOM YCTOMYMBOCTU, NEPEHOCMMOCTM YMCT-
BEHHbIX 1 GU3NYECKMX Harpy3ok. HexenatenbHole addekTbl
BuHnoTtponuna B BUAg ronoBHoi 6011, HECUCTEMHOIO roJio-
BOKPYXEHWUS!, TOLUHOTbI, 3MOLIMOHANBLHOTO BO3BYXAEHWS UN
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COHJIMBOCTU ObININ BbIPAXEHbl HE3HAYMTENBHO U He TpeboBau
npekpaweHns nevexust. \smeHeHun nokasatenen LueHTpanb-
HOW remMomHamuky Ha oHe NPOBOAMMON Tepanuun He Bbio
3aperncTpupoBaHo [26].

Eule oamMH KOMOMHMPOBaHHLIA NpenapaTt HelipomeTabo-
nunyeckoro pencteua — MekcuB 6 (3A0 “KaHoHdapma npo-
nakwH”, Poccus) npenctaenser coboit KoMOMHALMIO 3Tun-
METUArMApOKCUNUPUAYHA cykumHata (3MITIC), Butamuna B
(nmpnpookcnHa) 1M naktata mMarHus. penapat BbinyckaeTcs
B TabnetuposaHHoi dopme (1 Tabnetka cogepxut 125 mr
SMIMC + 10 Mr nupuookcuHa + 315, 9 Mr marnus).

Mpn CMCTEMHOM aHann3e CUHEPrUYHbIX B3aMOLENCTBUIA
Ha YPOBHE MONEKYNIIPHbIX MEXaHN3MOB OblN BbISIBNIEHbI TAKMe
dapmakonorunyeckune apodektsl MekcuB 6, kak 3almTa Helpo-
HOB OT MOBPEXAEHUS 3a CYET NPOTUBOAENCTBUS 3KCANTOTOK-
CMYHOCTM KNEeTOK M 06e3BPEXMBAHMS TOMOLMCTENHA (MapKepa
p1cKa MLLEMUYECKOTO M TPOMBOTUYECKOrO MHCY/LTOB, MULUe-
Muyeckoin 6onesHn cepaua), yayyleHne KOrHUTUBHBIX PYHK-
LM 1 HEMPOMBILLEYHOW NEPEAAYN, CHUXKEHUE TPEBOTU 3a CHET
aKTVBaLMM PELEenTOpOB aueTUIXO0MHA, Y-aMUHOMACSIHOW
kucnotsl (TAMK) n nodamuHa, Hopmanusauus metabonmama
NNNMEOB U roKo3bl [29].

[0 AaHHBIM XEMOPEAKTOMHOr0 MOAENMPOBAHUS BbISIBNE-
HO, 4TO CMHeprn3am AMITIC, naktata MarHus 1 NUPUOOKCHMHA
OCYLLECTBASIETCH HA YPOBHE CUMHANTUYECKOW Nepeaayn cur-
Hana B KJIETKAax rONIOBHOrO MO3ra, Ha PELLENTOPHOM YPOBHE U
B MPOSIBNIEHNN aHTUOKCUAAHTHOrO addekTa [29]. Tak, Hanpu-
mep, monekyna SMITIC cnocobCcTByeT akTMBM3aUun pelen-
TopoB auetunxonuHa, F’AMK n godamuna [30]. MoHbl marHms
HeobxoayMbl AJ1 aKTUBHOCTU MarHui3aBUCUMbIX KanbLye-
BbIX KaHanoB L-Tvna, nrpaiowyx BaxHy0 pofib B MOAYNALMN
G-6enKkoB, KOTOpble Y4aCTBYIOT BO BHYTPUKNIETOYHOWN Nepeaa-
ye OT JOPaMUHOBLIX PeLenTopoB. AKTUBHOCTb MarHuiA3aBu-
cumoro pepmeHTa docdoamactepasbl-7B Heobxoamuma ans
YCTPaHEHWS rmnepakTMBaLyn HEMPOHOB NPW akTUBaLLUW MOCT-
CMHaNTUYeckMx MeTaboTpOnHbIX peuenTopoB. VoH maruus
MMEET 3HayeHne ONs OrpaHNYeHNst U3OLITOYHON aKTUBHOCTU
NMDA-peuentopos [31]. Butamun B, BaxeH ana metabosing-
Ma HEMPOTPAHCMUTTEPOB, Tak Kak fBASETCS KOPaKTOPOM ry-
Tamataekapbokcunasbl, amuHoByTUpaT-amnHoTpaHchepasbl
n noda-gekapbokcunassl — GEPMEHTOB, KOTOPbIE CUHTE3MNPY-
0T B0daMVH 1 ero nepexos, B CepOTOHWH. [py He[OCTaTOHHO-
CTW BUTaMUHa B, MOBbLILAETCSA PUCK AENPeccum, YCKOPAETC
Pa3BUTUE KOTHUTMBHBIX HapyLueHuin [32].

Kpome toro, SMITIC MOXET akTMB13MpPOBaTbh HUKOTUHOBbLIE
peLenTopbl aLeTUNXONINHA, CHKATb aKTUBHOCTb MPOCTArfaH-
[IMHOB 3@ CYET UHIMOMPOBAHMS LIMKIOOKCUreHasbl-2, a Takxe
AKTVBHOCTb MPOBOCMANUTENBHBIX M MPOOKCUAAHTHbIX HaKTO-
poB TpaHckpunumu NF-xB (spepHbin dpaktop xB) [33]. Otn
9¢hdeKTbl NOBLILLAIT aHTUOKCUAAHTHLIA Pecypc OpraHu3ma,
CTUMYNIMPYIOT XONMMHEPIUYECKYI0 TPAHCMUCCUIO. AHTMOKCU-
JaHTHble 3 deKTbl MarHUs OCYLLECTBASIOTCA 3a CHET CMHTE3a
rnyTaTMoHa 4epes3 rmyTaTMOHCUHTETasy. [yTaTuoH fBAseTcs

OOHWM W3 MaBHbIX aHTUOKCUAAHTOB OpraHnamMa. Marnuii noa-
[epPXMBAET aKTMBHOCTb Genka cynbdrpenokcuHa, KOTOpbIiA
NPOTUBOAENCTBYET CcTpeccy. MarHuii Takke Heobxoaum ans
aKTUBHOCTY NPOTENHKMHA3, Y4aCTBYIOLLUX B @HTUOKMUCIUTESb-
HOM OTBETE Ha OKWCNNTEeSIbHbIN CTpecc. ButamuH By cyulecT-
BEHHO [OOMOJSIHAET aHTMOKCWMAAHTHbIA 3hdeKT nocpeacTsom
noaJepXaHns akTMBHOCTY TUPO3MHAMUHOTPaHchepasbl.

Takum 06pasom, mynbTuTapreTHocTs MekcmB 6 obecneyu-
BaeT cuHeprnam IMITIC, markus v BuTamMuHa By, 4To nposs-
NSETCS aHTUOKCUIAAHTHBIM, MEMOPaHOMPOTEKTUBHBIM, aHTU-
FMMOKCMYECKUM, HOOTPOMHBLIM, @aHKCUOANTUYECKUM U CTPECC-
NpoTeKTMBHLIM adpdekTamn [29-33].

HeCOMHEHHbI MHTEPEC MPEeACTaBNAsSET AONOSHUTEbHAS
BO3MOXHOCTb NpumeHeHnsi MekcuB 6 B kayecTBe npenapa-
Ta, 06ecneyrBatoLLEr0 BOCCTAHOBNEHUE PYHKLMN SHAOTENNS,
HOPMann3aLmnio COCyaNCTON PeakTUBHOCTY U MOBbILLEHUE OT-
BETA Ha MPUMEHEHNE aHTUTMNEPTEH3NBHLIX CPEACTB [26].

Mcxons n3 onybnmkoBaHHbIX JaHHbIX, NPEeACTaBNseTCs Le-
necoobpa3sHbiM NpUMeHeHre npenapata MekcuB 6 y nauunex-
TOB C XPOHWUYECKMMI PACCTPONCTBaMM MO3roBOro KpoBoobpa-
LeHns Ha GpoHe Al

Takum 06pa3om, dhapmMakoTepanus XPOHUYECKUX ULLEMU-
4eCKKMX MPOLIECCOB rONIOBHOr0 Mo3ra Ha ¢poHe b TpebyeT B3Be-
LLIEHHOr0 NOAX0.1a B BbIGOPE aHTUIMNEePTEH3MBHLIX 1 HEiPOME-
TaboNMyYeCcKx CPeLCTB, HaNPaB/EHHbIX HA OCHOBHbIE 3BEHbS
naToreHesa, C y4eTOM Kak MHAMBMAYANbHbIX AaHHbIX NALMEHTa,
Tak 1 KIMHMKO-dapMakonornyeckux xapakrepuctuk J1C. Takon
MOAXOA, MNO3BONSET CHU3UTL MeOVKAMEHTO3HYIO Harpysky ons
nauneHTa, yayylnTb ero NPUBEPXEHHOCTb NIEYEHMIO, MOBbI-
cUTb 9P HEKTMBHOCTb M 6E30MacHOCTb Tepanum.
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Therapy of Chronic Cerebral Ischemia in Patients

with Hypertension: First-line Drugs of Choice

O.A. Limanova, O.A. Gromova, and L.E. Fedotova

The review presents current rational approach in the choice of antihypertensive and neuroprotective drugs for the treatment of chronic cerebral
ischemia in patients with hypertension. Use of angiotensin-converting enzyme inhibitor Fosinap, selective non-competitive angiotensin Il type 1
receptor antagonist Angiacand, and combination drugs with multimodal neurometabolic action, Vinpotropile and MexiB 6, as the first-line drugs
of choice, is discussed in detail. Based on the etiopathogenetic mechanisms of this mixed pathology, individual cerebrovascular risk factors, and
both clinical and pharmacological characteristics of drug agents obtained from reliable experimental studies and clinical trials, rational approach
to the administration of these drugs provides high effectiveness and safety profile of pharmacotherapy.

Key words: hypertension, chronic cerebral ischemia, fosinopril, candesartan, vinpocetine + piracetam, ethylmethylhydroxypyridine succina-
te + magnesium lactate + pyridoxine, rational approach in pharmacotherapy.

H

epBHBbIC Owae3HHu 472020

http://atm-press.ru

© 000 “Uspatenbckoe npeanpuatune “Atmocdepa”, 2021



€/ Vbl JENAEM COBPEMEHHBIE
anoroarwa  JIEKAPCTBA [OCTYMHbIMM

MEOAAKLLH

% AHFMAKAH ® Is:::;z:p&iaﬂr), 16 mMr, 32 mr Ne28
g "pEBOBXOHMT BC€ CapTaHbl N0 ANIUTEJIbHOCTU U CUNe 2
o aHTurunepTeH3uBHOro 3thgexra'? z
E[ « 3ameanser pasBuTIe HapyLLeHUI namaTu®
ol « GHWXaeT pucK nHcynbta Ha 42%:3
;E « YcunueaeT HedpponpoTekLmo? s
U: 0,
S OO3NHAN® ooy "™ T
o QoA s o
= banaHc achchekTuBHOCTH M Ge30NacHOCTH 8
g Y NOXWJbIX NALUEHTOB C apTepuaanov”l I'VII'IB[]TEH3I/IEI7I - -
e+ Camblit 6e3onacHblii uHruoutop AMoS /
= « BbICOKas OpraHonpoTeKLyS 2
BM H I'I OTPO I'I M ® Ta6netkn 10/800 mr No30, Nob0, kancynb! 5/400 mr Ne30, NQGEJ%/}; . ?m@
(BMHMOLIETUH + NupaveTam) = Bl H 03‘"?0“"" i
YcuneHHbli HooTpon B yA06HO# thopme Bbinycka — o
fenumoii Tabnetkn 10/800° ”6:"H§MM s ggﬁ Z
« YHUKaNbHaa KOMGUHALMA BUHNOLIETUHA 1 NupaLeTama’ ..7 o =
« 9h(HeKTUBHOCTb M 6830MACHOCTb MOATBEPXKAEHbI KIIMHUYECKU “ 6

IVI B ® Ta6netkn 125 mr/10 mr Ne30

EKCM (3TMAMETUArMAPOKCUNMPUANHA CYKLMHAT+BUTaMUH BB+MarHunin®s) = o &ZM
YHUKanbHaa KOMOMHAUUA ANS NOBbILIEHWS YCTOHYUBOCTH MeKcuBﬂfﬁlﬁg&;@““ 5
rOJIOBHOro mo3ra K runokcuu i %

* YNyyLuaeT KpOBOCHAOXKEHIE FOMIOBHOMO MO3ra, YMCTBEHHYIO
paboTocnocobHOCTb

« YcnewHo 60peTcs ¢ CUMNTOMAMMN aCTEHUN U TPEBOXKHOCTU

Van Liefdel I, Vauquelin G. Sartan — AT1 receptor interactions: in vitro evidence for insurmountable antagonism and inverse agonism. Molecular and Cellular Endocrinology, 2009, 302 {2):237-57. 2Nixon RM, Muller E, Lowy A, Falvey H,
Valsartan vs. other angiotensin Il receptor blockers in the treatment of hypertension: a meta-analytical approach. Int.J.Clin.Pract.2009,63(5):766-75. * iccnefosanne SCOPE J Hypertens. 2003 May; 21 (5):875-86.*Rossing K,
Christensen P, Hansen B et al. Diabetes Care. 2003.26.150-155. ® Huakuit puck BO3HUKHOBEHIS Kaluns B CpaBHeHNM ¢ apyrumu u-ANd/Sripal Bangalore, Brigham and Women's Hospital, Harvard Medical Schoal, Bosten, MA, USA,
Sunil Kumar, Franz H. Messerli, St. Luke’s Roosevelt Hospital, Columbia University College of Physicians & Surgeons, New York, USA. 8 Ipomora [1.0., 3axapos B.B. Bonpock! BefgHUA NaLMEHTOB B BOCCTAHOBUTENLHOM NEprofe
VILIEMUYECKOro HCynbTa. JpdekTaHan dapmakotepanms. 2020.T.16. Ned. C. 8-16. " VHCTpyKUMs N0 MeAMLMHCKOMY NpuUMeHeruio grls.rasminzdrav.ru. ® Ipomosa 0.A. Hesponorua, Heiponcuxuatpus U nevxocomaruka. 2617; 9 (1).

C. 42-49. *KamyatHos M1.P. 1 coasTopbl. BONbHOM € XPOHNYECKOI Lepe6pOBACKYNAPHOIA NaTONOrMei Ha aMGynaTopHoM npueme. MonnknuHuka. 2018. Ne3. C. 59-64.

3A0 «KaHoHdhapma npoaaKkLLH»
141100, MockoBckas o6nacts, r. LLlenkoso, yn. 3apeyHas, 4. 105.
Ten.: +7 (495) 797-99-54, +7 (495) 797-96-63




