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HOBbIE COCTABbI A5l IEYEHUA U NMPODUNAKTUKA BUPYCHbIX 3AEONEBAHUN

Hzobperenne otHOCHTCS K 00JacTH MeOUIUHBL, (ApMaKOJIOTHH M XHUMHKO-
(papMaLeBTHUYECKONH MPOMBIIUIEHHOCTH, & UMEHHO K HOBBbIM COCTaBaM [UIA JICUCHHA W/WIH
npoduiakTuku  BUPYCHBIX  3aboneBaHuii, comepkamM  2-(MMHIA30J-4-WT)-3TaHAMUT
MEeHTAHAHOBOM-1,5 KHCIOTHI WM ero (papMaleBTHYECKH MPUEMIIEMYIO COJIb H, 1O MEHBIIeH
Mepe, OIHO JOMOJHHUTENIbHOE COEANHEHUE, BBIOPAHHOE U3 IPYIbI, BKMOHaromen 1,5-nu[2-(4-
UMUIA30JIUIT)3THIIAMHU |IEHTaTUOHOBOH KUCJIOTHl U ero (hapMaleBTHYeCKH MpHeMJIeMble COJIH,
(hapMaLeBTHUECKON KOMIIO3HLIMH HA OCHOBE YIIOMSIHYTBIX COCTaBOB, JIEKAPCTBEHHOMY CPEACTBY
Ha OCHOBE YIOMSIHYTBIX COCTABOB WJIH YIIOMSHYTOH (hapMalleBTHUECKONW KOMITO3HIIUH U TOTOBOM
JeKapcTBeHHON (opMe Ha OCHOBE YNOMSHYTBIX COCTABOB, YIOMSHYTOH (papMarieBTU4ecKOi
KOMITO3ULIUN WIH YIOMSHYTOTO JIEKAPCTBEHHOT'O CPENICTBA.

HHpexironnsie 3a00neBaHus 3aHUMAKOT TPETbE MECTO CPEAH MPUYUH CMEPTHOCTH
JMonel o BCEMY MUPY, CPeIy KOTOPBIX OOJbINASl YaCTh NMPUXOAUTCS HA BUPYCHBIEe 3a00MeBaHUS.
Cpenu BHPYCHBIX HH(EKIMI OTHO W3 BEAYIIMX MeCT 3aHHMAIOT TepIIeCBUPYCHl H3-3a
noecemMecTHoro pacnpoctpaHenus. Ilo manabiM BO3 okono 90% HaceneHus 3€MHOTO Imapa
UMEIOT TIPOSIBJIEHUST TeprieTH4eckoll MH(PEKIINH, a CMEPTHOCTD OT 3TUX MH(EKLMI HaXOOUTCS Ha
BTOPOM MECTe IOCJIe BUPYCHOTO TelaTHTa, IO3TOMY NpodieMa repreTHiecknx 3aboeBannii Ha
ceronHsi 0coOeHHO akTyanbHa. Ha ceromust Hayke mu3BecTHO Gojee 100 BUmoB BHpyca repreca,
U3 HUX 8 aHTUTEHHBIX Pa3HOBHIHOCTEH BBI3BIBAIOT 3a00NEBaHUs Y YeNOBeKa (BUPYCHI MPOCTOrO
repneca (Herpes simplex) 1-ro m 2-ro Tuma, BeTPSHOH OCIBI K OINOSACBIBAIOLIErO repreca
(Varicella zoster), TATOMETAIOBUPYC, BUPYC DMINTeHHA-bapp, BUPYCHl Teprieca YenoBeka 6-ro,
7-ro u 8-ro Tina). Bupychl reprieca cnocoOHBI MOKU3HEHHO HAXOIUTHCS B OPraHU3ME deJIoBeKa
U BBI3bIBATH 3a00yNeBaHUS C Pa3sHOOOPA3HBIMH TMPOSIBICHUSMH OT OECCHMITOMHOIO
HOCHTEJIBCTBA 10 TKENIbIX (OPM C Pa3BUTHEM TCSPIETUYCCKOrO 3HIedaanuTa, MCHHUHTHTA,
3dKAHYNBAKOIMUXCA JI€TAIBbHBIM HNCXOJ0M. Hoxanusaunﬂ reprneTuIcCKuXx BBICBITTAHUNI pa3jimiHa
— KOKa, CIIU3UCTBIE OOOJOUYKH POTOBOU MOJIOCTH M MOJOBBIX OPTaHOB, POTOBULIA, BHYTPEHHHE
opranbl. /A nevyeHus W NpemoTBPALICHUSA PELUANBOB IePIETHYSCKON MHGCKIMHA CYIIESCTBYET

OonbIIOIt BBIOOP TPEnapaToB € BbIPAKEHHBIM IPOTUBOBHPYCHBIM AEHWCTBHEM, ONHAKO 3TH
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CpeAcTBa UMEIOT Psit MOOOUHBIX 3(P(PEeKTOB, B TOM YHUCJIE CHIKEHIEe YCTOWYMBOCTH OpraHu3Ma K
Bupycam [1].

MHorue BUPYChI MOPAXKAIOT IbIXATEbHBIE MyTH, HOCOBBIE XObl, TOPJIO, OPOHXH, JIETKHUE,
B CBSI3M C uYeM Takue BUPyCHble HUH(pexnuu coOpaHbl B TPYHIY OCTPBIX PECIMPATOPHBIX
BUpyCHbIX HH(pekuuii (OPBM), mockonpky o00nafaroT Takke M OOLIHOCTBIO KIIMHHYECKHX
CUMNTOMOB. Bupycbl rpumnma Takke oTHocsiTca k rpyrmme OPBH, omHako BbimeneHbl B
OTIENbHYIO TPYINY B CBA3M C TEM, UYTO BO3AEHCTBYIOT CUCTEMHO Ha BeCh OpraHusM. llpuumHoit
OPBU wmoryr OwbiTe Oonee 200 pasnmuuHBIX BHUpYyCcOB, mpencraBurenei 4 cemeticte PHK-
colepsKalux  BUPYCOB  (OPTOMHUKCOBHPYCBHI,  MApaMHKCOBHPYCBHI,  KOPOHABUPYCbI U
nukopHaBupycsl) u 2 cemeiicts JJHK-conep:xammux BHpPycOB (afeHOBHPYCHI U I'€PIIECBUPYCHI)
[1, 5]. TTo wyacToTe MHPUUMPOBAHUS TPUMNT COCTaBiIAeT OKONO 15% (tun A — 12%, B — 3%),
naparpunna 1 puHoBUpyce 10 50%, aneHoBUPYC 10 5%, pecupaTOpHO-CUHIUTHAIBHBIN BUPYC
(PC) — 4%, muxonnazma — okoio 2%, 3HTEPOBHPYCHI — OKOJIO 1%, cMmemaHHble MHpEKIT —
0ok0J0 23% ciyuaeB. K rpymme BbICOKOrO pHiCKa OTHOCSITCS JETH, Y KOTOPBIX 3a0oneBaHus
PECTIUPATOPHOTO TpakTa cocTaBNsatoT 10 90% Bced nHeKIMOHHONW maTomoruu u 65% ot Bcex
perucrpupyembix 3abonesanuii [1-2].

Hnst Bcex OPBU xapakTepHbl CHUMOTOMBI OOILIEil HHTOKCHKALMM (rOJIOBHAsI OOJb,
cnaboCTh, MBIMICUYHbIC OOJIM, TIOTEPs AaINeTHTa), IMOBBIIICHHAA TEMICpaTypa, KaTapajbHbIC
sIBIEHUsT (3aJIOKEHHOCTb HOCA, HACMOPK, Kamienb, 0oib B ropne). Jlokanusanus od4ara
NOpa’keHUs] BO MHOTOM 3aBHUCHT OT BHaa Bo3Oynutens. Tak, pUHOBUPYCHBIE 3a00JI€BaHUS
XapaKTepPU3YIOTCs NpeodiajaHieM PUHUTA, afCHOBUPYCHBIC HH)EKIHH — pUHODAPUHTHTA, IS
naparpumnmna xapaktepeH (papuHrUT, a AJs1 TPUINA — TPAXEHUT, PECITUPATOPHO-CUHIUTHATIbHBIN
BUpPYC ToOpakaer OpOoHXHU. BO3MOXKHBI M IOpyrue CHMIOTOMBI, HAIPUMEP, aJAeHOBHUPYCHI MOTYT
BBI3BIBATb KOHBIOHKTUBHTHI U kepaTuTbl. O0brdHO cumnroMbel OPBH coxpandatoTes B Teuenue 3-
7 nmuedt (kamenb MokeT HaOmOAaThes OoJiee MUIMTEIbHOE BPEMsi), BOSMOJKHAA IJIMTEIbHOCTD
rpunna 1-2 Henenn. Cpenu OCIOKHEHUN BBICTSIFOT JIAPUHTHUT, TOH3WLUINT, (APUHTHT U TPAXEHUT
DakTepHaIbHOW TIPUPOABI, pa3iudHbe (POPMbI CHHYCHTOB (raiMOPHT, STMOHIUT, (HPPOHTHT), a
TAK)K€ OTUT, EBCTAXUHT, BOSMOJKHO Pa3BUTHE OPOHXMTa M MHEBMOHHMUA. OCHOBHBIC MPUYHHBI
OCJIO)KHEHUH — HApYLIEHHS UMMYHHOM 3alUUTHI, MPHUBOILINE K IJIUTEIBbHO MPOTEKAIOMIHNM

UMMYHOZe(HUIINTaM,  COYETAIOIUMCS C  Pe3KMM  CHIKEHHMEM  aHTHOAKTepHabHOH
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pe3uCTeHTHOCTH opraHusMa. Ilpm mnpaBunbHO BbIOpaHHON TakTuke JedeHuss OPBU puck
Pa3BUTHSI OCJIOKHEHHUH 3aMeTHO cHuKaered [ 1, 3-5].

HecmoTpss Ha ycmexu, AOCTUTHYTbIE B MEAHULIUHE 3a IOCICAHHE ACCATUNETUA, B
YaCTHOCTU B JleueHHH HUH(peKIMOHHBIX 3aboneanuii, OPBU u BUpyCH IpuINa NPOROIIKAOT
OCTaBaTbCSl CEPhE3HOI MPOOIEMOH 3ApaBOOXpaHeHUsA Ml OOJBIIMHCTBA CTPAaH MHpa H3-32
Ype3BbYafHO BBICOKOIO YpPOBHA 3a00J€BAEMOCTH, OOBIYHO HOCAINEr0 XapakTep CE30HHBIX
smupemMuii. OPBU u rpunm 3aHUMAarOT JMAMPYIOLIME IOJOXKEHUST O o0pamaeMocTH 3a
BpaueOHOM  NOMOIIBIO  JETCKOrO W B3pPOCJIOTO  HACeJIeHHUs, BPEMEHHOH  yTpare
TPYAOCTIOCOOHOCTH, KOJHYECTBY MOTPeOsieMbIX JIEKapCTB 32 mepuon OojiesHu. B HanbOobieit
CTENeHM CE30HHOI 3a00ieBaeMOCTM IOABEPXKEHBI [E€TH, IIOKWIbIE JIOIH, JIMLAa C
CONMYTCTBYIOI[UMH 3a00JI€BaHUAMH (pa3IUdHble HMMYHOAE(QUIIUTHBIE COCTOSHHUS, 3a00/IeBaHUs
JIETKHX, CEPIACYHO-COCYAMCTON CHCTEMbI, TMEYEHU, TOUEK, CaxapHbli auader u mp.). Tak, B
Poccun exeronno perucrpupyercs 30-40 mnu ciaydaeB uHbeknuoHHbIX 3aboneBanuii, or 70%
10 90% u3 KOTOpBIX INPUXOAUTCS HA TPUMI U OCTPhIE MH(pEKIHH PEeCHHPaTOPHOro TPaKTa
BHUPYCHOH MW HeyTOYHEHHOW »tmonorun [2]. Ilpuamnamu Takoi BBICOKOH 3aboieBaeMOCTH
CUUTAOTCS BBICOKAs IUIOTHOCTh HAcCeJeHMsi B OOJIbIINX TrOpOjax, Iuioxast SKOJorusi, OobIias
MOOMJIBHOCTb HACEJIEHHsI, HETOJIHBIH OXBAT BO30yAUTENeH MOCPECTBOM BaKIIMHAIUN HIIN OTKa3
OT BAaKLWHALWHA, HU3KAs TUTHCHUYCCKAs KyJIbTypa JHOAEH, Hajaudhe OOJNbLIOrO KOJIHYECTBA
CTPECCOB, HEOOCTATOYHOE KOJNHMYECTBO BPEMEHHW, OTBOOMMOIO Ha COH W OTHOBIX, KypeHHe,
3710yNOTpeOIeHNe aNKOrosieM, a TAKXKe HelIPaBUIIbHOE U HETIOJIHOLIEHHOe NUTaHue [6].

HauOonpinee snmuaeMudeckoe 3HaYCHHE MMCIOT BUpYChl rpunna A u B, swi3biBaromne
€XKEronHble SMUIEMHH, 3KOHOMHUYECKHI yiepO OT KOTOPBIX HCUHCISAETCS MWLIHAPIaMU
nonaapoB CIDA. B Poccum exxeromHblii CyMMapHbIi 3KOHOMUYECKUil ymepO OT rpumnma
OLIEHMBAETCA DKCIepPTaMu B CYMMYy, qocturaromyo 40 muumnapaos pyoneit. B Mupe xaxmpiid
ron or rpunma norudaroT 250-500 Thicsd denoBek. B MHOrOYHMCIEHHBIX HCCIEIOBAHHSIX
MOKAa3aHa MOCIeA0BaTeNbHAS CBSI3b MEXK/y TPHUIIIOM U OCTPBIM UH(pAPKTOM MHUOKapaa [7].

CMepTHOCTb OT HEKOTOPBLIX (JOPM TpHIINA, AaXe NMPH BbICOKOTEXHOJOTHYHBIX METOJax
jevenusi, cocrapisier Oojsee 50%. Ilpu 3Tom 3aboneBaHue, BOpO4YEM, Kak U Apyrue (opmbi
TPUINA MHOM 3TUOJIOTHH, XapaKTEPHU3YETCsl OCTPBIM HAYAJIOM U TSIKEJBIM TEUEHHUEM: BBICOKOI
(40°C u Oonee) TemmepaTypoH W JJIMTENLHOM JUXOPAAKOH ¢ CHMITOMAaMH WHTOKCHKAITUH —

rOJIOBHOW 0OJbr0, OecCOHHMIIEH, OONEeBbIMH OINYMEHUSIMH B MBbIIIAX W CyCTaBax,
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MEHUHTeaIbHbIMI cHUMITOMAMH. ORHO n3 HeONIArompusSTHBIX TE€YEHUIl — 5TO MOJHHUEHOCHAs
¢dopma, T.e. OBICTpPOE Pa3BUTHE I'€MOPPATHUECKOr0 TOKCHUECKOTO OTEKa JITKMX U JIeTATbHBIH
UCXOJ OT ABIXATENILHON W CEepACUHO-COCYUCTOH HEOCTATOYHOCTH [8].

B psane cnyudaeB BupycHas HH(QEKUUs NpeapaclonaraeT K pPasBUTHIO OCJIOXKHEHU,
HanOoJIee YaCTBIMU U3 KOTOPBIX SBJISIFOTCS OTHT (Yallle BCEro y JAeTel), CHHYCHUT (y B3POCIBIX),
oboctpenne xporundeckoro dponxura/XOBbJI un 6poHXxHaTbHON ACTMBL

OPBM  Herpummo3HOM  3THONOTMM  dHallle  XapakTepu3yloTcs 0Oojee  Jerkum
HENPOJO/DKUTEIBHBIM  TE€YEHHEM. OTO CBSI3aHO € TeM, YTO PHHOBUPYCBHl HOPAXKAIOT
NPEUMYIIECTBEHHO 3TUTENNN BEPXHUX ABIXATEJbHBIX IyTEH, B TO BPEMs KaK BUPYCHI IPHUINA
00sIaiat0T TPONHOCTBIO K SIMTENUI0 HIDKHUX OTAEJIOB PECHHPATOPHOrO TpPakra U MOIYT
BBI3bIBATH PA3BUTHE OCTPOrO TPaxeoOpOHXUTa, OpoHxHonuTa. [THEBMOHUS SIBISETCS PEAKHM
OCJIO)KHEHHEM PUHOBUPYCHON MH(EKLNH, HO pasBuBaeTcsa y 5-30% mauueHToB ¢ rpUInoM A Uy
10% naimenTor ¢ rpunmnom B [9].

Punocunycur (PC) npexncraBnsier coOoi BOCHaleHHE CIU3UCTOH OOOJOYKH IOJOCTH
HOca U okosoHOCcoBbIX nasyx (OHII), mpobiemMa KOTOpPOro B HACTOSIIEE BPEMsl SBJISETCA OTHOM
U3 CaMbIX aKTyalbHbIX B oTopuHonapunroyorun [10]. IlpuuuHol puHOCHMHYCHTA NPAKTHYECKU
BCETJIa SIBJISIETCS 3aCTOH cekpeta, 0110k ectecTBeHHBIX coycruil OHIT n HapyieHue Ux asparuy,
KOTAa CTpafgaeT MEXaHH3M MYKOLMIHAPHOTO KJIUPEHCA, KOTOPbIH ABJIACTCS BaKHBIM MEPBUYHBIM
BPOKIEHHBIM MEXAaHHW3MOM, 3aIIUINAIONINM IbIXaTeJIbHbIE MyTH OT MOBPEKAAIOINETO ACHCTBUS
BIIBIXA€MBbIX 3aTrPSI3HSIOLINX BEIIECTB, a/UNIEPTeHOB U BO30yaAuTeNeil.

CambM 3¢)(EKTHBHBIM CTIOCOOOM KOHTPOJIA 3a CE30HHON 3a00JIeBAEMOCTBIO TPHUIIIIOM 10
HACTOSIIEr0 BpPEMEHU ocTaercs BakuuHauus. OnHako, BakiuHbL, 3PQPEKTHBHOH MPOTHUB
PHHOBHPYCHOI MH(EKIMM, He CYIIeCTBYeT. BakLuHBI NPOTHB TIPUNNA B 3aBHCUMOCTH OT
TEXHOJIOTHH H3rOTOBIEHHA AEIATCA Ha JBa KJIAacca: JKUBble M HWHAKTUBHUpOBaHHbIE. KHBbIE
BaKLMHBI BBOAATCS MHTPAHA3aJIbHO, TPAIUIHNOHHBIN MyTh BBENCHNS WHAKTHBHPOBAHHBIX BAKIINH
— MOJKOXKHO MM BHYTPUMBIIIEYHO. HecMOTpsi Ha NepCreKTUBHBbII HEHMHBA3HWBHBIA IyThb
BBEACHUS U HHU3KYI0O CTOMMOCTb JKMBBIX BAKLMH KX NPHMEHEHHE OrPaHUYeHO H3-3a BBLICOKOH
PEAKTOreHHOCTH (Pa3BUTHE CHMITOMOB MH(EKLNH — TOJIOBHAS OOJb, MOBBILIEHNE TEMIIEPaTyPbl
TeJla, HeJOMOraHHe), JNIEPTEHHOCTH U LEJOoro psiia MPOTHBONOKAa3aHui (Bo3pact crapue S0
JIeT, OCTpBIE 3a00JIeBaHNA, 3a00JIeBaHUs BHYTPEHHUX OPraHOB, UMMYyHOCYIIpeccHs U Apyrue). B

STON CBSI3W JUIA MAacCOBOH MNPOQUIAKTUKH TPHUIMNA PEKOMEHIOBAaHbl HHAKTHBUPOBAHHbIC
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BakIMHBL. CaMBIM BaXXHBIM TPeOOBaHMEM K MPUMEHSEMbIM BAaKLMHAM SIBISIETCS COOTBETCTBHE
AHTUTEHHOIO COCTABa IITAMMAaM BHUPYCa IPUINA, AKTYyaJbHBIM B JJAHHOM 3IHAESMHOJIOTHYECKOM
ceszone [9].

I'maBHBIM HEAOCTATOK BaKLUHALMU U CTELU(PHUIECKO POTUBOBUPYCHON NMPOPIIAKTHKY
COCTOUT B TOM, YTO MX JIEHCTBHE OTPAHUUEHO TOJIBKO BUPYCAMH TPHUIINA, 3aLIUTa IPOTUB IPYTHX
BozOyaureneli OPBU orcyrcrByet. [lepcnekTHBHBIM HampaBjieHHEM NPOQUIAKTUKU SIBISAETCS
HCIIONIB30BAHUE CPENCTB I AKTUBU3ALUU Hecreln(UIecKOoi pe3suCTeHTHOCTH opraHusMa [9].
[Mpodpunaxruueckass >PPEKTUBHOCTL NPOTUBOBHPYCHBIX CPEIACTB B IEPHOA  BCHBIMIKH
3abosneBanust siBisieTcsi  BbicokoW W pocturaer  70-80%. Ilpu »ToM, mnpodunakTuky
[NPpOTUBOBUPYCHBIMHU CPEACTBAMH MOXKHO IPOBOAUTH KAK AJIA UMMYHU3UPOBAHHBIX JIML, TAK U
IUTSL JTUL, HEe MPOLIEAIINX BAKLIMHALIHIO.

Jleuenne n npoduIaKTHKA MPOTHBOBHUPYCHBIMU INPENApaTaMHy MOKa3aHA B CIEAYFOLIIX
ciyqasix [9]: 1) kak mononHeHWe K NO3HEH BAaKIWHAIWM Y JIUI U3 TPYIN pPHUCKAa B IEpBBIE 2
HeZleNM TOC/ie BaKIUHALUMK (Ha TepHOA BBIPAOOTKH aHTHUTEN); 2) ISl JeTei, KOTophle
BAKIIUHUPYIOTCS BIEPBbIC: MPUEM IPENAapaToB NOKa3aH B Te4YeHHE 6 HeAenp Mocjie NepBoi
BaKIMHAIMK (OKOHYATEJIbHAsI BHIPAOOTKA aHTUTEJ 3aKAHYMBAETCS K 2 HEJENsiM 10Ciie BTOpOi
BaKUMHALMK); 3) U1 JIUI ¢ WMMYHONE(HUIIMTOM, KOTOpble Ha BAaKLMHALIMIO MOTYT JaTh
HEIOCTATOYHBIA WMMMYHHBIA OTBeT; 4) IUIA JIHL, KOTOPBIM BaKLUMHALMA TNPOTHBOMOKA3aHA
(HampuMep, MPH AIEPIrHYECKUX PEaklusX Ha KypPHHbIH Oenok); 5) y MOKWUIBbIX JIMI, MJIst
KOTOPBIX 3()PEeKTUBHOCTh BAKIIMHALMK CHHXKAETCS, KaK JOMOJHEHHE K BaKLMHAIMM, 6) st
HCBAKIMHUPOBAHHBIX JIUL, HAaXOMSIIMXCA B KOHTAKTC C 3a00JICBIIMMU POACTBCHHHKAMH U
cocensaMu; 7) MPU TMAHIEMHHU; §) MPU HECOOTBETCTBHM AHTHUTEHHOTO COCTaBa HCMOIb3yeMON
BaKIMHBI 3IMIEMUYECKON CUTYaLIHH.

V4uTeIBasg, YTO HEBO3MOXHO [MPEACKa3aTh AaHTHUIeHHYIO CTPYKTypy Oyayiuero
SMUOEMHYECKOro  (MaHAEMUYeCKOro)  BHpyca,  3a0naroBpeMeHHOEe  KOHCTPYHPOBaHHE
5(pPEeKTUBHBIX BaKLUH 3aTPYAHUTENHHO, NO3TOMY BA)KHO HMETh B apCeHaJle JIeKapCTBEHHbIE
cpencrBa A NPOQUIAKTUKA W JIe4eHHA 3a00NeBaHUM, BbI3BIBAEMBEIX BbICOKOMATOMCHHLIMU
mramMmmMaMu BUpycoB. [Ipu aTom, kak mokazasa cutyanus ¢ naanemueit COVID-19 Bo Bcem mupe
[19], nms cBoeBpeMeHHOro obecreueHHs TpakAaH IPOTHBOBUPYCHBIMH JIEKAPCTBEHHBIMU
CpeICTBAMU B YCJIOBHAX NMAHAEMHUH LeJIeCOO0Pa3HO CO3JJaHNe TOCYAapCTBEHHBIX PE3EPBOB TAKUX

cpencts. CTpaTernueckue TOCYMAapPCTBEHHBIE pE3EPBbl Ha Ciy4al TaHAEMUA MOANexKaT
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AOJITOCPOYHOMY XPAaHEHHIO W OOHOBIIEHHIO IO UCTEUEHNH CPOKA FOAHOCTHU 3ape3epBHUPOBAHHBIX
JeKapCTBEHHBIX CpPeACTB. B TakoH cuTyaluu KpaiiHe BaXKHBIM fABJISI€TCA yBEIHYEHHE
AONTOCPOYHON CTaOMIIBHOCTH AT MPOJUIEHHs] CPOKOB XPAHEHNUS M CHIKEHHUS TOCYAAPCTBEHHBIX
3aTpaT Ha CO37aHue U OOHOBJIEHHE CTPATErHYECKUX PEe3ePBOB IPOTUBOBUPYCHBIX CPEICTB.

Cpenu 71ekapCTBEHHBIX CpeacTB, NpuMmeHseMmblx npu rpunne nu OPBH, mpuopurer
OPUHAIJICKNUT OSTHOTPONHBIM  IIperapataM, OONAJarolM HPSMBIM  [IPOTHBOBUPYCHBIM
AelCTBHEM, HapyLIAOINM Pa3IuIHbIe (a3bl pEMINKATUBHOTO IIUKJIA BUPYCOB.

Cpencrsa, obnamaroiue IpsMbIM OeficTBreM Ha BUpYC rpumma (6ao0karopsl M2-kaHaIoB
aMaHTaJWH W PUMAHTAAWH W HHIHOWTOPBI HEWPaMHHHUIA3bl OCENbTAMUBHD H 32HAMUBHP)
NPUMEHSIOT JUIst JiedeHus: U npoduiakruky rpumnna. biokaropsr M2-xaHajloB akTHBHBI B
OTHOLIEHHHM BHpyca rpunna A. B Tepanmuu rpunna MmHUpPOKO HCHOJIB30BAIUCH IMpenapaTsbl
amantague ¥ pumantanuH [11, 12]. B Poccuiickoit denepanun moaydmn pacnpoOCTpaHEHNE
MPOTUBOBUPYCHBIN Tpernapar puMaHTajuH. Ero npuMeHstoT jyisi jiedeHuss W npoduiakTiku
nH(QEKUUH, BBI3BAHHOH BHpycamu rpunma tuma A [13]. OpgHako y puUMaHTaaWHA Kak
NPEACTABUTENA TPYMIbl aJaMAaHTAHOB HMEIOTCS OrpaHU4YeHUst B NpuMeHeHuH. IIpu BbICOKHX
no3ax Bo3HMKawT 1odounsie 3¢p¢extsr co croponsl ITHC, B wacTHOCTH, npemapar MOXKeT
BBI3bIBATH CyIOpPOKHBIE sIBJIeHUsl. OH Tak»Ke OKa3bIBaeT HEONAronpHsTHOE BIUSHHE Ha MEYEHb,
NOYKH, B CBA3U C 4YEM €ro IPHMEHCHHE Y JIrozeH ¢ 3a00/ICBaHMAMH JJAHHBIX OPTaHOB MOXKET
ObITb HexenaTenbHbIM. HemocraTkoM mpemapaToB HOaHHOW T[PYIIBl  SBISETCS  OBICTPO
Pa3BUBAIOMIASACS PE3UCTEHTHOCTh BUPYCA K HUM U Psii BO3MOXKHBIX HEKEJNATENIbHBIX SIBJICHUIL
(TOLIHOTA, CHIKCHHUE AIIETUTA, TOJIOBOKPYKCHUE, OCCCOHHHUIIA; B YUCJIC MPOTHBOMOKA3AHUIN —
OCTpble 3a00NeBaHusl MEYEHH, Mo4YeK). B CBA3M ¢ 3TUM MpUMEHEHWE PUMaHTaJMHA HE IOJKHO
OBITb JUIUTENBHBIM (A TPOPUIAKTUKHI €r0 PEKOMEHAYIOT NPUMEHTh 110 50 Mr 1 pa3 B cyTku B
teuenue 10-15 gueit). B Hacrosmee BpemMs MHPOKO UCHONB3YIOT HHTUOUTOPHI HEHMPaMHHHUAA3EI
BupycoB rpunmna A u B — ocempramuBup docdar (oseltamivir) u 3aHamuBHp (zanamivir),
KOTOpBIE, COENUHSSICH C TUAPO(OOHEIM YUACTKOM aKTHBHOTO LIEHTpPA HefpaMHHHAA3bl BUPYCA
rpumnmna, OJOKMPYIOT CIIOCOOHOCTb MOCJEAHEro OTIIEIUIATb OCTATKU CHAJIOBOH KHCJOTHI C
NOBEPXHOCTH HH(MIIMPOBAHHONW KIJETKH, TE€M CaMblM IOAABISII BBIXON W3 HEE HOBBIX
cpopMupoBaBIINXCST BUPHUOHOB. MHruOHTOpH! HefipaMMHUZA3bl (OCENBTAMUBHP, 32HAMHBUD)
AEHCTBYIOT Ha BHPYCBHl rpurmma A U B u 00magaioT Takike BBIPAXKEHHBIMHU ITOOOYHBIMU

spdextamu B otHowmeHnn ITHC. 3anamuBHp HOCTYNEH TOJBKO B HMHIASILMOHHON (opme,
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no3ToMy st HpoUIakTHKH He mnpumensiercsi. Illupoxoe wcmonb3oBaHue WHIUOUTOPOB
HeHpaMHHHJA3bl OTPaHUYHUBAET UX BBICOKAs CTOMMOCTb. Kpome TOro, B pasiM4HBIX PErHOHAX
MHpa CO0OIIAaeTCsi O pacTylnel Pe3HCTEeHTHOCTH BUPYCOB TPHIINA K STUM mpemnaparam [9, 14-15].
OTO CBsI3aHO C MyTauUsIMH B IeHe HelpaMMHUAA3bl, KOTOPbIE NENAT BUPYC YCTOWYUBBIM K
3TOMy Knaccy coeauHeHui [16-18]. MyTtauuu, N0 HEKOTOPBIM JAaHHBIM, BO3HHKAIOT IPUMEPHO B
30% cny4aes. Tak, B mocnenHee Bpemsi OOJBLIOE KOJIWYECTBO LITAMMOB BHpyca rpumna A
noaruna HSN1 npuobpenn yCTOMYMBOCTL K OCEIbTAMUBHPY 32 CYET 3aMEHbl OIHOH
AMUHOKHUCIJIOTHI B Hefipamuauaaze (H274Y u N294S) [17-18].

CrnenoBaTtenbHO, CyIIECTBYET MOTPEOHOCTH B pa3paOOTKe HOBBIX CPEACTB M JIOCTYIHBIX
TepaneBTu4eckux (Gopm st edenus u npodunakruku rpunmna u OPBU.

M3BectHO mnpumeHeHne 2-(MMHUAA301-4-Ui)-3TaHAMHAA IIEHTAHAMOBOMN-1,5 KHCIOTHI,
KOTOPBIA 00JTafaeT BBIPAKEHHON IPOTHBOBHPYCHON aKTHBHOCTBIO NMPOTHB MIMPOKOrO CIEKTPa
BUPYCHBIX BO30y/iuTElIeH, B TOM 4ncie Bupyca rpummna [20].
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2-(uMHuIa3071-4-11)-3TaHaMUJT IEHTAaHIUOBO-1,5 KUCIOTEI

H3BecTHO mMpuMeHeHUe 2-(MMUIa30-4-1u1)-3TaHaMIIa MEHTAHANOBOH- 1,5 KHUCIOTH UK
eé (apManeBTHUECKd TMPHEMIIeMONH CONU I JIedeHWsT W/WIH TPOQPIIAKTUKA —TaKUX
BBICOKOTIATOTEHHBIX ~MH()EKIMOHHBIX 3a00NeBaHMN KaK BBICOKONMATOTeHHBIM Tpumm A,
BBI3BAHHbBIN BUPYyCaMH, UMEIOIIMMH HHACKC MATOTeHHOCTH Oosee ueM 1,2, U TAKENbIA OCTPbIH
pecriparopHelii cuaapoM (TOPC), obycnosnenHslit kopoHaBupycoM IV tuma [21].

WM3zeecTHO Takke OpuMeHeHWe 2-(MMHUIA300-4-Wii)-3TaHaAMHAAQ TEHTaHANOBOM-1,5
KUCJIOTBI AJisl JedeHus1 BupycHoro rematuta C. JlaHHOE CPEICTBO MOXKET TakKKe BBOAWUTHCSA B
KOMOMHAIMM C IBTWIHPOBAHHBIM HHTepdepoHOM u pubaBupuHoM. M3BecTHa Taxke
(papmMarieBTHUSCKAs KOMITO3ULIUA 2-(MMHIA30J1-4-WT)-3TaHAMHIA TTEHTAaHIUOBOH-1,5 KHCIOTHI
s nedeHuss BupycHoro rematura C, oOnamaromasi BbIPAXKEHHBIM — [POTHBOBUPYCHBIM
neiictBieM U 3(QexTuBHAS B JeueHWH BHPYCHOro remaruta C, MO3BOJISIONIAST CYILIECTBEHHO

CHHU3UTB 4acTOTy MOOOYHBIX 3((heKTOB MPOTHBOBUPYCHOI Tepanuu [22].
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HM3BecTHO TakXe OpuUMEHeHUe 2-(MMHUOA30J-4-Wi)-3TaHaMyAa TeHTaHAUOBOH-1,5
KUCJIOTEl HWJIH ero (apMaleBTHUECKH TMPHEMJIEMOH COJIM B KAdeCcTBE CpPeacTBa MJist
npoQUIAKTUKKA W/WIKM JeueHUs 3a00NICBaHUI, CBJA3AHHBIX C MOHM)KEHHOH IUIOTHOCTBIO
UHTeP(EPOHOBLIX PELeNTOPOB, 32 CUeT BOCCTAHOBJIEHUS WM YBEJIMYEHHs IUIOTHOCTH
HUHTEP(EPOHOBBLIX PELETITOPOB JIs MTPEOACICHHS] PE3UCTEHTHOCTH K Tepanuu HHTepdepoHaMu
[23-25].

B cBsi31 € ero BEIpKEHHOH NPOTUBOBUPYCHOM U MPOTURBOBOCHANIUTEIBHON aKTUBHOCTBIO
2-(uMuna3on-4-uin)-sTaHaMu TEeHTaHIHOBOH-1,5 KHUCJIOTHI Hallen MMUPOKOE MPUMEHEeHHE B
MEIHULIMHE B KAYE€CTBE CPEACTBA AJIs JICYSHHUS U NPOQUIAKTHKHU rpumnna A u B u Apyrux ocTpbix
PECIIpPaTOPHBIX BUPYCHBIX MH(EKLUI (aeHOBUpYCHAst MH(EKLIHs, [Iaparpullll, PECIIUPATOPHO-
CHHLUMTHANbHASA NHPEKIHs).

HseectHa Takxke (apMaleBTHYECKAs KOMMO3ULMA 2-(MMHAA30-4-11)-3TaHAMUAA
MeHTaHIMOBOM-1,5 KUCIOTHI B TBEPJOH JekapcTBeHHON (Qopme B Buje TabIETOK WM Karcyl,
o0iagaromell BUPYCOTPOITHON M MMMYHOTE€HHOH aKTHBHOCTBIO, XapaKTEPU3YIOMASCS T€M, YTO
OHA BKJIFOYAET B KAYECTBE aKTHBHOTO Haudaya 2-(MMHIA30J-4-HiT)-3TaHAMI) MeHTaHIUOBOMH-1,5
KHCIOTHI, B Ka4d€CTBE BCIIOMOrAaTENbHBIX BEMIECTB JAKTO3Y MOHOTHAPAT, IIEJIIF0JI03Y
MHUKPOKPHUCTAIUIMYECKYIO, KPOCKAPMEIJIo3y HaTpUsl, KPEMHHUsS] AMOKCHI KOJJIOMIHBIA (a3pocui
300) u xanbius cTeapat [26-27].

H3BecTeH Takke CTPYKTYPHBIH aHamor 2-(MMuAa3on-4-wi)-3TaHaMuia MeHTaHAHOBOM-
1,5 xucaorel, N,N'-6uc-[2-(1H-uMuaa3on-4-un)3 Tt |IeHTaHAuaMu, a TaKKe ero NpUMeHeHHe
U JICYCHMA XPOHHYCCKUX 3a00JIeBaHWNA BEPXHUX IBIXATCIBHBIX IyTeH, B YacCTHOCTH,
punocuHycuta [31], koTopwlii mpencTaBasier co0OOM YacTOe OCIOKHEHHWE TMPH  OCTPOM
pecrupaTopHON BUPYCHOM HH(PEKLIUH.
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N,N'-6uc-[2-(1H-ummnazon-4-un)3THi | ieHTaH IMaMH
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OpHUM 13 HEIOCTATKOB MHOIMX JIEKAPCTBEHHBIX MPENapaToB sIBISIETCS HEeIOCTaTOYHAas!
CTa0WJIbHOCTD NIEHCTBYIOINETO BEIeCTBa B TeueHHe cpoka xpaHeHus. OaHako cTabMIBHOCTEL B
TBEPAOM COCTOAHHH U CPOK XPAHEHUsA AKTHBHBIX KOMIIOHEHTOB SABJIAIOTCS OY€Hb Ba>KHBIMH
¢akropamu. JlekapcTBeHHOE CPEACTBO U (papMalleBTHUECKHE KOMITO3WULMH JTOJDKHBI 00JanaTh
CIOCOOHOCTBID XPAaHUTHCS B TEUEHHE 3HAUYUTENbHBIX NEPHOIOB BPEMEHH, HE IPOSBIISS
3HAYUMOTO M3MEHEHUS (PU3UKO-XMMHUYECKHUX CBOWCTB AKTHBHOTO KOMIIOHEHTA (HApUMeEp, €ro
XUMHYECKOTO COCTaBa, INIOTHOCTH, TUTPOCKOITUYHOCTH U PACTBOPUMOCTH).

2-(MMua30i1-4-un)-3TaHaMu] eHTaHAuoBas-1,5 KHUCIoTa B MPHUCYTCTBHUH BOIbI MOXKET
MOABEPraThCs THAPOJH3Y MO BHYTPUMOJCKYIAPHOH aMUTHON CBsI3H ¢ 00pa30BaHUEM TMCTAMHHA
u rayrapoBoii kuciotel. Kpome toro, mpm mnpomsBoxacTse 2-(MMuIa30i-4-WiI)-3TaHaAMHUIA
NEHTAHIUOBOM-1,5 KHUCIOTBI B COCTAB MOTYT IONAJaTh B CJIENOBBIX KOJIMYECTBAX IPUMECH
MEPEXONHBIX MeTalIoB (Hampumep, woHel sxenesa (1I), sxenesa (I11), Ni (0), Zn (II) u np.). Us
YPOBHSI TEXHUKH U3BECTHO, YTO MeTajiibl ¢ Koupurypanueii d* u d' sesmores xaranmzaropamm
OKHCJICHUSI OPTaHHYECKHX BEIeCTB KHCJIOPOAOM BO3AyXa, W Jake HEOOJBIIOE UX KOJHMYECTBO
CIOCOOHO WHHULMUPOBATb PCAKLHIO OKHCJIEHHS [29], 4TO MOXKET HEraTWBHO BJIHATH HA
CTaOMIIbHOCTD JIEKAPCTBEHHOTO CPEJICTBA IPU XPAHEHUH.

Taxum obpazom, 3agaueil HacTosIero H300peTeH s SBISUIACH pa3paboTKa CTadMIIBHOTO
NpH JJIATSIIBHOM XPaHCHHH, SKOHOMHUYCCKH LIEIecOO0pa3HOro, MPOMBILUICHHO PEali3yeMOro
NpenapaTuBHOTO cocTaBa 2-(MMHUIa301-4-Ui)-3TaHAMUI TEHTAaHAWOBOH-1,5 KUCHOTHI  Oyist
JeueHnst U PO(HIAKTHKN 3a00JeBaHMIA JIbIXaTeNbHBIX MyTel, B 4acTHOCTH, rpunma u OPBU,
00eCTICYMBAIOINErO BBICOKYIO MPOTHBOBUPYCHYIO AKTHBHOCTb, a TAKXKE PACUIMPCHHUC apCceHana
JIeKapCTBEHHBIX CPEACTB, O0NAmalIuX NPOTHUBOBUPYCHBIM AEHCTBUEM M MOAXOIALINX IS
CO3JaHMSI CTPATErnYeCKUX TOCYJapCTBEHHBIX PE3ePBOB Ha Cllydall NaHAeMUi.

ABTOpaMH HacTOALIero M300peTeHHss ObUIO HEOKHWAAHHO OOHAPYKEHO, 4YTO COCTaB,
comepxamuit  2-(MMAa30a-4-1in)-3TaHaMuAa TEeHTAaHAUOBOW-1,5 KUCIOTbI B KOMOMHAIMU C
N,N'-6uc-[2-(1H-umMuaazon-4-mn)3THi| IeHTAHAHAMHIOM TPOSIBISIET JOJTOCPOUHYIO (B TEUEHHE
10 neT) cTaOWALHOCTL 2-(MMHIA30J-4-WN)-DTAHAMUJ, TMEHTAHANOBOH-1,5 KUCIOTHI, KOTOpas
HCIIONB3YETCs B (papMalleBTHUECKON MPOMbIIIIEHHOCTH B HACTOsiee Bpemsi. Takoi OoibIioi
CPOK XpaHEHWs TO3BOJIUT CHHU3UTb TOCY/IapPCTBEHHBbIE 3aTpaThl Ha CO3JaHHEe W OOHOBJIEHHE
CTpaTeruyeckux pe3epBOB Ha CAy4yall TaHAeMHH BUPYCHBIX 3a00NeBaHME W OOECIeYHTDL

MOBBILICHUE OHOIOTHYECKOH O€30MaCHOCTH MPaKIaH.
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TexHUYEeCKUMHU Pe3yJIbTaTaMH 3asIBIEHHOTO N300pEeTEeHUs SIBISIOTCS:

- TIOBBIIICHHE NTOJTOCPOUHON (B Teuerme 10 ner) crabuibHOCTH 2-(MMUAA307-4-Hi)-
STaHAMUJ NEHTAHINOBOK-1,5 KUCIOTHI;

- pacuMpeHUe apceHala MPOTUBOBUPYCHBIX CPEACTB M CPEACTB AJIsl JiedeHUs W/WIH
npodumaktuku  3ab0JeBaHMH  ABIXATENBHBIX  MyTeH, [OAXONALIMX  [JIsI  CO3JaHHus
CTPaTETMHUECKUX, B TOM YHCIIE TOCYIAPCTBEHHBIX 3aMIaCOB HA CIyYal MaHIeMUi.

INocraBneHHass 3amada peruaeTcs, a pe3yjbTaT AOCTUTAeTCsl CO3LaHMEM CTaOMIBHOTO
COCTaBa MJisi TMEpPOPAIbHOTO BBEACHMS [UIA JISYeHHs W/WIM NPOQUIAKTHKH 3a00JeBaHU
ObIXaTeIbHBIX MyTeH, O0NaAaroIero MPOTHBOBUPYCHOW aKTHBHOCTBIO, COAEpIKalero 2-
(MMUOa300-4-1i1)-3TaHAMEL, HeHTaHAuoBOi-1,5 xkucimoret u N, N'-6mc-[2-(1H-umunazon-4-
WI)3TWI|IEHTAHOUAMU, WIH WX (papMalEeBTHUSCKH MpHeMIIeMble COJU B 3(PPeKTHBHOM
KOJINYECTBE H, HEO0Os3aTeIbHO, BCIIOMOIaTeIbHbIC BEIICCTBA.

Huxe mnpusesieHbl ONpejelleHus] TEPMUHOB, KOTOPbIE UCHOIbL3YKOTCS B OIUMCAHUU
HaCTOSIIEro H300pEeTeHNs!.

«JlexapcTBeHHOE Ha4ano» (JIEKAPCTBEHHAS CyOCTaHIMs, JEKapCTBEHHOE BEIECTBO)
o3Hayaer  (QU3MONOTMYECKH  aKTHBHOE  BEIEeCTBO  CHHTETHYECKOr0 WM WHOTO
(OMOTeXHONIOrMYECKOTO, PACTUTENIBHOTO, JKHBOTHOIO, MUKPOOHOTO M MPOYEro) MPOUCX OXKISHHS,
obnamaroree  GapMaKONOTHYCCKOH aKTHBHOCTBIO W SIBJISIONICECS AKTHBHBIM — HAYaJloM
bapMalieBTHYECKOH KOMITO3UIIMKM, HCIIONB3YeMON Uil MPOM3BOACTBA W M3TOTOBJIEHHS
JIEKAaPCTBEHHOIO Ipenapara (CpeacTsa).

«JlexapcTBeHHOE CpeACTBO (mpemapat)» - BEIIECTBO (MW CMECh BEINECTB B BHC
bapmMalieBTHYECKON KOMITO3UIMK) B BUIe TaOJETOK, Karcys, HWHbEKIWH, Ma3edl WU Apyrux
roToBbIX (HOpM, TIpeIHA3HAYEHHOE JJIs1 BOCCTAHOBICHMS, MWCIPABICHUS WIH W3MEHEHUS
thusnogornyeckux QyHKIHUHA y YeJOBeKa U KUBOTHBIX, a TAKXKe IJiA JIeYeHUsT U NPOohUIaKTHKY
OonesHel, TMarHOCTUKH, aHECTE3UH, KOCMETOJIOTHH U MIPOHero.

«DapMarieBTHUECKass KOMITO3ULUS» OOO3HAYaeT KOMIIO3HMLHIO, BKJOYAIOINYI0 B celst
HOBBII cocTaB 2-(MMHIA30J-4-HT)-3TaHAMU IE€HTAHAUOBOI-1,5 KHCJIOTBI B KOMOHHALIMH C
N,N'-6uc-[2-(1H-umunazon-4-un)3Tui| MIEHTAHANAMHIOM UM, [0 KpalHeW Mepe, OOMH U3
KOMIIOHEHTOB, BBIOPAHHBIX W3 TPYIIBL, COCTOSAIEH U3 (papMaleBTHUECKH MPUEMJIEMbIX U
(hapMakoNOTMIECKH COBMECTHUMBIX HAMOJIHUTENEH, pacTBOpUTENeH, pasbaBuTeNel, HOCUTENeH,

BCITOMOT'aTCJIbHBIX, PACpCACIAIOINUX CPpEACTB, CPEACTB OOCTABKHU, TAaKUX KaK KOHCCPBAHTHI,
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cTabuITN3aTopHI, HAIOJTHUTENH, Ie3VHTeTPaHTBI, YBIAXKHUTEIH, SMYNBIaTOPHI,
CyCIICHOHMPYIOLIHE AareHTHl, 3aryCTUTENH, MOACIACTHTENH, OTAYIIKH, AapOMAaTH3aTOpBHI,
aHTHOAKTEpUANIbHBIE Are€HThI, (DYHIHULUABL, JYOPUKAHTBI, PErYIATOPbl MPOJOHTUPOBAHHON
JOCTaBKH, BLIOOP M COOTHOLIEHHE KOTOPBIX 3aBHCUT OT HX HPHPOABI, crocoda BBemeHHs
KOMIIO3UIUM M JO3HPOBKH. [IpuMepaMy  CyCHEHAMPYIOIIMX  areHTOB  SIBJISFOTCS
STOKCHIIMPOBAHHBIA HM30CTEAPHIIOBBII CIIUPT, MOMTHOKCHITHIIEH, COPOUTON U cOpOUTOBBIH 3hup,
MHKPOKPUCTAJINYECKasT LEeJUII0N03a, METArHAPOKCHI ANIOMHHUS, OEHTOHHT, arap-arap H
TparakasT, a TakXke HHble (apMaleBTHYECKH NPHEMIIEMble TIOBEPXHOCTHO-aKTHBHBIE BEINECTBA,
M CMECH DTHX BELIECTB. 3allUTa OT ACHCTBHA MHKPOOPTraHH3MOB MOKET OBbITh obecrieueHa c
NOMOIIBI PAa3HOOOPa3HbIX AHTUOAKTEPHAIbHBIX U INPOTUBOIrPUOKOBBIX AreHTOB, HAIIPUMED,
TaKUX Kak OEH3HJIOBBIH CIHPT, YPOTPOINHH, 3THICHINAMUHTETPAYKCYCHAsI KUCIIOTa, OeH30iHas
KucioTa, xjgopOyraHon, copOuHOBas KUCIOTA, NapabeHbl, aNKWINMAPUANHAN, O€H3€TOHHH U UX
(I)apMa]_[eBTI/ILIeCKI/I ImpueMJiIEMbIC COJIL U HO,Z[O6HbIe 1M COCIUHEHIIS. KOMHOSI/I]_[I/IH MOKET
BKJIIOYATh TAKXKEe M30TOHHYECKHE areHThl, HaIpHUMep, caxapa, XJOPUCTBIH HATpUil U UM
nogoOHbie. [IponoHrnpoBaHHOE NEHCTBHE KOMITO3ULIUH MOXET OBITh OOCCIICHUCHO C TTOMOIIBIO
areHToB, 3aMeUBIFoIMX abcopOLMI0 aKTHBHOTO HAYaja, HAlPUMEP, TAKUX KakK I'MApouIIbHbIE
NOJNIMMEPHbIE  3aMEIJIUTENN  BBICBOOOMKAEHHS, HANpUMep, IIPOM3BOZAHBIC  LEJUIFOJIO3bI,
HOJIMSTHICHOKCH]I, JKCNATHH, MOJHUBHHHJIOBBIH CIHPT, MOJNHBHHIJIMHPPONUAOH, AJBrHHATHI,
kapoomepsl, TUAPOHOOHBIE 3aMeNIUTeNd BbICBOOOMKIEHWS, Takhe Kak [IHIepuiIOereHar,
MOHOCTeapaT aoMHUHHUS. [IprMepamMu OIXONAIINX HOCUTENEH, pacTBOpHTeNel, pasbaBureneii
U CPEACTB JOCTaBKU ABJAIOTCA BOJA, STAHOJN, NOJUCIHPTEI, Oy(depHBIe PacTBOPHI, & TAKXKe HX
CMECH, PAaCTHTENbHbIE Macia (TaKue KaK OJMBKOBOE MACIO) U MHBEKLUOHHBIE OpPraHHYeCKHUe
CoKHble 3Upbl (TakWe Kak dTHiojeaT). llpumepaMy HamonmHHUTeNeH SBIAIOTCS JIAKTO3a,
MOJIOYHBIH Caxap, MMKPOKPHUCTAINIMYECKas LeJUTF0NIO3a, LUTpPAT HaTpus, KapOOHAT KaJbLHd,
dochar kampist U um nogodHbie. s perymupoanuss pH Moryt ObITb HCIIONB30BaHbI
pasNMYHbIe OpraHHYeCKHe M HEeOPraHWYecKHe KHCJIOThI, Takue Kak s0iouHas, ackopOHHOBad,
JIMMOHHAs, YKCYCHAs, SHTapHas, BUHHAasA, pyMapoBas, MOJIOYHAs, acllaparkHOBas, TIyTapoBasd,
[IyTaMHHOBas, COpPOMHOBas  KUCHOTHL. [IpuMmepamu  OUCHEPTUPYIOIMNMX — areHTOB |
paclpeneNsIIOINX CPENCTB SIBILIIOTCS KpaxMal, albIMHOBAas KUCIOTa M €€ COJH, CHIIHKATHL
Ilpumepamu  nyOpHKAaHTOB SBIAIOTCS CTeapaT MarHud, Jaypwicyib(aT HaTpus, Talbk,

KOJ'[.]'IOI/II[HI::II\/'I AUOKCHUA KPCMHIEI, a TAaKKE MNOJHUITHIICHIJIMKOJL € BbICOKHM MOJICKYJIAPHBIM
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BecoM.  dDapmaueBTHdecKas ~ KOMOO3MLIMA  AJIST  TEPOPAIbHOrO,  CyOJIMHIBAJIBHOTO,
TPaHCAEPMAIBHOTO, BHYTPHUMBIIIEYHOTO, BHYTPHUBEHHOTO, IMOAKOXKHOTO, MECTHOTO HJIH
PEKTAIbHOTO BBEIEHHS aKTHBHOIO Hadaja, OJHOTO WM B KOMOHHAIMK C OPYTMM aKTHBHBIM
Ha4yajoM, MOJKeT OBITh BBeJeHA JKUBOTHBIM U JIIOISM B CTAHOAPTHOU (hopMe BBENEHUs, B BHUIE
CMeCH C TPaJULMOHHBIMU (papManeBTHdecKuMH HocuTesiMa. [IpuronHbie craHnapTHbie (hOPMBbI
BBEICHUS BKJIOYAIOT IepopanbHble (OPMbI, TakHe Kak TaOJeTKH, >KEeJaTHHOBBIC KarCyJibl,
TITFOJIH, TIOPOIIKU, TPAHYJIbI, JKeBaTeIbHbIE PE3MHKH U IepOpasibHbIe PACTBOPHI, 3MTUKCUPHI W
CyCHeH3UH, CyOIMHIBAJIIbHBIE U TPAHCOYKKaJbHBIE (POPMBbI BBEACHHS, adPO30JH, UMILIAHTATEL,
MECTHEIE, TpaHCAEPMAITLHBIE, MOIKOKHbBIE, BHYTPUMBIIIICYHEIE, BHYTpPHBEHHHIEC,
MHTPaHAa3aJIbHbIE UJIM BHYTPUIIa3Hble (JOPMbl BBEEHMS U PEKTalIbHbIe ()OPMbI BBELCHUS.
«@DapMaLEeBTHYECKH TIpHEeMJIeMasl COJb» O3HAYae€T OTHOCHUTENBHO HETOKCHUHbBIE
OpPTaHUYECKHEe W HEOPTAHWYECKHE CONU KHCIOT W OCHOBAHUH, 3asBICHHBIX B HACTOSAIIEM
m3obperennn. DTU CONM MOTYT OBITH IIOJY4YEHBI in situ B IIPOLIECCE CHHTE3a, BBIICICHUS WIIN
OYHCTKH COeIVHEHHH WJIM TOJIYYeHbI CIEeIHalbHO. B 4acTHOCTH, COMM OCHOBaHHWiIT MOTYT OBITH
MOJTYYEHBI  CTICI[HANBHO, HWCXOAs U3 OYMIIEHHOTO CBOOOJHOTO OCHOBAaHWS 3asBJICHHOTO
COEMHEHUS W TIOAXOMANIEeH OpPraHW4YeckOW WM HEeopraHu4eckod KucioTel. llpmmepamu
MOJYYEHHBIX TakKUM OOpa3oM COJel SBISIOTCS TUAPOXJIOPHABL, THAPOOPOMHIBI, CYNb(haTEI,
bucynbdatel, ¢ocdarbl, HATpaTHI, alleTaThl, OKCalaThbl, BaJCPUATHI, OJNCATHI, MAJTbMHTATHI,
cTeaparbl, Jlayparbl, OOpaThl, OEH30aThl, JIAKTAThI, TO3MJIATHI, LMTPAThl, MajieaTbl, GpyMaparel,
CYKIIMHATBI, TapTpPaThl, ME3WJIAThl, MAJIOHATHI, CAJUIMJIATHI, MPOMHUOHATHI, 3TAHCYJb(POHATEL,
benzoncynbhoHaThl, cynbdamaTsl U UM monoOHbe [30]. Conu 3asiBIEHHBIX KHCJIOT TAKKE MOTYT
OBITh CHENHATIbHO MOJYYEHbBI PeaKIed OYMIEHHON KUCIIOThI C MOAXOAAIINM OCHOBAHUEM, TIPH
5TOM MOTYT OBbITh CUHTE3UPOBAHbI COJIM METAJIJIOB ¥ aMMHOB. K MeTajsTnuecKkuM OTHOCSTCS COJH
HaTPpUsA, Kanus, KaJgblus, Oapus, IMHKA, MarHus, TUTHS U alIOMUHUSA, HAU0OJIee KeTaTelbHLIMU
U3 KOTOPBIX SIBJSIFOTCSA CONMU HATPpUs U Kanus. [loaxoasimuMu HeopraHM4ecKUMH OCHOBAHHUAMH,
U3 KOTOPBIX MOTYT OBITh TOJYYEHBI COJM METaJUIOB, SIBJISIIOTCS THUAPOKCHA, KapOOHaT,
OukapOoOHAT W THAPUJ HATPHs, THUAPOKCHA W OUKapOOHAT Kayus, MOTall, THAPOKCHZ JTUTHS,
THIPOKCHA KajblWisi, TUAPOKCHJ MAarHws, THAPOKCHI IMHKA. B ka4decTBe oOpraHMHuecKkux
OCHOBAaHHH, M3 KOTOPBIX MOTYT OBITb MOJYYEHBI COJM 3aSBJICHHBIX KHUCJIOT, BHIOPAHBI aMUHBI U
AMUHOKHUCJIOTBI, 00Janarolmue AOCTaTOYHOW OCHOBHOCTBIO, YTOOBI 00pasoBaThb YCTOHYHMBYIO

COJIb, 1 NPUIOAHBIC HJIA HUCIOJBb30BAHUA B MCOMUHUHCKHX LEJIAX (B YaCTHOCTHU, OHM OOJIZKHDBI
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o0iagath HU3KOM TOKCHMYHOCTHID). K Takum amMmHaM OTHOCATCS aMMHAaK, METHJIaMUH,
OUMETWIAMHH, TPUMETHJIAMUH, OSTHJIAMHH, JVATHJIAMHWH, TPUATWIAMHUH, OCH3WIAMHUH,
AuOEH3UIAMUH, OULMKIOTEKCHIAMUH, MUTIEPA3HH, STUINUIEPUIANH,
TPUC(THAPOKCHMETII)aMUHOMeTaH u nopobHere M. Kpome toro, i coneoOpa3oBaHUs MOTYT
OBITH HCTIONB30BaHbl THOPOOKHCH TETPAANKIJIAMMOHHS, HAlpUMep, Takue Kak XOJIHH,
TETPaMETHIAMMOHUN, TETPAITHIAMMOHHA M UM TOAOOHbIE. B KadyecTBe aMHUHOKHCIOT MOTYT
OBITH UCTIOJIB30BAHEI OCHOBHBIE aMUHOKHCIIOTHI — JIN3UH, OPHUTHH U ApTHHUH.

dapmareBTHYeCKHe KOMIIO3UIUH MOTYT BKJIIOUYATh (DapMaLeBTHYECKH IPHUEMIIEMbIe
skcumnueHTol. [lox dapManeBTHUYeCKH MPUEMIIEMBIMH SKCLUUIHEHTAMH TOAPA3yMEBAKOTCS
npuMmensiemble B cepe ¢Papmauerruky pasOaBUTENM, BCIIOMOIATENIBHBIE AareHThl W/MIN
Hocurend. PapmalleBTHUECKass KOMIIO3ULIUA Hapsny ¢ JAeHCTBYIOLIMM BEIIeCTBOM IO
HACTOALIEMY H300PETEHHIO WIH €0 (papMaLeBTHISCKH MPUEMIIEMON COJIBI0 MOKET BKJIIOYATH U
APYTIU€ aKTUBHBIC Cy6CTaHLII/II/I, B TOM YMCIIC o6na):[a}0LuHe AKTUBHOCTBIO, IIPU YCJIOBHUU, YTO OHU
HE BBI3bIBAIOT HEXEIATENbHBIX 3((HEKTOB.

TepmMuH  «repameBTHYeCKH  O(PQPEKTUBHOEC  KOJHMYECTBO»  03HAYACT  KOJHYECTBO
JIeICTBYIOIEro BelecTra, koropoe (1) jeunT win npeaynpexaaer KOHKpeTHoe 3abonesaHue,
COCTOSIHHE WJIM PacCTPOMCTBO, (2) ocialbisieT, yaydlnaeT WIH yCTpaHseT OAWH Wiu Oojee
CHMIITOMOB KOHKPETHOTO 3a00NCBaHUA, COCTOSIHUS HITH PACCTPONCTBA, WiH (3) mpenynpexaacT
WM 3aep)KMBAeT HACTYIJIEHWE OOHOTO MM Oojee CHMOTOMOB KOHKPETHOrO 3abosieBaHws,
COCTOSIHHUS UJIU PACCTPOMCTBA, U3JIOKEHHOIO B JAHHOM OIUCAHUU.

TepMuH «(papMaleBTHUCCKH MNPUCMICMbIH» O3HAYaCeT, YTO JAHHOE BCIICCTBO WITH
KOMITO3HLIUS, B OTHOLIEHUH KOTOPBIX MPUMEHSETCA 3TOT TEPMHUH, TOJIKHBI ObITh COBMECTHUMBI C
TOUYKHU 3PEHUS] XUMUHN W/UIN TOKCHUKOJOTUM C APYTUMH MHTPEJHUEHTAMH, BXOISLIUMH B COCTaB
npenapara, 1 6€30macHsl AJ1s1 TOrO, KOTO JIeYaT 3TUM BEIeCTBOM MIH KOMITO3HLIAEH.

TepMuHBI «COmEPKALIMI», «COACPIKUT» O3HAYAET, YTO YKa3aHHble KOMOHMHALWH,
KOMIIO3ULIMN ¥ HaOOpbl BKIIIOYAIOT MEPeYHCIeHHbBIE KOMIIOHEHTBl, HO He UCKIIIOYaOT
BKJIIOYEHHE APYTUX KOMIIOHEHTOB.

IloctaBnenHasi 3agada peIlaeTcs, a TEXHUYECKUH pe3yJbTaT IOCTHUIAETCS CO3AaHHEM
cocTaBa ISl JiedeHusT u/wim npouiaakThky 3a00IeBaHnil AbIXaTeNbHBIX MyTel, o0iagaromero
MIPOTUBOBHUPYCHON aKTHBHOCTBHIO, BKJIFOUAIOMIETO 2-(MMHUAA30-4-11)-dTaHaMI] TIeHTaHAHOBOM-

1,5 KHCJIOTBI U N.N'-6uc-[2-(1 H-umnnazon-4-um)3Tii | neHTaH auaMug W Ux
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(dapmaueBTHUECKH TpHEMIIEMbIe COJIM, IPUYeM YHOMSHYTbIH cocTaB comepxuT N,N'-Ouc-[2-
(1H-umumazon-4-un)stun|nenrannuaMu B komudectse ot 0,0001% mo 10,009% macc.

TlocTaBneHHas 3amada TakKe OCYIIECTBIACTCSA, a TEXHUYECKAN PE3yIbTaT NOCTHIACTCSI
co3maHueM (papMalleBTUYECKOM KOMITO3UIMM IS JIeYeHus] W/ npo(uiIakTuky 3abojeBaHuit
OBIXaTeNbHBIX TyTeH, MNpUYeM YIOMSHyTas KOMIIO3HULHUS COAEPKUT B TEPaneBTHYECKU
3¢ (hEKTHBHOM KOJNHYECTBE OO0 BBINIEYIIOMSHYTBIH COCTaB M IO MEHbIICH Mepe OIHH
(hapMalIeBTHYECKU TPUEMIIEMBII HOCUTEb.

INocraBneHHas 3amada TakKe OCYIIECTBIIACTCS, & TEXHUYSCKHH Pe3ysNbTaT JOCTUTASTCS
CO3MAaHHEM JIGKAPCTBECHHOIO CPEACTBA Ul JieueHHWs W/uid TpOoQHUIaKTHKA 3a00/IeBaHUi
AbIXATCIbHBIX HyTeﬁ, B BUIEC Ta6H6TOK, KaHCYJ'I J5010%¢ HHBCKHHﬁ, IIOMCLICHHBIX B
(apMaleBTHUSCKH TPHEMJIEMYIO YIIAKOBKY, MPHUYEeM YIIOMSAHYTOE CPEINCTBO COAEPKHUT B
TepaneBTHYeCKH O(PQPEKTUBHOM  KOJHYECTBE TFOOOH  BBIMIEYTIOMSHYTBIH  COCTaB  HJIM
BBIIIEYIOMSIHYTYO (PapMalieBTHYECKY0 KOMIIO3UIUIO.

IIpenveToM HacTOALIETO H300pPETeHMS SIBISETCS COCTaB IUId  JICYSHHA H/WIH
NpohUIMAKTUKH  BUPYCHBIX  3a0O0JICBaHWW,  BKIIOYAKOIMHUH  2-(MMHAA301-4-U1)-3TaHAMU]T
neHTaHauoBoii-1,5 xucnorer u N,N'-6uc-[2-(1H-umungazon-4-uin)3Tui | IeHTaHauaMu, Wil 1ux
(bapMaLeBTHUECKH PUEMIIEMBbIE COJTH.

bonee npenmoYTHTENBHLIM ABISETCS COCTAB, XaPaKTCPUIYIOMUNHCS TEM, YTO COACPKHT
N,N'-6uc-[2-(1 H-umunazon-4-un)3Tin| HeHTaHIHaMH I w/mnu €ro (bapmMarieBTHIECKH
npueMIIeMble COJIU B Kommuectse He Honee 10,00% macc.

bonee npenmoYTHTENBHLIM ABISETCS COCTAB, XaPaKTCPUIYIOMUNHCS TEM, YTO COACPKHT
N,N'-6uc-[2-(1 H-umunazon-4-un)3Tin| HeHTaHIHaMH I w/mnu €ro (bapmMarieBTHIECKH
npuemiieMsle conu B konuuectse oT 0,0001% no 10,00% macc.

bonee npenmoYTHTENLHLIM ABJISETCSA COCTAB, XAPaKTEPUIYIOMUNCSA TeM, UTO COAEPKHT
N,N'-6uc-[2-(1 H-umunazon-4-un)3Tin| HeHTaHIHaMH I w/mnu €ro (bapmMarieBTHIECKH
npuemiieMble coiu B konuuectse oT 0,0001 no 1,00% macc.

bonee mpeAmOYTHTENBHBIM — ABJISETCI  COCTaB, XapakTEPU3YIOMMKICA TEM, UTO
yOOMsIHYTBIH ~ coctaB  comepxkuT N,N'-0Ouc-[2-(1H-umunaszon-4-un)sTun]neHraHanaMun B

koauuectse ot 0,05 mo 1,00% macc.
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Bonee mnpeanmoyTUTENBHBIM  SIBISIETCS  COCTaB, XapakTEepPU3YOIIMICS TeM, UTO
YIOMSIHYTBIH ~ coctaB  copep:kurT N,N'-Ouc-[2-(1H-ummunazon-4-un)sTunneHraHaiuaMug B
kosuaectse ot 0,10 no 0,30 % macc.

Bonee mnpeanmoyTUTENBHBIM  SIBISIETCS  COCTaB, XapakTEepPU3YOIIMICS TeM, UTO
YIOMSIHYTBIH ~ coctaB  copep:kurT N,N'-Ouc-[2-(1H-ummunazon-4-un)sTunneHraHaiuaMug B
kosmdaectse ot 0,10 no 0,20% macc.

Bonee npeanmoYTUTENBHBIM — SIBISIETCSI  COCTAaB, XapaKTEPU3YIOIIMICS TeM, UTO
YIOMSIHYTBIH ~ coctaB  copep:kurT N,N'-Ouc-[2-(1H-ummunazon-4-un)sTunneHraHaiuaMug B
konnvectse He Oonee 0,15 % macc.

Bonee npeanoYTUTEIbHbIM ABIISIETCA COCT4B, Xapa.KTepI/ISYI'OH.[I/II\/lICSI TEM, qTO
YIOMSIHYTBIH COCTaB COAEPKHUT 2-(MMHAA30J1-4-UJ)-3TaHaMH]l MeHTAaHAHOBOH-1,5 KHUCIOTHI B
koingectse 6onee 96,00% macc.

Bonee peanoYTUTEIbHbIM ABIISACTCA COCT4dB, XapaKTepHSyI-OH.[HIZCSI TEM, qTo
3a00J1eBaHusI IPEACTABIISIIOT COOO0i 3a00IeBaHNSI BEPXHUX [bIXATENbHBIX MyTEH.

bonee mnpeanmoyTHTENBHBIM  ABISIETCA  COCTaB, XapaKTCPU3YOIIMMCA TEM, HUTO
3a0oseBanust BbIOpaHbl U3 rpymsl, cocrosmeil 3 OPBU v rpumnma.

bonee mnpeanmouYTUTENBHBIM  SIBISIETCSl  COCTaB, XapakTEPHU3YIOIIMICS TeM, UTO
3a00JIeBaHIs IbIXATCIIbHBIX IyTCH BbI3BaAHbI BUPYCHOH MH(EKIIMCH.

bonee mpenmodTuTENBEHBIM SBISETCA COCTAB, XapaKTEPU3YIOIIUHCS TEM, HUTO
npeaHa3HaueH ISl NPOPHIAKTHKN OCJIOKHEHHI 3a00JI€BaHUI AbIXaTENIbHBIX MyTei, BHI3BAHHBIX
BHPYCHOH MH(DEKIMCH.

bonee mpenmodTuTENBEHBIM SBISETCA COCTAB, XapaKTEPU3YIOIIUHCS TEM, HUTO
npeaHa3HaueH JAias  NPO(PMIAKTUKK — COMYTCTBYIOIIMX — 3a0O0JieBaHMH TPU  MOPa’KeHUH
ABIXaTeIbHBIX MyTel BUPYCHOM HH(EKIe.

bonee mpenmodTuTENBEHBIM SBISETCA COCTAB, XapaKTEPU3YIOIIUHCS TEM, HUTO
3a0oyeBaHysl BBIOpAHBI M3 TPYOIBL, COCTOSLIEHl H3 PHUHUTA, CHUHYCHUTA, PHUHOCHHYCHUTA,
tapunrura, HazopapuHTHTA, TOH3WINTA, OONE3HEH TOJNIOCOBBIX CKJIAJOK W TOpPTaHH,
Ba30MOTOPHOTO W  QJUIEPTHYECKOr0 pPUHUTA, OpOHXHMTA, OpPOHXHONWTA, [HEBMOHHH,
OpOHXHUANBHON aCTMbl, XPOHNYECKOH OOCTPYKTHUBHOM OOJIE3HN JIETKHUX, MyKOBHCLIU03A.

bonee mnpeamoyTUTENBHBIM ~ ABJISETCA  COCTaB, XapakTEPHU3YOIIMHMCA TeM, HUTO

3a00JI€BaHNsI BBI3BAHBI BHPYCOM, BbIOPAHHBIM K3 TPYIIbl, COCTOSIIEH U3 PUHOBHUpPYCA,
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pecMpaToOpHO-CHHIUTHAIFHOTO BHpPYyCa, BHUPyCa Maparpurina, BUpyCa TPUIINA, B TOM YHCIE
rpunma A, B, C u D, ameHoBupyca, HOpaBHpyca, METalTHEBMOBHPYCA, KOPOHABHUpYCA,
XaHTaBUpyca, OokaBupyca, Bupyca Koxkcaku, supycos rpynmsi ECHO, asHTepoBupyca,
poTaBHUpyca, BUpyca repreca.

Tax:xe mpenMeToM HaCTOoALIEro H300peTeHus sBsieTcs papMaleBTHUECKAs KOMITO3HLIHS
s JedeHHsl W/vnu npodHIaKTUKH 3a00TeBaHHH MbIXATEIbHBIX MyTeH, KOTOpas COAEPIKHUT
TepaneBTHYeCKd 3(PPEeKTUBHOE KOMMUECTBO YIOMSHYTOIO COCTaBa, BKJIOUAIOMETO 2-
(MMHAA30-4-WJ1)-9TaHAMHE HEHTaHAHOBOH-1,5 kuciaorel u  N,N'-Ouc-[2-(1H-umuzgasomn-4-
WIT)3TUAJI| MEHTAHIHAMHUI WK ux (hapMaleBTHYECKH MPUEMJIEMbIe COJIM, M M0 MEHbIICH Mepe,
OnuH (bapMaL[eBTI/IquKI/I MIPUEMJIIEMBIIT HOCHTENb.

dapmareBTHYeCKHe KOMIIO3UIUH MOTYT BKJIIOUYATh (DapMaLleBTHYECKH IPHUEMIIEMbIC
skciUnueHTh. Tlox dapmameBTHYECKH TPHUEMIIEMBIMH SKCIHMITHEHTAMH TOAPa3yMEBAFOTCSI
npumensiemble B cepe dapmaiesruky pazdaBuTENM, BCIOMOIATENIBHBIE AareHThl W/WIN
HocuTenu. MapmManeBTUIecKass KOMITIO3ULHUS HAPSIY C COCTABOM, BKJIFOYAFOIIUM 2-(MMUIA301-4-
WJI)-3TaHAMH/ [ICHTAHIUOBOH-1,5 KHUCJIOTBI Ha N,N'-6uc-[2-(1H-umunasomn-4-
WJI)OTHI|IEHTAHIUAMU W/HIA WX (bapMaL[eBTI/IquKI/I IIPUEMIIEMBIE COJIM, II0 HACTOSIIEMY
HM300PETEHNI0 MOYKET BKJIFOUATh M APyrue akTUBHbIE CyOCTaHLMHM, B TOM HHCJe OOJamaroInne
AKTUBHOCTBIO, TIPH YCIIOBHHU, YTO OHU HE BBI3bIBAKOT HEXKENATEIbHBIX 30 PEKTOB.

IIpu HEOOXOAMMOCTH HCIONB30BaHUs (hapMaleBTUHYECKOW KOMITO3UIINH 10 HACTOSIIEMY
M300pPETEHNI0 B KIMHHYECKOW TMPAaKTHKE OHAa MOXET CMEIIUBAThCs C TPagdLHOHHBIMU
thapmaleBTHUCCKUMH HOCHTCIISIMH.

Hocurenu, wucnonb3yembie B (GapMaleBTHYECKMX KOMIIO3UIUSX [0 HACTOSIIEMY
M300PETEHHIO, TIPEACTABISIFOT COOOH HOCUTENH, KOTOPbIe IPUMEHSIIOTCS B cepe dpapMalieBTHKH
IUTS TIONTYYeHHS PAaCTPOCTPaHeHHBIX (GOpPM, B HACTHOCTH, B MEPOPANLHBIX (POpMaxX UCIONB3YIOTCS
CBSI3YIOIIINE BELIeCTBa, CMa3bIBAIOIINE areHThl, J€3UHTErPaToOPhl, PACTBOPUTENH, pa3daBUTENH,
CTa0MIN3aTOPhI, CYCHEHIUPYIOIINE AareHThl, KOPPHUTeHThI BKycCa; B (opMax sl HHBEKLIUIH
UCTIONIBL3VIOTCS  aHTUCENTHYECKHE areHThl, CONMOOUIH3ATOPLI, CTAOHMTH3aTOPLI, B MECTHBIX
bopmMax HCIONB3YIOTCSI OCHOBBI, pPa30aBUTENH, CMas3bIBAIOIIHE areHThl, AHTHCENTHYEeCKHE
areHThl.

IlpenMeToM HACTOAIIETO H300pETEHUsI TaKXKe SABNAETCS JIEKAPCTBEHHOE CPEICTBO ISt

aeydeHust w/uau npoUIaKTHKN 3a00MeBaHNi AbIXaTENbHbIX MyTeH, B BUIE TaONETOK, Karcys
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WIH PacTBOpa IJisl MHBEKIHH, TOMEIleHHbIX B (papMaleBTHUYECKH MPUEeMIeMVI0 VIIaKOBKY,
cozep:kainee B TepaneBTHYeCcK 5 (HEKTHBHOM KOJIIMIECTBE COCTAB, BKIIFOUAIOIIHIA 2-(MMUIA30I-
4-yin)-sTaHAMUL MEHTaHAUOBOMI-1,5 KHCJIOTBI 71 N.N'-6uc-[2-(1 H-umunason-4-
WI)3TWI|IEHTAaHOAuAMUA W/ ux  (apMalueBTUUECKU  MpHeMjeMble  COJNM,  WIH
(apMaleBTHUSCKYI0 KOMITO3ULIHIO TI0 HACTOSIIEMY H300PETSHHIO.

IIpeamerom HacTOSIIEr0 M300PETEHHs TAKXKE SIBJSAETCS TOTOBAs JIEKAPCTBEHHAs (hopma
s JledeHusT W/ npo(UIaKTHUKX 3a00JeBaHUI NbIXaTeNbHBIX IyTed, B BuIe TabIETOK,
KamncyJj, pacTBOpa WM CYCIIeH3HM, CHPOINa, pPacTBOpa Uil HMHBEKUWH, MOMELICHHbIX B
(bapMaLIeBTHYECKH MPUEMIIEMYIO YIIAKOBKY, COAEpIKallas B TepaneBTHYeCKU 3(PdekTHBHOM
KOJIMYECTBE COCTAB, BKIIOYAOIMMA 2-(MMUAa301-4-1I)-3TaHAMU [IEHTAHIHOBOM-1,5 KHUCIIOTHI U
N,N'-6uc-[2- (1 H-umMuaazon-4-ui)3THi| HEHTaH IHAMHT W/Wu 1704 (apmareBTHUECKH
npueMJieMbie COJH, (apMAaLEBTHYECKYI) KOMIIO3HLIMIO MO HACTOALIEMY H300PETCHUIO WIIH
JIeKapCTBEHHOE CPEJICTBO 110 HACTOSIIEMY U300PEeTEHUO.

IIpenveroMm HacTOsmero H300peTeHUs TaKKe SIBISETCS] MPUMEHEHHe COCTaBa IIo
HACTOSMIEMY H300PETCHHUIO IS JICUCHHA W/ NPOQUIAKTHKH 3a00JICBaHHN ABIXATEIBHBIX
IIyTEeH.

IIpenMeToM HACTOSIIIETO U300PETEHUS TAKXKE SIBJIIETCS] IPUMEHEeHHe (apMareBTHUECKOM
KOMIIO3ULIMN MO0 HACTOALIEMY H300PETCHHIO, JICKAPCTBEHHOTO CpPEACTBA IO HACTOAIIEMY
H300pETEeHHI0 MM TOTOBOM JIeKapCTBEHHON (OPMBI IO HACTOSIIIEMY H300PETEHUIO TS JICHEeHHS
w/vn npoUIakTHKY 3a00JIeBaHUH NbIXaTEebHBIX Ty TEH.

IIpenveroMm HacToALEr0o H300PETCHHS TAKKE ABIACTCA CHOCOO JICUCHHSA W/HIH
npoduiIakTUK 3a00NEBaHUI  bIXATENbHBIX IMyTEH, BKIIOYAIOLUIMNA MPUEM MAaLHUEHTOM,
UMEIOIMUM BHUPYCHOE 3a00JieBaHHE WM PUCK 3apa3suThCs BUPYCHBIM  3a00JIeBaHUEM,
(bapMaLeBTHUECKOH KOMIIO3UIMU MO HACTOSIIEMY H300PEeTeHHIO, JIEKAPCTBEHHOTO CPENCTBA 110
HACTOsIIIEMY M300PETeHUIO WJIM TOTOBOH JIEKAPCTBEHHOM (hOPMBI 10 HACTOSIIEMY H300PETEHHIO.

[IpencraBieHHbIe HIKE MPUMEPHI MILTFOCTPUPYIOT, HO HE OXBATHIBAIOT BCE BO3MOXKHBIE

BapHAHTBI OCYIIECTBICHUA N300pEeTEeHU H He OTPAaHMYHBAIOT H300peTeHHe.

IIpumep 1. Ilonyuenue 2-(MMuAa301-4-Ul)-3TaHAMHUJ IEHTAHAUOBOMU- 1,5 KHACIIOTHI.
K pactBopy rucramnua B DMF mpuCaBianu TiyTapoBBI aHTHAPHI. PeakIHMOHHYIO

CMeCh MepeMenuBaiy B TedeHne 3 4. u octassui Ha 20 1. mpu 20°C. IlomHOTY mpoTrexaHus
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peakuuu KoHTposupoBanu MmerogoM TCX. Benbli ocagok OTnensanu, CyLIWIH B BaKyyMe,
NEePeKPHCTAIUIN30BBIBATIH.

B2XXX: nHOuBuIyanbHeIN MUK, Bpems yaep>kusanus 14.36 MuH.

Crnektp 1H-AMP (D20), 0, M. 1. : (M, 2H, B- CH2), 2.18 (M, 4H, o,y- CH2), 2.85 (1, 2H,
B- CH2-HA), 3.5 (T, 2H, o- CH2-HA), 7.25 (¢, 1H, CH-4-Im), 8.5 (c, 1H, CH-2-Im).

Macc-cnektp, m/z: [M+1H]+ 226.1.

[IpemapaTuBHO METOAOM HOHOOOMEHHOH Xpomarorpaduu MONydaod OCO00 YHCThIE

00pasibl 2-(MMUAA30J1-4-1iT)-3TaHAMU IEHTAaHAUOBOM- 1,5 KHCIOTHL

IIpumep 2. [Monyuenue N,N'-6mc-[2-(1H-umMuna3on-4-un)sTun] neHTaHAnaMuaa.

K numernnosomy 3¢Gupy riyTapoBOil KHCIOTHI MPUOABNAIN THCTAMHH M HArpPEBAJIH 10
IpeKpamieHnsl BblIeNeHHs napoB Merujosoro cnupra. [lomHoTy mporekanus peaknuu
koHTpoyupoBanru MeronomM TCX. 3areM peakLMOHHYKD MAacCy CyCIEHIUPOBAIH B
W30MPONUJIOBOM CIHUPTE U OCTABIANH. IIpoAykT oOTAENANH, NPOMBIBATIH H30MNPOMHUIOBBIM
CIIMPTOM, CYIIWJIH.

B2XXX: nunauBuayanbHeli UK, BpeMsl yAepKUBaHUA 5,58 MUH.

Coextp 1H-AMP (400,13 MI'u, JMCO-d6, o6, m.a., JTuw: 1,70 (menr., 2H,
CH2CH2CH2, J=7.3 T'm), 2,03 (1, 4H, CH2CH2CH2, J=7.3 T'm), 2,61 (1, 4H, CCH2CH2N,
J=7.5T'n), 3,26 (xB., 4H, CCH2CH2N, J=7,5 T'n), 6,76 (muup.c, 2H, CCH ), 7,50 (¢, 2H, NCHN
), 7,94 (mmap.t, 2H, NH ).

Macc-cnextp, m/z: [M+1H]+ 319.

IlpenapaTHBHO METOAOM HOHOOOMEHHOH Xpomarorpaduu MONydaqd 0co00 HHCTLIE

obpasubl N,N'-6uc-[2-(1 H-umunazon-4-win)3TinieHrananaMuza.

Ilpumep 3. [lonydenne HOBBEIX COCTABOB 2-(MMHUIA30J-4-HIT)-3TaHAMHA NMEHTAHAHOBOMH-
1,5 xucnotsl, conepsxkarmux N,N'-Ouc-[2-(1 H-umunason-4-un)sTin] neHraHanaMuma.
CocraBbl 2-(MMHMIa30/-4-11)-3TaHAMUAL TIEHTaHAUOBOM-1,5 KHCIOTBI € conep:KaHueM

N,N'-6uc-[2-(1H-umunason-4-um)stun | nearanguamuga  0,0001%, 0,001%, 0,01%, 0,05%,
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0,10%, 0,15%, 0,20%, 0,30%, 1,0% u 10,0% wmac. coriacHO HACTOsLIEMY H300peTeHUr0 OBLIH
MOJYYEHbI IByMsI CToco0aMm:

1. H3 obpasua 2-(umumason-4-wui)-3TaHaAMHI — MEHTAHIHOBOW-1,5  KHCIOTHI,
NPUTOTOBIEHHOTO COTJIACHO mpumepy 1, myTeM no0aBieHHs K HEMY COOTBETCTBYIOLUErO
pacyeTHOro KOJIHYECTBA N.N'-6uc-|2-(1 H-umMuaazon-4-uin)3Tuil | e HTAaH IHAMU/IA,
NPUTOTOBICHHOIO COTJACHO MNpHUMEPY 2, W TINATENIbHOTO IMEPEMEINUBAHUA ITOJYYCHHOTO
coCTaBa.

2. OnOHOBpPEMEHHO TyT€M KOHTPOJIMPOBAHHUSI PEAaKIMHM HAMpaBJIeHHOrO CHHTE3a 2-

(MMuna3on-4-1n)-3TaHaMUT TEHTAaHAHOBOM- 1,5 KHUCIOTHI B CIICIIHANTBHBIX YCIOBHSX.

ITpumep 4. [TomyueHne 1eKapCTBEHHOTO CPEACTBA B (POpME KaICyL.

Cwmemmeamn 900 r makro3pl MoHOrHapara, 900 r cocTasa, MOJYYEHHOrO B MpuMepe 3,
356 r kpaxmana kapTodeabHOro, 22 r Maraus creapara v 22 T KpeMHHS JTUOKCHIIA KOJUTOUIHOTO.
[Tony4eHHYI CMeChb PacChiMald MO KamcysiaM MOAXOASIIEro pasmepa. Macca CMECH BHYTPH

OJTHOH KamcyJibl cocTasisina 220 mr.

ITpumep 5. Mccnenopanue AONTOCPOUHOIT CTAOMIBHOCTH NPH XPaHEHUH HOBOTO COCTaBa
2-(MMuna30a-4-ui)->TaHaMH/ [IEHTAaHAHOBOM-1,5 KHUCIOTHI.

Honrocpounyto (B Tedenne 10 ner) cTabHIbHOCTb HOBBIX COCTaBOB 2-(MMKIA30-4-1i1)-
STAaHAMHJA TMEHTAaHIHOBOM-1,5 KHCJIOTBI OLEHUBANH MO COHAEPKAHUIO 2-(MMHAA307-4-1i)-
STaHAMUJ TICHTAaHAWOBOH-1,5 KHUCIOTHI M CpaBHHBAIN C JOJTOCPOUHOH (B TeueHue 10 yer)
CTaOMIIBHOCTBIO MPOTOTHIIA — 0COD0 YHUCTOM (2-(MMHIA30M-4-WiT)-3TaHAMH TIEHTaHIHOBOM- 1,5
KUCIOTE MeToaoM BOXKX npu 1onrocpouHoM xpaHeHUH.

Bce o0pasupl XpaHWIH B CTEKJIAHHBIX (DJIaKOHAX, YKYNOPEHHBIX PEe3MHOBBIMHU MTPOOKaMHU
C QIIOMUHUEBBIMH KONMAa4yKaMH, B KJIMMAaTHYECKOH KaMepe B CTaHNAPTHBIX YCIOBHAX
ucnbiTanuil ((25£2)°C u (60+5)% oTHOCUTENbHAsT BAAXKHOCTH). CopeprkaHue AEHCTBYIOLIETO
BellecTBa omnpenesiii MeroaoM BOXKX ¢ ucnonp3oBaHreM CTaHAApTOB KaKIble TPU MecALld B
TE4YeHHUE MePBOro rofa, KakIable LIeCTb MECSILEB B TEYEHNE BTOPOIO M TPETHETO I'ofa U KaKIble
12 MecsiLieB BILTOTH JI0 IECATOTO r0a XPaHeHMUsL.

B pesyabrate mccnenoBaHuil ObUIO OOHAPYKEHO, YTO COCTABbI, MOJYHYEHHBIE COTJIACHO

npuMepy 3, BKIOHaOmMe 2-(MMHAOA30J-4-Wi)-3TaHAMUA [E€HTAaHIUOBYIO-1,5 Kuciaoty ¢
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conepskanuem 0,01 mac. %, 0,05 mac. %, 0,10 mac. %, 0,15 mac. %, 0,20 mac. %, 0,30 mac. %,
1,0 mac. % u 10,0 mac. % N,N'-6uc-[2-(1H-umungaszon-4-uin)sTui|neHragauamuaa (CocTaesl 1, 2,
3,4,5,6,7, 8, COOTBETCTBEHHO), 00JATAOT YBEIMYCHHONW CTA0MIBHOCTBIO TPH AOJATOCPOUHOM
(B TeueHue 10 yeT) XpaHEHUH 1O CPABHEHHIO C MPOTOTUIIOM — 0c000 4ucToil (2-(uMupmazon-4-

WJT)-3TaHAMHL TIeHTAaHAHOBOH- 1,5 KUCIOTOMH. Pe3ynpraTsl npencrasieHsl B Tabaume 1.
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Tabmnua 1. OueHka AOArOCPOUHON CTAOMJIBHOCTH HOBBIX COCTaBOB 2-(MMMAA301-4-HI)-
STaHAMHU]I NEeHTAHIUOBOH-1,5 KHCJIOTBI, cozepKaImx N.N'-0Ouc-[2-(1H-umuazon-4-

wn)3twi|nerragguamun, MmeronoM BOXKX npu monrocpodyHOM XpaHEHNH B CPABHEHUH C IPOTOTHUIIOM.

Bpewmst OO6Hapy:keHHOe 110 maHHBIM BDYKX KOMHMUECTBO NeCTBYIOIIEro BelecTBa B Mac. % OT

xpaHerusr, | TEOPETHUECKOTO CONEpkaHus

MeCHH Cocrag 1 |Coctas 2|Coctas 3|Coctas 4 |Coctas 5|Coctas 6|Coctas 7|Cocras 8|[IpoTroTumn
0 100,0 100,0 | 100,0 100,0 100,0 | 100,0 | 100,0 | 100,0 100,0
3 99.9+0,01| 99,9 100,0 100,0 100,0 | 100,0 ]99,9+0,1/99,9+0,1| 99,9+0,1
6 99,9+0,1(99,9+0,1 100.0 100,0 100,0 | 100,0 ]99,9+0,1/99,9+0,1| 99,9+0,1
9 99,940,1(99,9+0,1 100,0 100,0 100,0 | 100,0 ]99,9+0,2(99,9+0,1| 99,8+0,2
12 99.740,1(99.7+0,1 99,9+0,1| 99,9+0.1{99.940,1| 99,9+0,1| 99.8+0,1| 99,8+0.2| 99.6+0.2
18 99,4+ 0,1]99,6+0,1| 99,940,1/99,9+0,01| 99,8+0,1| 99,8+0,1|99,6+0,2| 99,5+0,2| 99,2+0,3
24 99,140,3 99,4+0,3| 99,8+0,1| 99,8+0,1|99,740,1| 99,740,1| 99.4+0,3 99,2+0,3| 98,7+0,3
30 98.7+0,1(99,0+0,1) 99,8+0,1| 99,7+0,1|99,540,2| 99,6+0,2| 99,2+0,2| 98,9+0,2| 98,1+0,2
36 98.5+0,2 | 98,8+0,2/ 99,8+0,1| 99,7+0,1 | 98,940,3| 98,940,2| 98,8+0,3| 98,6+0,3| 97,7+0,3
48 98.2+0,2 |98,6+0.2) 99,8+0,1| 99.,7+0.1 | 98.8+0,3| 98.6+0,2| 98,5+0,3| 98,1+0,3| 97.4+0,3
60 98,1+0,2 | 98,5+0,2/ 99,8+0,1| 99,7+0,1|98,7+0,3| 98,5+0,2| 98,3+0,3| 97,6+0,3| 97,0+0,2
72 98.0+0,2 |98,4+0,2/ 99,8+0,1| 99,7+0,1 | 98,6+0,3| 98.4+0,2| 98,1+0,3| 97,5+0,3| 96,8+0,3
84 97,940,398,3+0,2| 99,7+0,2| 99,6+0,2 | 98,5+0,1| 98,3+0,2| 97,9+0,3| 97,1+0,3| 96,2+0,3
96 97.6+0,3 | 98,0+0,2| 99,6+0,2| 99,5+0,2 | 98,5+0,2| 98,2+0,3| 97,5£0,4| 96,9+0.4| 95,8+0.4
108 97.4+0,4 | 97,8+0,3) 99,5+0,3| 99.,4+0.,3 | 98,4+0,3| 98,1+0,4| 97,4+0,5| 96,7+0,3| 95,6+0.3
120 97,1+£0,4 | 97,5+0,3| 99,5+0,3| 99,4+0,3 | 98,440,3| 98,1+0,4| 97,2+0,5| 96,5+0,4| 95,4+0,3

bruto BeIsBIEHO, uTO TIOCKe 10 MeT xpaHeHus B CTaHAAPTHRIX yCiIoBusix ((25+2)°C u (60+5)%
OTHOCHTENIbHAS BIIAXKHOCTb) HOBBIE COCTaBbI 2-(MMUAA30/-4-uj1)-3TaHaMH TEHTaHAUuOBOM-1,5
KUCJIOTHI TI0 HACTOSIIEMY M300peTeHn:0 o0nafany yBEJIWYEHHOH CTabHIIBHOCTBIO 0 CPABHEHUIO C
nporotunoM. CyOCTaHLMSA TPOTOTHNA OCTaBajlach CTAOMIBHOW B TEYEHHE TpeX JIeT, Jajee
comepskaHue 2-(MMHUIA30J-4-11)-3TaHAMU MEHTAaHAUOBOI-1,5 KHCIOTHI YMEHBIIAJIOCH 0OJIee YeM Ha
2%.

ABTOpPHI MPEIIOJAraloT, YTO MOBBILICHHe CTAOMIBHOCTH KOMOMHALMH SIBJIACTCS] Pe3YJIbTAaTOM
xuMuueckux cBoiictB  N,N'-Ouc-[2-(1H-umunazon-4-un)stun|nenranauaMuaa. OOHEM W3 TAKHX
CBOMCTB SIBJISIETCSI CMIOCOOHOCTb K KOMIUIEKCOOOPA30BAHUIO WM XENATHPOBAHHMIO MOHOB METAJIIOB.

JlaHHOe COeqUHEHHEe HMMeeT HECKOJbKO (PYHKLHOHANBHBIX TPYIII, CIOCOOHBIX BBICTYHAaTh B POJH
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IOHOPOB 3JIEKTPOHOB IPH KOMILIEKCOOOPAa30BAaHUM, Hampumep, KapOOKCWIIBHAs TPyIna, UMHIO-,
AMUIOTPYNIbl, W TpPeACTaBJisieT cOoOOH nurana, crneun(UYeckd B3AUMOACHCTBYIOIIUN C HMOHAMH
METAJIJIOB, HAMPUMEP, ¢ MOHAMU I[WHKA, MEIH, Kejie3a, MarHus. JTO MOATBEPXKAACTCS BBICOKUMH
3HaueHussMH 1gK1>5 1o OTHOIEHUIO K MIOHAM MepeXONHbIX MeTasLioB [31].

Bbraromapst BBICOKO# CIIOCOOHOCTH K KOMIUIekcooOpasosanuro, N,N'-6uc-[2-(1H-umunazon-4-
HIT)3THJI|TEHTAHIHAMH/T CITOCOOCH CBsI3hIBATH MPHMECH MOHOB METAJUIOB, TEM CaMbIM yMEHbINAs HX
CIOCOOHOCTh KAaTaJIM3UPOBATH PEAKLUU OKHUCIEHUs 2-(MMUIa30J1-4-11)-3TaHaMU NeHTaHIuOoBOM-1,5
KHUCJIOTHI.

K tomy ke, B crpykrype N,N'-0Owmc-[2-(1H-umMunasoa-4-wn)stun] neHrananaMuaa
HPUCYTCTBYIOT UMHMIA30JibHbIEe KOJbla. OHM BKIFOYAOT B ceOsi [Ba THIIA aTOMOB a30Ta, obsanaroimme
pasHbIMU cBoiicTBaMU. OIHMH aTOM a30Ta MPOSIBISIET OCHOBHBIE CBOHCTBA, BTOPOH — KHCJIOTHBIE, 32
CUET HAJMYUA CBA3HM C BOJOPOAOM. 3a CHET HAJW4YMs BOOOpOAa Ha 3TUX aromax asora N,N'-Omc-[2-
(1H-umunazon-4-un)arui] ieHranauamu] criocober 00pa3oBbiBaTh aCCOMUATHI C BOION MTOCPEICTBOM
BOZOPOAHBIX CBSI3ei, TEM CaMbIM CBA3BIBAsI OCTATOUHYIO BJAry, KOTOpash MOKET OCTaBaTbCs IpH
BBICYIITHBAHHH TMPOAYKTA, YTO MPEAOTBPAIACT pPEaKI[ui THApoNnu3a 2-(MMUAa30m-4-Hi)-3TaHaMH/
neHTaHanoBoi-1,5 kucaors! [32].

IIpumep 6. I[IpoTUBOBUPYCHOE ACHCTBUE HOBBIX COCTABOB 2-(MMUAA30J-4-WIT)-dTaHAMUAA
MCHTaHIUOBOMN-1,5 KHCIOTHl COTTaCHO HACTOAIIEMY H300PETCHUIO, JOMOJHUTEIBLHO COACPIKAIUX
N,N'-6uc-[2-(1 H-umunazon-4-un)3Tun | meHTaHIHaMH I,

HccnenoBanu mpOTHBOBHPYCHOE AEHMCTBHE HOBBIX COCTABOB IS JIEUEHHs] W MPO(HIAKTHKH
BHPYCHBIX 3a00JIeBaHUH, BKIIOYAOMNX 2-(MMHAA301-4-1iT)-3TaHAMHUI TICHTAaHAUOBON-1,5 KHCIOTHI €
cogepxkannem 0,01%, 0,05%, 0,10%, 0,15%, 0,20%, 0,30%, 1,0% wn 10,0% N,N'-O6uc-[2-(1H-
umuzaazon-4-un)stui|nenranguamuaa (cocrasel 1, 2, 3, 4, 5, 6, 7, 8, coorBercTBeHHO). IIpoTroTun
coziep:kan 0codo YUCTYI0 2-(MMUAA30-4-UiT)-dTaHAMHUA MEeHTaHaHoBYIO-1,5 kucnory. CocTraBbl OBLTH
MPUTCOTOBIIEHBI COTTIACHO MPUMEPY 3.

TIpOTUBOBUPYCHOE JIEMCTBHE HOBBLIX COCTABOB COTLJIACHO HACTOSIIEMY I/I306DeTeHI/II-O B

OTHOIIECHHH aAAIITUPOBAHHOTIO K MbIINIAM PECITHPATOPHO-CHHITMTHAJIbHOIO BUPYCa YEJIOBECKA.

DKCIEPUMEHT MpPOBONWIM Ha O€nabiX OECHOPOAHBIX MbIliax obomx moynoB Mmaccoit 8-10 T,
KOTOPBIX PaHAOMU3UPOBAHHO jAenuiad Ha 10 rpymn, B kaxaoi rpymnmne no 10 >KMBOTHBIX: cOCTaB 1,
cocTaB 2, cocraB 3, cocras 4, cocTaB 5, coctaB 6, ¢cocTaB 7, COCTaB 8, MPOTOTHI U TPYNINA KOHTPOJIA,
nosy4asmas ruianeto. JKMBOTHBIX comepskaiu MO MATH 0coOel B TePMOpEryIMpyeMbIXx Ookcax (c
temirepaTypoii B cpenHeM 21°C) npu 12-4yacoBoM LMKJIE JHSA U HOYU U C JOCTATOYHBIM KOJIHYECTBOM
BOABI M MUIIK. [y MpoBeneHUs HCCIIEAOBAHUN ObUI HCIOJB30BAH PECHUPATOPHO-CHHIIUTHAIBHBIN

Bupyc denoseka (PC Bupyc), mpenBapuTesbHO ananTHPOBAHHBIN K POCTY B JIETKUX MbIIei. Mbimei,
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NpeIBapUTeNbHO HAPKOTH3MPOBAaHHBIX 3¢hupoM, mHpuimpoBatu PC Bupycom unTpasasanbHo. O
NPOTUBOBUPYCHOH 3 (EKTHBHOCTH HOBBIX COCTABOB COIIACHO HACTOALIEMY H300pETeHHIO,
comepamux  2-(MMAAa30na-4-un)-3TaHaMud TMeHTaHauoBoi-1,5 kucnmorer u  N,N'-Oumc-[2-(1H-
UMUA30J1-4- WT)3TUII| IeHTAaHAUAMU/, CYAUIU MOCPEACTBOM M3MEPEHMs] BUPYCHOTO TUTPA B JIETKHUX
MBILIEH SKCIEPUMEHTANbHBIX IPYIN MO CPAaBHEHHMIO C TPYNNOH KOHTPOJS Ha 5-¢ U 7-€ CyTKH
HHQULUPOBAHH TOCPEIACTBOM TUTPOBAHUSA BbiAeACHHON 10%-0i CyCleH3HH JIETOYHON TKaH! MbILIEHT
B KYIbType KIJIETOK IO murtomarudeckomy s¢gdexry wmu neiicteuo (LIITJI). JKusoTHble momydanu
JleUeHHe COCTaBaMU MepOPAIbHO MPH MOMOILH 30H1a B 103¢ 30 MI B lepecueTe Ha Uea0BeKa, OJUH pa3
B CYTKH B TE€YEHHWE 7 IHEH, aHAJOTWYHBIM 00pa3OM, >KHBOTHBIE KOHTPOJBHOW TIPYMIIBI IONYYalIH
mauebo. Jleuenne HaurHaANM yepe3 cyTKH rocie nHuuuposanus [28].

Tabmina 2. TIpoTHBOBHPYCHOE MAEHCTBHE HOBBIX COCTaBOB 2-(MMHIA30JI-4-WIT)-3TaHAMHIA
NEeHTAHIMOBOM-1,5 KHCIOTHI COTNIACHO HacTosieMy H3oOpereHuto, comepskamux N,N'-Ouc-[2-(1H-
UMUIa30J1-4-1J)3TUI | TeHTaHnaMu/l, B MO 3KCIIEPUMEHTAIILHOM PecruparopHO-CUHIMTHANIBHON

BUPYCHON MH()EKLUH Y MbILIEH.

JlexapcTBeHHBIN WHdexkMoHHbI TUTP BUPYCA B JIETKUX MBILICH Ha
npenapar 5 cyTku nmocne MHQULUHAPOBAHUS

ITnane6o 4,68+0,41

Cocras 1 3,14+0,46%

Cocras 2 3.11+0,42%*

Cocras 3 3.09+0,36*

Cocras 4 3.04+0,31*

Cocras 5 3.07+0,49*

*  JOCTOBEpPHOE OTIMYME WHGEKIMOHHOTO THUTpa BHpyca B JIETKUX  MBbIIeEH
SKCIEPUMEHTANIBHBIX TIPyNN (CocTaBbl 1-5) OT HMH(EKLIMOHHOIO TUTPa BHPYCA B JIETKMX MbIIei

KOHTPOJIbHOH TPYIIIIBI, TOTyYaBLISH J1a11e0o.

CocraBbl 6-8 Takke CHIDKAJIM WHQEKIUOHHBIH TUTP BUPYCa B JIETKHX  MbIIeH
IKCIICPUMEHTAJIbHBIX rpyuii, qT0  CBHACTCIIBCTBYECT 0 TOM, 9TO OHH TaKKe O6HaHaI'OT
HpOTI/IBOBHPYCHOfl AKTUBHOCTDBIO. HpeHCTaBHeHHble OAaHHBIC MOATBCPKOANOT, YTO HOBBIC COCTaBbI
COTJIACHO HACTOSIILIEMY n300peTeHuto, cozeprKaue N,N'-6uc-[2-(1H-umugazon-4-
WIT)3TUN|IEHTAaHANAMUT, OOJIaAal0T TPOTHUBOBHUPYCHOM  aKTHBHOCTBIO, HUTO  MOJATBEPKIASTCS
CHMKCHHUEM THUTPOB BHUPYCOB B JICTKUX MBIIIIEH 10 CpaBHCHUIO C MbIIaMH KOHTpOJ'[bHOfI I'PYIIIBI,

NOJTy4aBIIUMH I1ane0o0.
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TIpOTUBOBUPYCHOE JIEMCTBHE HOBBLIX COCTABOB COLJIACHO HACTOSIIEMY I/I306DeTeHI/II-O B

OTHOINICHHH BUPYCAa I'PHUIIIIA.

DKCIMEPUMEHT MNPOBONWIM Ha Oenbix OECHOPOAHBIX MbIliax o0oux moyoB Maccoit 8-10 T,
KOTOPBIX PaHAOMU3MPOBAHHO Aenuid Ha 10 rpymn, B xaxaoi rpymnmne no 10 >KMBOTHBIX: cOCTaB 1,
cocTtas 2, coctas 3, coctas 4, coctas 5, coctas 6, coctaB 7, COCTaB §, NPOTOTHUII U IPyNIa KOHTPOJI,
nony4asinas rane0o. JKMBOTHBIX comepskaiu Mo mATb 0coOeil B TepMOperyiupyeMbix Ookcax (cC
TeMriepaTypoil B cpegHeM 21°C) npu 12-4yacoBoM LMKJIIE JHS U HOYU U C JOCTATOYHBIM KOJIHYECTBOM
BOABLI M NHIIH. JJIs1 IpOBeNeHHsT HCCNeAOBAaHNH OBLT MCIONb30BAH BUPYC TPHUIINA YEJOBEKA, THIT A,
mramMM  Aichi (anymaHTOMCHasA >KUAKOCTB), MPEABAPUTENPHO THUTPOBAHHBIH HA MbImax. Mblmiei,
HpeIBapUTENIbHO HAPKOTU3UPOBAHHBIX 3(upoM, MHPHUMPOBAaNN PUHOBUPYCOM HHTpaHazainbHO. O
NPOTUBOBUPYCHOH 3((PEKTHBHOCTH HOBBIX COCTaBOB COIJIACHO HACTOSIIEMY H300pETeHHIo,
comepkaimux  2-(MMANa30na-4-un)-dTaHaMuA —TMeHTaHaHoBoH-1,5 kucmorer u  N,N'-6uc-[2-(1H-
UMUIA30J1-4-1J)3TUI | TeHTaHnaMu/l, CyIMITA TI0 M3MEHEHWIO CPEHEN MPOJOIKUTENBHOCTH HKU3HU
(CIDK) wblIeil, BbDKHBAEMOCTH MBILIEH M CTEMEHH 3aluThl OT CMEPTEeNbHOH J03bl BHPYCHOM
nHpeknun, obecneunBacMor mpernapatoM. CTemeHb 3amuThl, ODECIIEYMBACMOH IpenapaToM,
BbIMUCIAIACH KAK pasHulla MEKAY KOIWYECTBOM BBLKHBIINUX JKMBOTHBIX (B HpOLIeHTaX) B
SKCIIEPUMEHTAIbHON IpyIlie, NOJy4aBIlIel JeueHue NpenaparoM, Coaep KaluM 2-(MMUAa30I-4-1i)-
STaHAMHUJ TCHTAHAUOBOU-1,5 KHUCIOTBI, M KOJHYECTBOM BBDKMBIIHX >KHBOTHBIX (B TPOIICHTaxX) B
KOHTPOJIbHOH rpyrime, nony4asineil mianeto. JKHBOTHbIE MONyYany JeYeHne COCTaBaMU MepOpaIbHO
NpH MIOMOLIM 30HAA B Ao3e 60 MI' B IepecueTe Ha 4ejOBeKa, ONMH pa3 B CYyTKH B TedeHHe 3 mHeH 1o
3apakeHusa n 10 mHEH mocie 3apaXeHHA, aHAJOTHYHBIM 00pa30M, >KUBOTHBIC KOHTPOJIBHOH TPYIIIIBI

noay4anu miamebo [20, 33].

Tabnmuna 3. IIpoTHBOBHPYCHOE MAEWCTBHE HOBLIX COCTAaBOB 2-(MMHAA30J-4-KJT)-dTaHAMH/IA
MEeHTAaHIMOBOM-1,5 KHCIOThI COTNIaCHO HacTosiemy u3obperenuto, comepsxkamux N,N'-6uc-[2-(1H-

UMUA30J1-4- W1 )3TWIT | IEHTAaHIUAMHUl, B MOJENH 3KCIePUMEHTAIbHON TPUNNO3HON HHDEeKuuu vy

MBIIIIEH.
JlexapcTBEeHHBIN CIDK, nuu BrepkuBaeMocTh, %

npenapar

ITnane6o 5,68+0,2 15.9+0,6
Cocras 1 11,84+0,3* 69.8+0,8%*
Cocras 2 11,89+0,4* 71,2+0,9*
Cocrag 3 11,94+0,2* 66,3+0,8%*
Cocras 4 12,03+0,2* 68,6+0,7*
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Cocras 5 11,93+0,4* 70,1+0,9*

* MOCTOBEPHOE OTIIMYHE CPelHel NPONOJLKUTEIbHOCTH KH3HH M BBIKHBAEMOCTH Y MBIIICH
3KCIEPUMEHTATbHBIX TPy (cocTaBbl 1-3) OT aHANOTMYHBIX TTOKazaresiell y MbIield KOHTPOILHOM

IPYIIIBL, TOdy4aBiei mianedo.

COCTaBbI 6-8 TAKKEC 3HAYUTCIPHO IMOBLIIIAJIN BELKUBACMOCTDH y MbILHefI BKCHepI/IMeHTaHbeIX
prnn, qToO CBI/II[eTeJ'IbCTByeT O TOM, 4YTO OHH TaKXKe o6na):[a}0T HpOTHBOBHPYCHOﬁ AKTHUBHOCTBHO.
[TpencraBieHHble JaHHBIE TOATBEPKIAIOT, YTO HOBBIE COCTABbI COTNIACHO HACTOAIIEMY H300PETEHHIO,
conepxarmue N,N'-Ouc-[2-(1H-umunazon-4-un)stui]neHrananamMun, oONagaloT MPOTUBOBUPYCHOMN
AKTUBHOCTBIO, qTO HOI[TBep)KZ[aeTCH yBeHI/IquI/IeM CH)K 158 BBIDKHMBACMOCTHU MbIH.Ieﬁ
BKCHepI/IMeHTaJ'IbeIX rpynn o CpaBHeHI/IIO C MbIIIaMHA KOHTpOJ'IbHOfI rpyr[nbl, HOJ'Iy"IaBLHI/IMI/I
miaue6o.

TIpOTUBOBUPYCHOE JIEMCTBHE HOBBLIX COCTABOB COTLJIACHO HACTOSIIEMY I/I306DeTeHI/II-O B

OTHOINICHHH PHUHOBHPYCA.

DKCIEPUMEHT MPOBONWIM Ha OenbiX OeCHOpOmHbIX MbIliax oboux monoB maccoit 8-10 T,
KOTOPBIX PaHAOMU3UPOBAHHO Aenuiad Ha 10 rpymnm, B kaxaoi rpymnmne no 10 >KMBOTHBIX: cOCTaB 1,
cocTas 2, cocras 3, cocraB 4, cocTae 5, coctaB 6, ¢cocTaB 7, COCTaB 8, MPOTOTHI U TPYINA KOHTPOJIS,
nony4asinas raneto. JKMBOTHBIX comepkaiu MO mATh 0coOeil B TepMoperyiupyemMbix Ookcax (c
teMiiepaTypoii B cpeaHem 21°C) npu 12-4yacoBoM LMKJIE JHS U HOYU U C JOCTATOYHBIM KOJIHYECTBOM
BOAbI W THIMU. [l TpOBemeHHsT HUCCIeNOBaHUM OBIT HCIMONB30BAH PHHOBHPYC HYEJIOBEKA,
NpenBapUTEIIbHO TUTPOBAHHBIN Ha MbILIax. MbIeH, TPenBapUTEIbHO HAPKOTH3UPOBAHHBIX 3QUPOM,
UH(QUUIMPOBAIM PUHOBHUPYCOM HHTPAHA3AIbHO. [T OIEHKW NPOTUBOBHPYCHOH 3(h(eKTHBHOCTH
HOBBIX COCTaBOB COTJIACHO HACTOALIEMY H300PETeHMIO, COnepIKamux 2-(MMHUIa30J-4-1iT)-3TaHaMHL
neHtaHanoBoi-1,5 xucmoret u N, N'-6mc-[2-(1H-umuna3on-4-un)3tri| meHTaHAUAMU, TPOBOIMITH
H3MepPEeHHUs] BUPYCHOTO TUTPA B JIETKUX MBIIIEH SKCIEePUMEHTATBHBIX TPYIII MO CPABHEHUIO € TPYMIIOH
KOHTPOJII Ha 2-¢ U 3-¢ CYTKH Mocjie WH(QHUIMPOBAHHSA TMOCPEICTBOM THUTPOBAHHUS BBbIAESISHHOH
JIETOYHOW CYCMEH3WW MbIIIEH B KyJbTYPE KJIETOK MO LUTOMATHYECKOMY 3((DEKTy WK OEHCTBHIO
(LWITJD. KupoTHBIE MOJIyYaNu JIeYeHUEe COCTABAMM EPOPAIBHO MPU MOMOIIU 30HAA B no3e 30 Mr B
nepecueTe Ha YeJOBeKa OAWH pa3 B CYTKH B TeUEHHe 5 JHEeH, aHaJOTHYHbIM 00pa3oM, KHBOTHBIE
KOHTPOJIbHOM TPyIbl monydany mianebo. JleueHue HauumHa M 4depe3 CYTKH MOC/e MH(PULIHPOBAHUA

[28].

Tabmuna 4. TIpoTMBOBHPYCHOE MEWCTBHE HOBBIX COCTABOB 2-(MMHIA30J-4-IT)-3TaHAMK/IA

NEHTAHIMOBON-1,5 KUCIOTBHI COTNacHO HacrosmeMmy uszoOpereHuto, copepxamux N,N'-Ouc-[2-(1H-
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I/IMI/II[aSOH—4—I/IJI)3TI/IH]HeHTaHI[I/IaMI/II[, N0 CPaBHCHUIO C NPOTOTUIIOM B MOAECIU BKCHepHMeHTaHBHOﬁ

PHHOBHPYCHOH MH(EKIH Y MBIIIEH.

Mexapersessii npenapar WH}EKIMOHHBIA TUTP BUPYCAa B JIETKUX MBbIIIEH
Ha 2 CyTKH T0c)ie MHPUIUPOBAHMUS

IMnane6o 4,1240,44

Cocras 1 2,24+0,46*
Cocras 2 2,21+0,37*
Cocras 3 2,20+0,41%*
Cocras 4 2,1940,43*
Cocras 5 2,2240,49%

*  JJOCTOBEpHOE OTIHYME MH(QEKIMOHHOTO THUTpa BHpyca B  JIETKUX  MbIIel
SKCIEePUMEHTANBHBIX TIPyNn (cocTaBbl 1-5) OT HMH(EKLUMOHHOrO THUTpPa BHPYCa B JIETKMX MbIIIei

KOHTPOJIbHON TPYIIIIBI, TONYYaBLICH J1a11e0o0.

CoctaBbl 6-8 Takke CHIDKAJIH WH(PEKUMOHHBIH THUTP BHPYCa B JIETKHX  MBILIEH
9KCMEPUMEHTANBHBIX IPYMIL, YTO CBHUACTEIBCTBYET O TOM, UYTO OHH Takxke O0NaAaroT
HpOTI/IBOBI/IpYCHOfI AKTUBHOCTBIO. HpeHCTaBHeHHbIC AaHHBIE TIOATBEPKIAAOT, YTO HOBBIE COCTABbI
COTJIACHO HACTOSILIEMY n300peTeHuto, cozepKalnue N,N'-6uc-[2-(1H-umugazon-4-
WI)STIWI|NIEHTaHANAMHU, O0JIaJal0oT NPOTUBOBUPYCHOM  AKTHBHOCTBIO, YTO  IMOATBEP)KAACTCS
CHUKEHHUEM TUTPOB BHPYCOB B JIETKMX MBILIEH MO CPABHEHUI) C MBILIAMH KOHTPOJIbHOM TPyMbI,
NOJTy4aBIIUMH I11ane0o0.

Hzobperenne MokeT OBITP HCIONB30BAHO B MEOULUHE, XUMHH, (apManeBTHIeCKOH

MPOMBILIIICHHOCTH.
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DOOPMYJIA H30OBPETEHHUA

1. CoctaB mis JieueHHMs W/WIM MPOPHUIAKTHKHA 3200JICBAHUI NbIXaTEJIbHBIX MyTEH,
BKJIIOYAOIUN 2-(MMHIA30I-4-11)-3TaHAMU TEHTaHAUOBOM-1,5 kucmorel u N,N'-Omc-[2-(1H-
HUMHIa30JT-4- WIT)3TWIT | IEHTAaHIHAMHU/ W/WTH UX (apMaLeBTHYeCKH TIpUeMIeMble COJH.

2. CoctaB mo 1.1, xapaktepusymoinuics Ttem, 4to comep:kut N,N'-Omc-[2-(1H-
UMUIA30/-4- U1 )3TUI| IEHTAaHauaMi ] B kKojmuecTBe MeHee 10,00 macc. %.

3. CoctaB mo 1.2, XapakTepusymwInuiics Tem, uto comepxur N,N'-Oumc-[2-(1H-
UMuna3ona-4-un)stmwi|nenranauamun B konuuectse ot 0,0001% no 10,00 mace.%.

4. CoctaB mo 1.3, XapakTepusymInuics TeMm, uyto coxmep:xkut N,N'-6mc-[2-(1H-
UMHA30J1-4- T )3TWI|IEHTAaHIHaMUl W/HIK ero  (apMaleBTHYSCKH IIpHeMJIeMble COJIH B
konmgectse ot 0,0001 no 1,00% macc.

5. CocTtas 1o 1. 4, xapakTepU3yOLIUICs TeM, 4TO YIOMSHYTHI cocTas cogepkut N,N'-
Ouc-[2-(1H-umunazon-4-ui)sTwi | nenranauamMus B kom4aectee ot 0,05 go 1,00% macc.

6. CocTas 1o 1. 5, XapaKkTepU3YIOLINICS TEM, YTO YIIOMAHYTHIN cocTas comepkut N,N'-
ouc-[2-(1H-umunazon-4-un)stun | neHragauamMun B konuuectse ot 0,10 1o 0,30 % macc.

7. CocTtaB 1o 1.6, XapakTepU3YIOIIHUIACSA TE€M, YTO YIIOMAHYTBINA cOCTaB copepkut N,N'-
ouc-[2-(1H-umunazon-4-un)stwn | nenranaramMun B konudectse ot 0,10 go 0,20% macc.

8. Coctag 1o 1. 2, XapaKTepHu3yIOLUIMICS TEM, YTO YIOMSIHYTBIA cocTaB comepskut N, N'-
Ouc-[2-(1H-umuaa3on1-4-ui)3THi |IIeHTaHauaMuz B konuuectee He Oonee 0,15 % macc.

9. CocraB mo m. 1, XapakTepU3YIOLIHIICA TEM, YTO YIOMSHYTBIA COCTaB CONEPKHUT 2-
(MMUOA30-4-1J1)-3TAHAMEU IEHTAaHOUOBOI-1,5 KUCIOTRI B kKonuuecTre Ooaee 96,00% macc.

10. CocraB mo smobomy u3 mm. 1-9, xapakTepu3yrOLIUiicsS TeM, YTO 3a00JeBaHUs
NPEnCTaBISIOT coOOM 3a00NIeBaHNs BEPXHUX AbIXaTEIbHbBIX MyTEH.

11. Cocrar no mobomy u3 mm. 1-10, xapakTepr3yrOmuiics TeM, 4TO 3a00JIeBaAHMS
BBIOpaHbI U3 Ipymnsl, cocrosuiei u3 OPBU u rpunma.

12. CocraB no mobomy u3 mm. 1-11, xapakTepusyrommiica TeM, 4YTO 3a0OJICBaHHS
BBIOpaHbI W3 TPYIIIbI, COCTOsIEHR W3 pPUHUTA, CHUHYCHTA, PUHOCHMHYyCuTa, (apuHruTa,
Ha30()apUHTUTA, TOH3WLUIHTA, OOJie3HEll TOJOCOBBIX CKJIQAOK M TOPTaHH, Ba3OMOTOPHOTO M
aNNIePrivYecKOro PpUHUTA, OPOHXUTA, OPOHXUONWTA, THCBMOHHH, OpOHXHAIBLHOW acTMBI,

XPOHUYECKOH OOCTPYKTUBHOM OOJIE3HU JNIETKUX, MyKOBHUCLIUI034.
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13. CocraB no modomy u3 mm. 1-12, xapakTepr3ylOIMICS TeM, 4TO 3a00JeBaHMS
BBI3BAHBI BHPYCOM, BBIODAHHBIM K3 TPYIIEI, COCTOSINEH H3 PHHOBHPYCA, DPECHMPATOPHO-
CHHLMTHAIBHOIO BHPYCa, BUPyCca MaparpuIa, BUpyca rpunmna, B Tom ymcie rpunna A, B, C u
D, aneHoBupyca, HOpaBUpPyCa, METAITHEBMOBHPYCAa, KOPOHABUPYCA, XaHTAaBHUpyca, OOKaBUpyca,
Bupyca Kokcaku, supycos rpynnsl ECHO, sHTepoBHpycCa, poTaBupyca, BUpyca repreca.

14. ®apmaLeBTUIECKAs KOMITO3HLIMS 1A JISYEHUs W/WK MpoQUIakTHKK 3a00neBaHui
ABIXATENbHBIX MyTeH, MPUUYeM YIIOMSIHYTasi KOMIIO3ULUS COAEPKUT B 3(P(peKTHBHOM KONUUECTBE
coctas mo Jrobomy u3 mm. 1-13 u mo MeHbIIeH Mepe oguH (papMaleBTHYECKH NPUEMIIEMBIN
HOCHUTEb.

15. JlexapcTBeHHOe CpPEACTBO IJ JIeUeHWs] WWiM npopuIakTUku 3aboneBaHUi
ABIXaTeNIbHBIX MyTel B BHUAE TA0JETOK, KAICyJl UM CUPOIA, IOMELIEHHBIX B (papMaleBTHIeCKH
OPUEMIIEMYIO YIIAKOBKY, IIPHYEM YIIOMSIHYTOE CPEACTBO COAEPKUT B 3(P(HEKTHBHOM KOIHYECTBE
cocTaB 1o JroboMy u3 mi. 1-13 win GpapManeBTUYecKyr0 KOMIO3UIUIO I10 1. 12.

16. JlekapctBenHas dopma Jauad  JNedeHWs W/UIM TPOGUIAKTHKH 3a00JeBaHuH
ABIXAaTENbHBIX MyTeH B BHIE TAOJETOK, KANCyJ MW CHPOIA, OMEIIEHHBIX B (apManeBTHYECKH
NpHeMIIEMYI0 YIAKOBKY, IIPHYEM YIOMSIHYTOE€ CPEACTBO CONEPKUT B 3(P(PEeKTHBHOM KOIHMUECTBE
cocTas 1o modomy u3 nm. 1-13, dpapManeBTHUECKYI0 KOMIIO3ULIMIO IO T1. 12 WM JIeKapCTBEHHOE
cpencTso no m. 13.

17. IIpuMeHeHne cocTtaBa MO I. 1 A nedeHus W/mny npoduiakTuky 3aboneBaHUi
IBIXaTeIbHBIX MyTei.

18. [IpumeHeHne papMaeBTHUECKONW KOMITO3HIMK M0 M. 14, JTeKapCTBEHHOTO CPEICTBA
no m. 15 uiaM roToBOH JEeKapCTBEHHOH (opMbl MO M. 16 i JedeHus W/uiM npouiIakTUKH

3a00JIeBaHNH ABIXaTENbHBIX MyTEH.
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