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JICYSHUIO U TTPOHIIAKTHUKE TePIIETHIECKNX MH(EKITHH.
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OIIMCAHHUE U30BPETEHHUSA

560689EA/032

YCTPOMCTBA JJISL HNHTPABAT'MHAJIBHOI'O INPUMEHEHMUS],
BK/IIOYAKOIIME NPOTUBOBUPYCHBIE COEJUHEHUA

Hacrosimee wn3o0peTreHne OTHOCHTCS K WHTPABarMHAJIbHBIM YCTPOMCTBaM, KOTOpBIE
BBICBOOOXKIAIOT TPOTHUBOBHPYCHBbIE COEAMHEHUs. B wacTHOCTH, Hacrosiee H300peTeHne
OTHOCHUTCSl K MHTPAaBarMHAJIbHBIM KOJBIEBBIM YCTPONCTBAM JJIsi BarMHAJIBHOTO BBEACHMS IIO
MEHbBIIEH Mepe OAHOTO TPOTUBOBHPYCHOTO JIEKAPCTBEHHOIO BEINECTBA, BKIJIIOYAIOIIETO
aHTurepnernyeckoe coequHenne N-[S-(amunocynbdonmn)-4-metni-1,3-tuazon-2-mi]-N-meTui-
2-[4-(2-mupunnnun)-penni|-aneramun (nanee Taxke ykazaHo kKak “IIpurenusup’) Wiiu ero Cojm.
Hacrosmee n3oOpereHne MosTOMy OTHOCHUTCS K JICUEHHIO U TNMPOPUIAKTUKE TepreTHYeCKUX
UH(PEKIHH.

IIpeanochliku co3aanus H300peTeHHs

Bupycsl mpocroro reprieca (BII') 4acTo BbI3BIBAIOT MH(GEKLUH PA3IUYHBIX OPTAHOB Y
YeJIOBeka, HalpuMep, KOXKH, IOJIOCTU PTa, ropia, Ija3, LEHTPaJbHOW HEPBHOM CHUCTEMBbI U
aHoreHuresnpHON obmactu. BIIIT moxHO pasnmenuth Ha aBa tuna, BIII tuna 1 (BIIT-1) u BIIT
tuna 2 (BIII-2). B to Bpems kak BIII'-1 mpenmyIinecTBeHHO HHPUIMPYET KOXY, MOJIOCTh PTa,
ropyo, rijas, LEHTpalbHyK HepBHYIO cucteMmy, BIII'-2 mpenMylecTBEHHO OTBETCTBEHEH 3a
aHoreHutenbHble uHOpexuuun. OpgHako o6a tunma BIII moryt wuHpuuupoBaTh JHOOOH U3
BBILIETIEPEUNCIIEHHBIX OPIaHOB.

BIIT-1 w/unm BIIT-2 undexkuuu SBIAIOTCS NPUUMHOW 3a00JI€BAaHUM, TaKHX Kak
Ja0uanbHeli repriec (reprneTHyeckasl JIMXOpajgka MNpeuMyliecTBeHHO Bceienctsue BII-1
uH(EKIHii), TeHUTaIbHbIA repriec (npeumymiectBeHHO Bcnenctsue BIIN-2 uHdexumii), HO B
PEIKUX CIIy4asiX TAK)KE MOTYT BBI3BIBATH TSKEJIbIE 3a00JIeBaHUS, TAKUE KAK KEPATHT U SHLE(AITHUT.
OTH BUPYCHI paCIPOCTPAHEHBI 110 BCEMY MHUPY. XOPOIIO H3BECTHBIM JIEKAPCTBEHHBIM CPEACTBOM,
UCTIONB3YEMBIM JIJIsl JIUeHUs] MH(PEKLUH, BbI3IBAEMBIX BHPYCOM MPOCTOTO reprieca, sBIsIeTCs
aruKIoBUp  (2-amMuHO-1,9-nurunpo-9-((2-rugpokcusTokCu)MeT )-6H-ypuH-6-0H), KOTOpPBIH
SIBJIIETCSI CHEUU(PUIECKUM HHTHOUTOPOM BHPYCHOH MOJUMEpasbl J1€30KCHPUOOHYKJIEHHOBOM
kucaotsl (JIHK).

AHOreHuTanbHble HMHPEKUUH OOBIYHO BO3HHKAIOT B PE3yJIbTaTe IIOJIOBOTO aKTa.
My K4YHHBI 3apaskaroTcsi peske, YeM JKeHIIHHbI. [IpesepBatuBbl obecneunBaroT 3amuty ot BIII -
uHpekmmid. Takum 00pa3oM, He3alMIIEHHBIA MOJIOBOU akT 0e3 Mpe3epBaTUBOB MPEACTABIISET
co00li BO3MOKHOCTb PACIIPOCTPAHEHUS BHPYCa HA paHee He MHPUIMPOBAHHBIX JuI. Kpome Toro,
B YACTHOCTH, BarrHajJbHbIE TepHEeTHYECKHe HH(PEKUUU MPEACTABISIOT COOOW peAKuil, HO
Cepbe3HBIH PUCK Pa3BUTHS MOCIEPOAOBBIX HH(PEKUNH Y HOBOPOXKIACHHBbIX. Braranuie sBisieTcst
BaKHBIM MECTOM NPUMEHEHHUS JJIsl TOCTABKH JIEKAPCTBEHHBIX CPEACTB, OCOOEHHO ISl MECTHOH
TEparuy Pa3NYHBIX 3a00JIEBaHUH, TaKMX Kak OakTepuajbHble, TPUOKOBbIE U MPOTO30IHbIE
uHpekwn, 111 npopuiIakTHKH BuUpyca HMMyHoneduumrta uenoseka (BUY), nocraBku
NPOTHBO3a4aTOYHBIX CPEACTB, CIEPMHULMIOB WM WHAYKTOPOB PONOB, a TAaKXKe UIA JICYCHHUS

npenpakoBbeix nopakenuii [Pereira R.R., Bruschi M.L., Vaginal mucoadhesive drug delivery



systems, Drug Dev. Ind. Pharm. 2012; 38:643-652; Hussain A., Ahsan F., The vagina as a route
for systemic drug delivery, J. Control. Release, 2005; 103:301-313; Valenta C., The use of
mucoadhesive polymers in vaginal delivery. Adv. Drug Deliv. Rev. 2005; 57: 1692-1712]. Ono
TAK)K€ MOXKET CIyXWUTb B KaueCTB€ aJbTEPHATUBHOIO NyTHU MAJid CHUCTEMHONH JOCTaBKU
nexapcreeHHbIX cpenacts [Owen D H., Katz D F., A vaginal fluid simulant. Contraception 1999;
59:91-95]. 3apmaueit sABNsETCS CO3MAaHME BHYTPUBJIATAJUIIHBIX  YCTPOWUCTB, KOTOPBIE
OITHOBPEMEHHO SIBJISIFOTCSl HEpa3ApakaloIUMH, OMOCOBMECTHMBIMH M OWOCTaOWJIBHBIMU U
KOTOpble 00eCreunBaroT BbICBOOOKAEHNE 3(()EKTUBHBIX KOJWYECTB AKTUBHBIX MHIPEIHEHTOB.
OTH UHTPEOUEHTHI HE JOJDKHBI BBICBOOOKAATHCS C UPE3MEPHON CKOPOCTBIO, HO JTOJKHBI OBbITh
NOAXONALIMMH  Juig  obecriedeHus: 3>(PQPEKTUBHONH HO3bI COOTBETCTBYIOLIETO AaKTHUBHOTO
UHTPEIUEHTa B TeueHHe TpeOyemMoro mepuoia JeUeHHs MAlUeHTa, HYKIAIOIErocsi B STOM.
WO02014/113693 Al  packpelBaeT OCMOTHYECKHE HAcOChl €  MOAUDUIUPOBAHHBIM
BbICBOOOXKIeHNEeM 1Jis1 pH-4yBCTBUTENBHON BHYTPHUBIIATAIUINHON JOCTABKH JIEKAPCTBEHHBIX
CPEACTB, M B [UJIMHHBIX IepeYHsiX yka3aHo, uyto BII' MHpEeKIMH MOXKHO JEYUTh C
UCIOJIb30BAHUEM, HAIPUMEP, ALMKJIOBUPA U JPYTHX IPOTUBOBUPY CHBIX JIEKAPCTBEHHBIX CPELICTB.
OnHako CywecTByeT MOTPEeOHOCTh B CO3AAHUHM HOBBIX M 3((EKTHBHBIX CPEACTB U METONOB
JeYeHus] ¥ NMPOPUIAKTUKN TepreTHYeckux nHdpekmi, B yactHocTH, BIIIT ek moJoBbIx
MyTeN.

Hacrosimee wn3oOpereHne HAmpaBiIeHO HAa JOCTMDKEHHE BBILICYKA3aHHBIX LeNed |
NPEeACTaBIsIeT HHTPaBArHHAJIbHBIE YCTPONCTBA 1Jisl BBeAeHHs [IpuTenuBupa, a Tak:ke CriocoObl HX
npuMmeHenus. [lputenuBup sBIsieTCS HKCNEPUMEHTAJIbHBIM MPOTHBOBUPYCHBIM COEAHMHEHUEM,
nonie3ubiM it Jiedenuss BIID (tuma 1 w Tuma 2, COOTBETCTBEHHO), Kak packpbito B WO
2006103011 Al. OH siBasieTcsl MEPBBIM B HOBOM KJIACCE MPOTHUBOBHUPYCHBIX CPEACTB, KOTOPbHIE
uHruoupyroT perummkauuto BIIT nmyTeM HanpaBieHHOTO BO3IEHCTBHS HA (PePMEHTHBIH KOMILIEKC
BUpPYCHasl rejukasa-npumasza. B ornuume ot Oosiee TPaIUIIMOHHBIX HYKJICO3UAHBIX aHAJOTOB,
UCTIONIb3YEMBIX ISl JiedeHus] TeHuTajdbHbiX BII-2 wuHpekuwii, Takux Kak aLUKIOBHP,
[MpurenuBup He Tpebyer aktuBammu nyteM (QochopwiupoBaHuss U aKTUBEH B
HEMH(UIIUPOBAHHBIX KJIeTKaX. [IpUTETUBUDP MPOSBISET CHIBHYIO aKTUBHOCTb i VifFO TIPOTHUB
n3onsaTos BIII'-1 u BIII'-2, BkirO4asi lITaMMbI, PE3UCTEHTHBIE K HYKJIEO3UIHBIM aHAJIOram, U
nokasai 3 QeKTHBHOCTD B UCCIEAOBAHUIX HA JKUBOTHBIX, BKJIFOYAs HCCIEIOBAHUE TE€HUTABHON
UHQEKIMH y MOPCKHX CBHHOK. Takxke cooOmanoch, uto IlputenuBup CHHXKaeT 4acToOTy
BbIieNieHHUs] reHuTabHOro BIIT 1 KONMMYeCcTBO qHEH ¢ MOpaKeHUSIMH J0303aBUCUMBIM 00Pa3oM y
MY>KYUH U KEHIIUH C M€HUTAJbHBIM I'epIiecOM, KOTOpble B OCTAJbHOM SIBJISIFOTCSI 30POBBIMU
[Wald, A, et al., Effect of Pritelivir Compared With Valacyclovir on Genital HSV-2 Shedding in
Patients With Frequent Recurrences: A Randomized Clinical Trial. JAMA, 2016. 316(23): p.
2495-2503; Wald, A, et al., Helicase-primase inhibitor pritelivir for HSV-2 infection. N Engl J
Med, 2014. 370(3): p. 201-10].

Onucanue yeprexei

@ur. 1: PenpesentaruBHpie BIXKX xpomartorpammsel ansi 8 MKI/MI  pacTBOPOB

[IpurenuBupa B BHIe cBOOOmHOro ocHoBaHus (A) m meswnatHod conmu Ilpurenmusupa (B) c



cambIiMH OonblrMu ukamu ripu 2,887 mun (Pur. 1(A) u npu 2,884 mun Ha @ur. 1B) B cmecu
1:1 uzonmponanos/H,0.

@ur. 2: PenpesenrtatuBaeie Tepmorpammbl DSC (muddepenHnmanbHas CKaHUpPYROIIAs
kamopumerpusi) u  TGA  (TepMOrpaBUMETPUYECKHH aHaiN3) CBOOOJHOIO  OCHOBAHHS
IIputenusupa. IlputenuBup mnokas3bplBaeT JBa TEIUIOBBIX mepexona, MeHpmuii npu 118°C
(KOTOpBI OTHOCAT 3a CYET IMOTEPH PACTBOPUTENS KPUCTAUIM3ALMU WHIH MOJIUMOp(HOro
nepexo/ia) ¥ OCHOBHOM Mepexo]] KpUCTaJUIMYECKOTo BellecTsa B paciuias mpu 206°C

@ur. 3: PenpesentaruBHas DSC kpuBas oOpasma, Bkmouaromero 10% wacc/mace
cBobomHOrO ocHOBaHUs IlpurenuBupa B cuiukoHOBOM 3jacromepe DDU 4320. AbcomoTHO
TAKOE JK€ MOBEIEeHUE NPH TEPMUYECKOM BO3AeicTBUM HaOmonaroT s IlpurenuBupa B BHAe
CBOOOIHOTO OCHOBAHUSI MPH BKJIOYEHUU B CHUJIMKOHOBBIN 3jlacToMep npu KoHmeHtparu 10%
macc/macc.

@ur. 4: PenpesenratuBnuble Tepmorpammbl DSC (nuddepennmanbHas ckaHUpyrOIIas
kanopumetpusi) 1 TGA (TepMmorpaBUMeTpHYECKHI aHanu3) me3mnaTHoi conu [Ipurenusupa.
ITonaBaemblii MaTepua, MPEACTABISIOIMNE COOOM Me3unaTHyr cosib [IpurenuBupa, mokasal
OueHb IMpOKUi mnepexox B auamaszone 110-170°C, ¢ mnoaTBepKAEHHEM TeMIIEPaTyphbl
pasnokeHus JekapcTBeHHOro Bemectsa Bbiile 210°C. Ha ocHOBaHMM CONMYTCTBYIOLINX JAaHHBIX
TGA, oka3ajnoch, 4YTO ATOT INUPOKHH Mepexox OOYyCJIOBJIEH ABYMsI HPOLIECCAMH. IOTEps
pactBoputens Mexay 120 u 160°C ¢ nocnenyromuM IiaBlIeHueM KpUCTAJUINYECKON Me3UIaTHON
conu [Ipurenusupa npu 170°C.

®ur. 5. PenpesenraruBnas DSC kpuBas oOpasua, Bkirouaromero 10% wmacc/mace
Me3mnaTHoH conu Ilputenusupa B cunukoHoBoM ssactomepe DDU 4320. Tennossle nepexoasl,
HabJronaeMble 1Jist oOpasua Me3maTHoi conu [IpuTenuBupa+CUITNKOH

@ur. 6: lanHble BbICBOOOXKAEHMs in vitro kak mjsi [IpurenuBupa B Bume CBOOOIHOTO
ocHoBanmsi (PVR), tak u mesmnatHoi conu IlpurenuBupa (PVR-M) u3 BarmHaJ bHBIX KOJIEL]
MaTPUYHOTO THUIIA U3 CUIIMKOHOBOTO 3yactoMepa (A). I'paduku KyMyISITUBHOE BBICBOOOKACHUE
vs. Bpems (B) m KyMynsTHBHOE BBICBOOOXKAECHME VS. KBaApaTHbIN KopeHb BpemeHH (C) Ha
OCHOBAHMH €KEIHEBHBIX TAHHBIX BHICBOOOMKIEHUS

@ur. 7: Cpennue npoduin KOHLUEHTpauus B Iia3me-spemst aiis [Ipurenusupa B BUnIe
CBOOOJHOTO OCHOBaHHUSI IOCJE€ WHTPABAarMHAJIBHOTO BBEACHUS BArMHAIBHOTO  KOJbBIIA,
comepxamero 40 mr csobomnoro ocHoBaHus llpurtenuBupa wim 49,6 Mr mMe3wiaTHOH COJU
ITpurenuBupa, camkam obe3bsiH (Paza 1)

@ur. 8: CpenHue npoduin KOHLUEHTpauus B IIa3Me-BpeMs ais [Ipurenusupa B BUze
CBOOOJHOTO OCHOBaHHUSI IIOCJ€ HWHTPABAarMHAJIbHOTO BBEACHUS BArMHAIBHOTO  KOJbBIIA,
cogepxamero 240 mr cobomHoro ocHoBanusi IlpurenuBupa winm 297 Mr Me3wsIaTHOW CONU
[TpurenuBupa, camkam obe3bsiH (Paza 2)

@ur. 9: Cpennue npoduin KOHLUEHTpauus B Iia3Mme-speMst ans [Ipurenusupa B BUze
CBOOOJHOTO OCHOBaHHMsSI B BarMHAJIBHOW JKUAKOCTH TIOCJI€ HHTPABArMHAIBHOTO BBEICHUS
BAarMHAJIBHOTO KOJIbLa, comepkamero 40 mMr ceobogHOro ocHoBanus [IpurenuBupa mim 49,6 mr

me3mnaTHol cou IlpurenuBupa, camkam obe3bsiH (Paza 1)



@ur. 10: Cpennue npodrin KOHIEHTpaLys B ruiasMe-spemsi st [Ipurenusupa B BUze
CBOOOJHOTO OCHOBaHHUsSI B BarvHAJIBHOM JKUAKOCTH TIOCJI€ HHTPABArMHAIBHOTO BBEICHUS
BAarMHAJIBHOTO KOJIbIIA, conepskamero 240 mr ceobonHoro ocHoBanus [lputenusupa nnm 297 mr
mesmunaTHoH conu [lpurenuBupa, camkam o0e3bsiH (Dasa 2)

@ur. 11: CpaBHeHHe KOHLIEHTpaUUi B TKaHAX B 3aBUCUMOCTH OT ECs, 3HaueHuii B
KJIETOYHOU KyJabType aist BIIT

IToapoGHoe onucanue u300peTeHUs

Cumraercs, 4Yro mepen TNOAPOOHBIM OIMCAHMEM H300peTeHHs LEenecooOpa3Ho
NPEACTABUTD OIPENENIEHUs] HEKOTOPBIX TEXHHMYECKHUX TEPMUHOB, HCIOJIb3YEMBIX B OIHCAHHH.
Xora Hacrosimee u3oOpereHHe OyJIeT ONHMCAaHO B OTHOIIEHHH KOHKPETHBIX BapHUaHTOB
OCYILECTBJIEHUS, 5TO ONHMCAHUE HE CIeNyeT pacCMaTpUBaTh B OTPAaHUYUTENBLHOM cMbicie. Ilepen
NOAPOOHBIM OMICAHUEM WILUTIOCTPATUBHBIX BAPUAHTOB OCYIIECTBJIEHHUS HACTOSIIEr 0 H300pEeTeHUs
IPEeACTABIICHbI ONPEAEICHNs], BAXKHbIE 1JI1 TOHUMAaHHS HACTOSIIIEro H300peTeH .

Kak ucnonb3yercst B 3TOM ONHMCAaHUU M B mpuiiaraeMoil Gopmysie uzodperenusi, Gopmbl
€IMHCTBEHHOrO 4YHCJla, OmpejaessieMble apTUKIAMUA "a" wu  "an", Takke BKIIOYAIOT
COOTBETCTBYIOLIHE (POPMbI MHOKECTBEHHOTO YHCIIA, €CJTH KOHTEKCT SIBHO HE JUKTYET HHOE.

B xoHTeKcTe HaCTOsIIero H300peTeH st TEPMUHBI "OKOJI0" U "MPUOIU3UTENbHO" O3HAYAIOT
MHTEPBAJ TOYHOCTH, KOTOPBIH, KaK JOJDKHO ObITh MOHSTHO CHELUAUCTY B JAHHOH 00JacTH, TeM
He MeHee JOJDKEH 00ecrednBaTh TeXHUUECKHH 3(PQeKT paccMaTpuBaeMoro npusHaka. TepMuH
OOBIYHO YKa3bIBA€T OTKJIOHEHHE OT YKa3aHHOT'O YHUCJIOBOro 3HaueHus + 20%, NMpennodYTUTEIbHO
+ 15%, Gonee npeanoururensHo = 10% u emne Oojiee mpeAnoYTUTENBHO £+ 5%.

JIOJKHO OBITh TMOHSITHO, YTO TEPMHUH "BKIIIOYAIOIIMNA" HE SIBJISIETCS OTPAHMYHBAIOIINM.
Jlns ueneil HacToOsIEro U300peTeHHsI TEPMHUH "COCTOSIINI M3" CYUTAETCS MPEATIOYTHTETbHBIM
BapHAHTOM OCYLIECTBJIEHUs TepMUHA "BKIrodaromuit”. Ecnu 31ech U ganee rpyImna onpeaeneHa
KaK BKJIFOUAIOLIasi IO MEHbLICH Mepe ONpeNeIeHHOe KOJUYECTBO BAPUAHTOB OCY IIECTBIICHUS, 3TO
NOJPA3yMEBAET, YTO TAKKE OXBATHIBACTCS IPYTIIA, KOTOPAst MPEANIOUTUTEIHEHO COCTOHT TOJIBKO U3
STHX BAPUAHTOB OCYIIECTBJICHUS.

Kpowme Toro, Tepmunsl "nepseiii”, "BTopoit”, "tpetuit” umm "(a)", "(b)", "(c)", "(d)" u T.4.
U T.II. B ONUCAHUH U B (HOpMyJie M300pETeHHsT HUCIOJB3YIOTCS I PA3TPAHUYCHUS MOXOMNKHX
3JIEMEHTOB M, HeOoOs3aTeNbHO, Uil OIMMCAHUS IMOCIENOBATEIBHOIO MM XPOHOJIOTHYECKOTO
nopsinka. Crenyer MOHMMAaTh, YTO HCHOJb3YE€Mble TaKMM OOpa3OM TEPMHUHBI SIBJISFOTCS
B3aMMO3aMEHSIEMbIMU B COOTBETCTBYIOIINX OOCTOSITEIBCTBAX M YTO BAPHAHTHI OCYIIECTBICHUS
n300peTeHNs, ONTMCAHHBIE B HACTOSIIIEH 3asBKe, MOTYT paboTaTh B APYTHUX IMOCIEAOBATENBHOCTSIX,
OTJIMYHBIX OT OMHCAHHBIX WIH MPOMLTIOCTPHPOBAHHBIX B HACTOSIIECH 3asIBKE.

B caydae, ecnn Tepmunsl "niepsbiit”, "Bropoit”, "tperunit” nmm "(a)", "(b)", "(c)", "(d)" u
T.A. OTHOCATCS K CTaAMsiM crocoda WM NMPUMEHEHHs, HET HUKAaKOH COTJIaCOBAaHHOCTH, YTO
KacaeTrcs BPEMEHH WM BPEMEHHOTO WHTEpBAJa MEKOY CTAgusIMH, T.€. CTaAHUH MOTYT
OCYIECTBJISATHCS] OTHOBPEMEHHO MJIM MOTYT CYIECTBOBATh BPEMEHHBIE HHTEPBAJIBI B HECKOJIBKO
CeKYHJ, MUHYT, YacOB, THEH, HEeJeJIb, MECSIIEB WIN JaKe JIET MEKAY TAKUMHU CTaIUsIMH, €CITU B

3asBKE€ HEC YKa3aHO MHOEC, KaK M3JIOKCHO BBILIC WU HUKE B HaCTOﬂHlefI 3asdBKEC.



B cooTBeTcTBHM ¢ HACTOALTNM H300pETEHNEM, TEPMUH "TIPOTHBOBUPYCHOE 3(pdexTrBHOE
KOJIM4eCTBO" O3Ha4aeT o0Iee KOJMYECTBO KaKIOrO aKTHBHOI'O KOMITOHEHTA, JOCTATOUYHOE JIS
3HAYUMOHN MOJIB3bl, 0OecneunBaeMOn Ui MAlMeHTa, TO €CThb H3JIEYeHHE OCTPBIX COCTOSHUM,
XapakTepu3yrlieecss MHIMOMpOBaHHEM BHUPYCHOW uHpexknmu repreca. llpu mpumeneHun K
OTAENbHOMY aKTHBHOMY HHIPEAMEHTY, BBOJUMOMY OTHEJIBbHO, TEPMUH OTHOCHTCS TOJBKO K
3TOMy HUHrpenueHty. [IpumMeHuTeNbHO K KOMOWHAIIMH, TEPMHH OTHOCHTCS K OOBEJUHEHHBIM
KOJINYE€CTBAM AaKTHBHBIX WHIPEIUEHTOB, KOTOpPbIE NPHUBOMAT K TEPareBTHYECKOMY 3(QeKTy,
HE3aBUCHMO OT TOTO, BBOAATCS JIN OHU B KOMOMHALIUH, TTOCIIEIOBATEIbHO MM OTHOBPEMEHHO.

TepmuHb! "ne4ynTh, IeHalui, jeuyeHne", Kak OHU UCTIONB3YIOTCS B OMIHMCAHUU U B (hOpMYyJIe
n300peTeHus, O3HAYaIT MPEeAOTBpaIleHHe WM ocjadieHue 3a00JIeBaHM, CBSI3aHHBIX C
reprecBupycHoll uHpekiuel. TepMuHbpl "mpodunakThka WM TpPeAOTBpalleHHue", Kak OHHU
UCTIONB3YIOTCS B ONTMCAHUU U B OpMyJie H300pETEHUs], OTHOCATCS K BBEACHUIO UJTH IPUMEHEHUIO
pPACKpBITBIX B  HACTOSLIEH 3asBKE COENMHEHMH WJIM  KOMIO3ULMHM Ui 3aIlUTHI
HEMH(UIUPOBAHHOTO  OpraHM3Ma WM  HEUH()HUIMPOBAHHOH  KJIETKHM OpraHu3Ma  oOT
UHQUIUPOBAHUS, T.€. OPraHU3M MOXKET OBITb 3apakeH BHPYCOM, HO NPEIOTBPALIAETCS
pacrpocTpaHeHHe BUpycCa B OpraHusMe (OT KJIETKH K KJIETKe) WIH B COLMAJbHOH cpene
opranmsma. OpraHusM MOKeT ObITb OPraHU3MOM YeJIOBEKa WM APYroro Mjekomuraroiero. B
OITHOM acrekTe n300peTeHnst OpraHu3M, KOTOPOMY BBOZASAT COeIMHEHUE WIH (HapMaleBTHYECKYIO
KOMITO3HLIMIO, TPEACTABIsIET COOOH deIoBeKa, KOTOPbI HMHOUIMPOBAH BHPYCOM reprieca,
Hanpumep BIII-1 w/unm BII-2, wiu yenoBeka, y KOTOPOrO MMEETCS] OMACHOCTh 3apakKeHUs
TAKMMHU BUPYCAMU.

B koHTekcTe HacTOSIEro W300peTeHUs] TEPMHH "HEMEIUIGHHOE BBICBOOOXKICHHE"
OTHOCHTCS] K KUHETHKE BbICBOOOXKIEHHSI JIEKAPCTBEHHOTO CPEACTBA M3 KOJIbLIEBOTO YCTPOICTBA,
KOTZIa 3HAYUTEIBHOE KOJIMYECTBO JIEKAPCTBEHHOTO CPEACTBA BICBOOOKIAETCS B TEUEHHE MIEPBbIX
24 4yacoB MoCJjie BBEACHMs. B KOHTEKCTe HACTOSIIEro n300peTeHus "B3pbIBHOE" BHICBOOOKICHME
OOBIYHO OTHOCHUTCS K HEMEIJICHHOMY BBICBOOOKIEHHIO JIEKAPCTBEHHOT'O CPEIICTBA M3 YCTPOICTBA.

B KOHTEKCTe HacTOsIIero Hu300peTeHus TEPMHH "3aMeIUIEHHOE BBICBOOOXKIEHHE"
OTHOCHTCS] K KHHETHKE BbICBOOOKIEHHSI JIEKAPCTBEHHOTO CPEACTBA M3 KOJIbLIEBOTO YCTPOICTBA,
KOTZa JIEKapPCTBEHHOE CPEACTBO TOCTOSTHHO BBICBOOOXKIAETCS W3 KOJBLEBOTO YCTPOWCTBA B
TE€YeHHE HECKOJIbKHX JTHEH, Heleb UJIH MECSIIEB.

B koHTekcTe HacTOsero M300peTeHUss TEPMHH "KOHTPOJHMPYEMOe BBICBOOOKAEeHHE"
OTHOCHTCS] K KHUHETHKE BbICBOOOXKIEHHSI JIEKAPCTBEHHOT'O CPEACTBA M3 KOJIbLIEBOTO YCTPOICTBA,
KOTZa BbICBOOOXKIEHHE JIEKAPCTBEHHOTO CPEICTBA 3aBUCUT OT XAaPaKTEPUCTUK YCTPOMCTBA,
HarpuMep, TUTIA TIOJIUMEpa.

Omnpenenenne (U3NIECKUX U XUMHUYECKUX XAPAKTEPUCTHK CBOOOAHOTO OCHOBAHHS U
Me3WIaTHONM conu lIpuTenusBupa, yKa3aHHBIX B HACTOSALIEH 3asBKE, OCYILIECTBISIU C
UCTIONIb30BaHUEM (papMaKOTEHHBIX METOIOB B COOTBETCTBUH ¢ EBpomneiickoit ¢papmakoneeii (Ph.
Eur.) u/unu ®@apmaxoneiinoii kousenuueit CIIIA (USP).

B cooTBercTBHM € HACTOSIIMM H300pETEHHEM, KOJIBLO MATPUYHOIO THIIA OTHOCHTCS K

KOJIBLIEBOMY YCTPOMCTBY, MOJYYEHHOMY W3 MOJUMEPHOW MAaTPHULbI, B KOTOPOH JIEKAPCTBEHHOE



CPEACTBO JIUCHEPrHpPOBaHO (HM3MYECKH W/WIM  MOJIEKYJISIpHO. TUNHMYHAs  KUHETHKA
BBICBOOOXKIEHHSI ONPEAEIISIETCS MEXaHU3MaMH pacTBOpeHus u nuddys3un.

Hmwxe B Hacrosimeil 3asBKe pas3JW4HbE BapHAHTBl OCYLIECTBICHHUS H300PETEHHS
NosCHIOTCST Oosee moxpoOHO. Besne, rme ykasaHel COOTBETCTBYIOIIME AaJbTEPHATUBBI, YTO
Kacaercs WHIPEANEHTOB B  KOMIIO3ULMSX, THUMOB (DapMaleBTHUECKUX  KOMITO3HUIIHH,
KOHLIEHTPALUI MHIPEANEHTOB, IEPUOIOB BPEMEHH BBEICHUS, YaCTOThl BBEACHUS, MEIULITHCKIX
MOKa3aHUHN, TOJIEKALTNX JICUSHHIO, CTIELMAJIICTy B JAHHOW 00JacTh cpasy OyAeT MOHATHO, YTO
MOTYT OBbITh NOJYYEHbI OTAENbHbIE KOMOMHALIUU TIPH YCIOBHHU, YTO 3TO TEXHUYECKH BO3MOXKHO
WU €CJIU SIBHO HE YKA3aHO HHOE.

®opma cBobonHoro ocHoanus [Iputenusupa nokasana B @opmyie (I):
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Dopmyna (I):

Tepmun(tepmunbl) "mpoduaakTHKa W/WIM TNpPenoTBpalleHue" WM  aHAJIOTHYHBIN
TEPMHH(TEPMHHBI) B O0JIACTH, OTHOCSILIEHCS K HACTOSIIEMY M300pPETeHHUIO, Kak OyIeT OYeBUIHO
CHeLMAIMCTaM B JAHHOH OONACTH TEXHUKH, O3HAYAIOT MOAABJICHHE WM YMEHbIIEHUE PELUINBa
UHpEKIMA WM TONABJIEHHEe WK yMeHblueHue nepenauyn uHpekmuu BIIT-1 wiu BIIT-2. B
KOHTEKCTe H300peTeHus TepMHUH(TePMHUHbI) "MPO(QUIAKTUKA W/WIKM MpeaoTBpameHne” He
O3HAYaeT, Jake MPU CAMOM IIMPOKOW MPHUEMIIEMON HHTEPIPETALUH, TOJHOEe U abCONOTHOE
OTCYTCTBUE KaKHX-THOO WH(EKLMOHHBIX BUPYCHBIX YACTHI] WM WHOUIHPOBAHHBIX KJIETOK Y
nauuMeHTa. B JOKyMeHTaxX MpeaIiecTBYIOMEro YPOBHS TEXHUKU Takasi TMO3ULUS SIBJISIETCSI
pasyMHOH B 00JAaCTHM TEXHHMKH, OTHOCSIIIEHCS K pacKpbIBaeMOMY Mpeamery uszoOpereHus. B
MOJ/IEPIKKY STHX ONpeneseHuH TepMUHA(TEPMHUHOB) "mpoduakTUKa WU MpenoTBpaieHue”
clieyroure myOJIHKaly BKIIFOYEHbI B HACTOSILYIO 3asIBKY MOCPEICTBOM CChLIKH:

Abdool Karim, S.S., et al. (2015). Tenofovir Gel for the Prevention of Herpes Simplex
Virus Type 2 Infection. N Engl. ] Med 373, 530-539.

Andrei, G. et al (2011). Topical tenofovir, a microbicide effective against HIV, inhibits
herpes simplex virus-2 replication. Cell Host. Microbe 10, 379-389.

Corey, L., et al,, (2004). Once-daily valacyclovir to reduce the risk of transmission of
genital herpes. N. Engl. J. Med. 350, 11-20.

Gold, D, and Corey, L., MINIREVIEW Acyclovir Prophylaxis for Herpes Simplex Virus
Infection. Antimicrobial Agents and Chemotherapy, Mar. 1987, p. 361-367.

Kleymann, G, et al. (2002). New helicase-primase inhibitors as drug candidates for the
treatment of herpes simplex disease. Nat. Med. 8, 392-398.

Mertz, GJ., et al., (1985). Frequency of acquisition of first-episode genital infection with

herpes simplex virus from symptomatic and asymptomatic source contacts. Sex Transm. Dis. 12,



33-39.

Reitano, M., et al., (1998). Valaciclovir for the suppression of recurrent genital herpes
simplex virus infection: a large-scale dose range-finding study. International Valaciclovir HSV
Study Group. J. Infect. Dis. 178, 603-610.

Schiffer, J.T., et al., (1997). Frequent genital herpes simplex virus 2 shedding in
immunocompetent women. Effect of acyclovir treatment. J. Clin Invest 99, 1092-1097.

Tyring, S., Baker, D., Snowden, W., Valacyclovir for Herpes Simplex Virus Infection:
Long-Term Safety and Sustained Efficacy after 20 Years’ Experience with Acyclovir. The Journal
of Infectious Diseases 2002; 186(Suppl 1):S40-6.

Wald, A, et al. (2014). Helicase-primase inhibitor Pritelivir for HSV-2 infection. N Engl.
J Med 370, 201-210.

Wald, A, et al. (2016). Effect of Pritelivir Compared With Valacyclovir on Genital HSV-
2 Shedding in Patients With Frequent Recurrences: A Randomized Clinical Trial. JAMA
316(23):2495-2503. Erratum in: JAMA. 2017 Feb 14;317(6):648.

Wald, A, et al. (2000). Reactivation of genital herpes simplex virus type 2 infection in
asymptomatic seropositive persons. N. Engl. J. Med. 342, 844-850.

Zhu, J, et al. (2007). Virus-specific CD8+ T cells accumulate near sensory nerve endings
in genital skin during subclinical HSV-2 reactivation. J. Exp. Med. 204, 595-603.

OTH AOKYMEHTbI TOATBEPXKIAIOT B3aHMOCBSI3b MEXAy HWHITHOMPOBAHUEM TIelINKa3bl-
npuMassl M npenorspamenueM nepenaun BIIIT uHdexnmuy, kak NPOIEMOHCTPUPOBAHO B
U3BECTHOM ypoBHe TexHHKH. Kpome Toro, B ykazaHHoM Bbie Kleymann, 2002, packpbiBaeTcs,
Ha cTp. 396 BHU3Y B JIEBOH KOJIOHKE, UTO PELIUANBHPYIOLIee 3a00JeBaHHE U ACUMIITOMATUYECKOE
BUPYCOBBIJICJICHUE TOYTH IMOJIHOCTBIO TMOAABIISIFOTCS MHTMOUTOPAMHU T'eJIUKA3bI-NPHUMAa3bl, YTO
JIOJDKHO CHIDKATh Tepenady OT cyObekta K cyObekTy, T.e. 3(p(eKTHMBHO mNpemoTBpalaTh
tpancmuccuo BIII'. B ykaszannom Beime Corey, 2004, packpbiBaercs, BHM3y Ha cTp. 11 u B
NepBOH KOJIOHKE Ha CTp. 17, 4TO BBEIEHUE pa3 B I€Hb BAJIALIMKJIOBUPA B KAYE€CTBE CYNPECCUBHON
TEparuy CYIIECTBEHHO CHIDKAET PHCK IMepenadd, T.e. MPEIsITCTBYET Mepeaaye, FeHUTATbHOTO
repneca cpenu rerepcekcyanos, BII'-2 nuckopaanTHbix map. MccinenoBaHue AOCTUINIO 3THX
Pe3yJIbTATOB C MPEnapaToM, KOTOPHIH, Kak ObLIO MOKa3aHo, monasisieT Boiaenenue BIIT tuma 2
(BIIT-2) Ha mNOBEPXHOCTHU CJM3UCTONW OOOJIOYKH TOJNIOBBIX oOpraHoB. Kpome Toro, Obu1O
OoOHapyskeHO, 4TO 4Yactota W KosndecTBO BIII, KOTOpBIA BbImensercss CyOKIMHHYECKH Ha
MOBEPXHOCTH CIHM3UCTON OOOJIOYKM TIOJOBBIX OpPTaHOB, SIBJISIETCS OCHOBHBIM HCTOYHHKOM
nepenasaeMbIx nHpekuil. Takum 06pa3om, MOAX0/ Ha OCHOBE CHIDKEHHS YaCTOThI M KOJIMYECTBA
BIII', koTopelii BeIAENSETCA CYyOKJIMHUYECKH HAa MOBEPXHOCTH CIIM3UCTONW OOOJIOYKHU IOJIOBBIX
OPTaHOB, SIBISIETCS CLIOCOOOM MPEAOTBPALICHUS Iepeadn repreca.

Karim, 2015, Bam3y Ha ctp. 530 ykKas3blBaeT, YTO MEPUKOUTAIBHOE NMPUMEHEHUE TeJs
TeHO(OBUpPa CHIKAJO 3apakeHHe BHpycoM BIII-2 y JKeHIIMH, TO €CThb NPENsITCTBOBAJIO
sapaxkenuro BII. D¢ dexTuBHOCTD Mpencrasisiia coboli cHmxkenne Ha 51% (ctp. 534, Bropas
KOJIOHKA). B Oonee paHHeM Hccae10BaHUH, OCY IECTBJIEHHOM TOM K€ TPy Mo, narupyemom 2010

rofoM (CM. CChUIKY O B 3TOM JOKyMEHTe), OBbLJIO MMOKA3aHO, YTO MEPUKOUTAIBHOE TPUMEHEHUE



MECTHOTO TpernapaTa TeHopoBHUpa B (hOpMe BaruHAIBHOTO Tefisi CHIKajo 3apaxenne BUU. Xors
BUY siBnsiercst IpyruM BHPYCOM, a TaK)K€ YUUTHIBAsI BBILIECKA3aHHOE, CTIIELMAINCTAM B JAHHOM
00JlacT! HE YOUBUTEIBHO, YTO JIEKAPCTBEHHOE CPEACTBO CIIOCOOHO MPENOTBPAINATh 3apaKeHUE
BUpycHoll na(pexuneii. bonee Toro, 3To sBHEIM 00pa3oM noareep:kaeHo B Karim B ciyuae BIIT
Gold u Corey ¢ wmapra 1987 roma NOATBEPKOAIOT XOPOLIO H3BECTHOE H(PPEeKTUBHOE
npoUIaKTHIEeCKOe eHCTBHE alUKIOBUpa (TO ecTh uHruouropa supycHor JJHK-monmumepassr).
Kpome Toro, Tyring et al. ¢ 2002 r. monTeep:knaet 3¢ eKTHBHOCTD MPOJIEKAaPCTBA BATALIMKIOBUPA
(t.e. uaruburopa Bupycuoit JJHK-nonumepassr).

Uro kxacaercs uadexnuit BIIT-1 u BII-2, cnenuanucraM B TaHHON OOJIACTH M3BECTHO,
YTO, XOTSI BUPYChI IPUCYTCTBYIOT B OPraHU3ME MU3-32 MH(EKIMHU, CUMITOMATHYECKON BCIIBIIIKU
Her, nockosbky [lpurenuBup >QPekTHBHO NMOAABISET BBIIEJIEHHWE M BCIBILIKY BHUPYCa, YTO
ABNAETCS "mpoduIakTUKOH" WiM "monmaBieHHEM" CHMITOMOB, SIBISIFOIIUXCS PE3YJbTaTOM
uHbeKuuu BIII'-1 U BIII-2. B KayecTBe JaJIbHEHIIIEero MOATBEPKIACHUS
"mpounakTuka=nopasieHue" acrmekra H300peTeHHs CHOBAa MOXKHO YKa3aTh  CCBUIKH,
NpUBEACHHBIE BbIle A5 Banauukiosupa (T.e. Tyring et al. 2002) u anuknosupa (t.e. Gold et al.
1987), KOTOpble TakXe AOKAa3bIBAIOT, 4To obmenpusHaHo, uyro BII mHpexkuuun sBisoTCS
ACUMITOMATUYECKMMU Yy  HOPMAQJbHBIX  CyOBEKTOB, M  Kakoe 3HAUeHHE  HMeeT
npoduiakTHUecKas/cynpeccuBHas Tepanus B JaHHON oOxactu. bonee Toro, addexruBHas
npodunaktuka BIII™ Oblia KIMHUYECKH IPOIEMOHCTPUPOBAHA B HCCIIEAOBaHUAX Ha Jroasx (Wald
etal., 2014 u 2016, Boie). HakoHew, M3BECTHO, YTO HHIHOUTOP TejMKa3bl-nipumasbl [Iputenusup
obnanaer make Ooyiee BBICOKOW MPOTUBOBUPYCHOM 3 dexkTuBHOCTHIO B OTHOIeHUH BII, uem
TeHO(OBUP, U, TAKUM OOPa30M, CIIELUATUCTBI B JAHHOW OOJACTHU TAK)KE MOTYT OXKHIATh, YTO
[purenusup Oyaer oOnanath Oonee BhIpaKeHHON MPOPUIAKTUYECKON 3P (EeKTUBHOCTHIO. B 3TOM
OTHOLIEHHH OCOOEHHO akTyasbHbI myOnukanuu Andrei et al. u Kleymann et al., ykasaHHbIe BbILIe.
3nauyenus 1Csy, MPOAEMOHCTPUPOBAHHBIE B HUX JJIsi TEHO()OBUPA, 3HAUYUTEIBHO BBIIIE, YeM IS
IIpurenusupa.

B kxoHTekcTe HacTosIIEel 3asBKM TEPMHH "MPOTHBOBOCHAIUTENBHOE CPEACTBO" OOBIMHO
OTHOCHUTCSI K JIFOOOMY COEIUHEHHUIO WM KOMOWHAIIMHM COEIMHEHHH, KOTOpbIE NMPH BBEACHUU
UHIUBUAYYMY, HCIBITBIBAIOIIEMY BOCHAJIEHHE, HWMEIOT TEHACHIUI0 YMEHbIIATh TaKoe
BOCIIAJICHUE, HAIIPUMEp, CTEPOHIbl U HECTEPOUIHBIE MPOTHBOBOCTIAIUTEIbHbIE JIEKAPCTBEHHBIE
cpenctsa (HCIIBJIC).

B koHTekcTe Hacrosimed 3asBKH "aHAJIBIMETUKH LEHTPAIBHOTO W TepU(epudIecKoro
AercTBUsA" BKIIOYAIOT ONHOWJAHBIE AaHAJbreTUkd. ONUOWIHBIE AHAJBIETHKH BKIIOYAOT,
HanpuMep, OymnpeHOphUH WK ero (PU3NOJIOTHIECKH MPUEMIIEMYIO COJIb WJIH CIIOXKHBIA 3(up,
MOJXOALINE ONMUOUIHBIE AHAIBIETUKU BKIIIOYAIOT aJ(EeHTaHWI, aJUTMIINPOANH, ajib(hanpoanH,
aHwiepuanH, OeH3wiMopduH, Oesurpamuna, OyTtopdaHON, KIOHUTAa3€H, IMKJIA30LHH,
ne3oMophUH, JAEKCTPOMOpPAMHI, JAE30LHH, IUAMIPOMHUA, IUAMOP(OH, IUTHIPOKOIEHH,
OUrHIpOMOp(HH, TUMEHOKCAnoJ, auMedenTaHos, AUMeTUITHAMOyTeH, auokcaderunoyTupar,
IOUMWATIAHOH, SMTA30LMH, STOTENTa3HH, STWIMETWITHAMOYTEH, STUIMOP(UH, STOHHTA3EH,

¢denTanmn, TepouH, ruUapoMOpdOH, THAPOKCHUNETUAMH, H30METAaNOH, KETOOEMHIOH,



neBajopdan, nesopdanon, nesodeHanmaMopdaH, JOoQEeHTAHWU, MENEPUIUH, MENTa3UHOII,
METa30L1H, METAJ0H, METONOoH, MopduH, mupoduH, HanOypuH, HapLUEHUH, HUKOMOP(QUH,
HOpJIeBOP(AHOJ, HOPMETanoH, HaOy(uH, HamOp(UH, HAJIOKCOH, HAITPEKCOH, HOPMOP(UH,
HOPIMIIAHOH, OIWH, OKCHUKOIOH, OKCHMOP(OH, NamaBepeTyM, IE€HTAa30LUuH, (EeHATOKCOH,
¢denomopdan, ¢enasouuH, (PEHONUNEPHIUH, NHUMHHOIWH, NHPUTPaAMHI, Mpodanomn,
npodenTasuH, MPOMEAON, MPONEPUINH, MPOIMUpPaM, MPOMOKCU(EH, Cy(EeHTaHWI, TWINAWNH U
Tpamaznod. Tak»e BKIIFOUEHBI CIOXKHBIE 3(UPBI, COJIM U CMECH JIFOOBIX U3 BBIIETIEPEUHCICHHBIX.

B xoHTekcTe HacTOALIEeH 3asBKH HEOMHOHIHBIE AHAJBIETUKU BKIIIOYAIOT, HAIpUMeEp,
HCIIBJIC, TPULUKINYECKUI AHTHUIETIPECCAHT (mammpumep, AMUTPHUITUIINH),
IPOTHBOCYAOPOXKHOE CPencTBO (Hampumep, rabameHTUH) WM COEOUHEHHE NPOTUB MHIPEHH
(marmpumep, cymatpuntadH win Haparpunrad). HCIIBJIC woker ObITb HHrHOUTOpPOM
muknookcurerassl (COX) COX-1 mnmu COX-2. Konkpernsie npumepsl HCIIBJIC BximoudaroT
ubynpoden, ¢pnypounpoden, nuknopeHak, MHAOMETALNH, TUPOKCUKAM, KETONPO(EH, 3TONONAK,
nu( Iy CHHAJ, MEJIOKCHKaM, arekiopeHak, GeHonpodeH, HanpokceH, THANPOPEHOBYIO KHCIIOTY,
TOJIMETHUH, LEJEKOKCHO M podeKkoKCHO M MX COMM M (PU3MONOTHYECKH MpHEMIIEMbIE COJNU U
cioskHble 3¢uphl. [ToAXOAAIUMH CONSIMU SBJSIFOTCS] COJIU € INEJOYHBIMH METAJUIAMH, TAKHE KaK
KaJieBasl WM HaTpUeBas COJIb.

B xomnosumusax mno n300peTeHNI0 MOJKHO HCIIONb30BAaTh MECTHBIE U JIETYYHE AHECTETUKH
JUINTEIBHOTO U KOPOTKOTrO JEHCTBUS, KOTOpBIE BBIOMPAIOT W3 TPYMIBL, BKIFOUYAIOIIEH
OymnuBakauH, TUIOKauH, KcriokanH, TerpopoTokcuH (TTX), cakcurokcun (STX) u T.1.

B onHOM BapuaHTe oCyecTBiIeHUs (hapMaLeBTHUECKasT KOMITO3HULIMS, MTOJTydaeMast yTeM
dbopmynrpoBanuss KOMIO3ULMK [IpuTearBHpa, MOMKET IOMOJHUTEIBHO BKJOYATh MECTHBIN
AHECTETHK.

B onHOM BapuaHTe oCyIecTBIeHUs (hapMaLeBTHUECKAsT KOMITO3HLIMSA, MTOJTydaeMast yTeM
dbopmynrpoBanus koMno3uiun [IpurenBupa, BKIFOYAET MECTHBINA aHECTETHK JIMIOKAHH.

B npyrom BapuaHTe OCyLIECTBIEHHSI HACTOSINAS 3asBKa OTHOCUTCS K (DapMaLieBTHYECKOM
KOMITO3UILIUH, ONIPEAEIICHHOH B JFOOOM U3 OMMCAHHBIX BBIIE BAPHAHTOB OCY IIECTBIICHUS], KOTOPast
JOTIOJTHUTENPHO BKIIFOYAET MJIM KOTOpas cHOpMyJIMpOBaHA TaKMM OOpa3oM, YTO HM3HAYAJIBHO
BKJIFOYAET aKTUBHOE COeIMHEHUE, BBIOpaHHOE u3 TPYIIIIBL, BKJTFOYAFOIIEH
NPOTHBOBOCTIAJIMTENBHBIE CPEACTBA, POTHBOBUPYCHBIE CPENICTBA, AHAIBIE€TUKH LIEHTPAJIILHOTO U
nepudepuIecKoro NeHCTBHsl, (MECTHBIC) AaHECTETHUKH.

Kowmbunaruro Ilputenusupa B Buie CBOOOJHOTO OCHOBAHHUS WIIH €r0 ME3HJIATHOM COJIU U
€Il OTHOTO AKTUBHOTO CPENICTBA, TAKOTO KaK MPOTHBOBOCTIAJIUTEIBHOE, MMMy HOMOJY IUPYOIIEe
WIA TPOTUBOBUPYCHOE CPENCTBO, Takoe Kak TepameBTHueckue BakuuHbl, MHUPHK,
AHTHCMBICJIOBBIE OJIMTOHYKJIEOTH/IbI, HAHOYACTUIbI MJIM WHTHOUTOPHI MPOHUKHOBEHHS BHPYCA,
TaKHe KaK H-JOKOHA30J1, MOXKHO BBOJIUTb C HICTIOJIb30BAHHEM yCTPONCTB, PACKPBITHIX B HACTOSIIIEH
3asiBKE.

B opgHOM BapmaHTe OCYIIECTBJIEHHS H300pETEHHE OTHOCUTCS K YCTPOWCTBY IS
WHTPaBarMHAJIBLHOTO BBeJeHUs | [puTenuBrpa WM ero coyim, CoJibBaTa Uitk nosumopda.

B npyrom BapmaHTe OCYIIECTBIEHHsS H300pETEHHE OTHOCHTCS K YCTPOWCTBY B
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COOTBETCTBUH C MPEACTABJICHHBIM BbILIE BAPUAHTOM OCyLIeCTBIeHHs, rae [IputenuBup BbIOpaH
U3 Tpynmbl, BKIouawoumeil [IputenuBup B BHAe CBOOOIHOrO OCHOBAHHUS M ME3WJIATHYIO COJIb
IIpurenusnpa.

B npyrom BapuaHTe OCYLIECTBIEHHsS HW300PETEHHE OTHOCHTCSI K YCTPOKHCTBY B
COOTBETCTBUM C TIPEICTABJICHHBIMU BbIIIE BAPHAHTAMH OCYIUIECTBJICHHS, BKJIIOYAIOLIEMY
KOMITO3HLIMIO, BKJIIOUaoIyto [IputenuBup B BUuae CBOOOIHOIO OCHOBAHHUSI U ME3WJIATHYIO COJIb
IIpurenusupa.

B npyrom BapuaHTe OCYLIECTBIEHHsS HW300pETEHHE OTHOCHTCSI K YCTPOHCTBY B
COOTBETCTBUHM C TMpPEICTABJICHHBIMH BbIIIE BapUAHTAMU OCYLIECTBJIEHUs, rae llpurenuBup
BKJItouaeT [Ipurenusup B BUae CBOOOIHOIO OCHOBAaHUS M/MJIM ME3WIATHYIO cojib [IpurenuBupa.
Mo3kHO UCTIOIB30BATH JIOOBIE TBEpAbIe cocTosiHUsA [IpuTenuBupa, Harpumep, amopdHbie GOpMBI
WM KpuUcTajuimueckue (opmel, B JIOOOM M3 ONKMCAHHBIX BBIIIE W Jajee BapUAHTOB
OCYLIECTBJICHUS, 32 UCKIIOUEHNUEM CIIy4aeB, I7ie 3TO SIBHBIM 00pa30M HUCKITFOUEHO.

B npyrom BapuaHTe OCyLIeCTBIEHHS H300pETEeHHE OTHOCHTCSI K YCTPOHCTBY B
COOTBETCTBUH C TIPENCTABICHHBIMH BBIIIE BaPUAHTAMHU OCYINECTBJICHHUS, IN€ YCTPOHCTBO
BKJIFO4YaeT OMOCTAOMIIbHYO U OMOCOBMECTUMYIO MOJUMEPHYIO MATPHLLY.

B npyrom BapuaHTe OCyLIeCTBIEHHS H300pETEHHE OTHOCHTCSI K YCTPOHCTBY B
COOTBETCTBUH C TIPEICTABICHHBIMH BbIIE BAaPHAHTAMHU OCYINECTBJICHHUS, IN€ YCTPOHCTBO
BKJIFOYaeT OWOCTAOUIbHYID ¥ OHOCOBMECTHMYIO TOJMMEPHYIO) MATpPHULY, BKJIIOYAOMIYIO
CHJIMKOHOBBIN 3JIACTOMEpP, HO JPyrHe MaTepualibl, TaKUe KaK TEPMOIUIACTHYHBbIC MaTEepPHAIBI,
TaK’Ke MOKHO HCIIOJIb30BaTh, KaK W3BECTHO W3 YPOBHs TEXHHKH, Hanmpumep, nojuypetan (PU),
nonustwieH (PE), momunponunen (PP), stunenBununanerar (EVA).

B npyrom BapuaHTe OCYLIECTBIEHHsS U300peTEHHE OTHOCHTCS K YCTPOMCTBY B
COOTBETCTBUH C TIPENCTABJICHHBIMH BBILIE BapUAHTAMH OCYINECTBJECHHUS, I7€ yCTPOHCTBO
BKJIIOUAET OMOCTaOWIbHYI0O U OHMOCOBMECTHMYIO TOJUMEPHYI) MATPHUIly, BKIIIOYAIOLIYIO
TEPMOILIACTHYHBIH MOJHMED.

B npyrom BapuaHTe OCYLIECTBIEHHsS U300pEeTEeHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUH C TIPENCTABJICHHBIMH BBILIE BapHAHTAMHU OCYINECTBJCHHUS, I1€ YCTPOHCTBO
npencTaBisieT coOOM HWHTpaBarMHAJbHOE KOJbLO. B apyromM BapuaHTe OCYLIECTBIIECHHS
n300peTeHne OTHOCHUTCS K YCTPOWCTBY B COOTBETCTBHHU C MPEICTABICHHBIMHU BBILIE BAPUAHTAMH
OCYLIECTBJIEHHs, KOTOPOE MPENCTABIsIET COO0H MUKPOTAOIETKY, Te YKa3aHHAsS MUKPOTadseTKa
MOJKET OBbITb C MOKPBITHEM WIH 0e3 MOKpPbITHA. MUKpOTaOlIeTKH U3BECTHBI B TAHHOW 00JacTh
TEXHUKHU U MOTYT BKJIFOYaTh HHIPEAUEHTDI, KOTOpPbIE Per Se M3BECTHBI B JTAHHOH 00JIACTH TEXHHKH,
HampUMep, CONMIOOWMJIM3UPYIOIIME AareHThI, CTAaOWIN3aTOpbI, reecOpasyrolIue  areHThl,
pazbaBuTENH, Pa3phIXJIUTENH, OKPbIBAKOLINE areHThI, TUCTIEPTHPYIOLIUE areHThI U T.II.

B npyrom BapuaHTe OCYLIECTBJIEHHUs] H300pETeHHE OTHOCHTCS K HMHTPaBardHAIbHOMY
KOJIbIly, II€ MHTPaBarvHaJbHOE KOJBLO MPEACTAaBISET COOOH KOJbLO MATPUYHOrO THIA, TIe
JIEKapCTBEHHOE CPEACTBO (PU3UUECKH W/HITH MOJICKYJISIPHO TUCTIEPTHPOBAHO B MaTPHIIE.

B npyrom BapuaHTe OCYLIECTBJIEHHUs] M300pETEHHE OTHOCHTCS K HMHTPaBarMHAIbHOMY

KOJIbIly, IJIe MHTPABarHHAIBHOE KOJIBLO MPENCTABISIET COOOH KOMBLIO PEe3ePBYapHOTrO TUIA WIIH
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KOJIBLIO MHOT'OCJIOHHOT0/000JI0OYEYHOTO THIA, MJIK KOJIBIIO C HECKOJIBKUMHU CEPALIEBUHAMHM, WITH
KOJIBLIO C BCTaBJISIEMON CEPLEBHHON, WJIM ONPECCOBAHHOE METAIIMYECKOE MPYKMHHOE KOJBLO
WU KOJIBLIO JIF0O0TO APYTOro N3BECTHOTO THIIA.

B npyrom BapmaHTe OCYIIECTBIEHHS H300pETEeHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUU C MPEACTABICHHBIMHU BbIIIE€ BapUAaHTAMU OCYIUECTBJICHHs, TI[A€ YCTPOUCTBO
SIBJIIETCSI MOIXOASIINM U HEMEIJIEHHOTo BbIicBOOOKeHust [IpurenuBupa.

B npyrom BapuaHTe OCYLIECTBIEHHS H300pETEHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUU C MPEACTABICHHBIMU BbIIIE BapUaHTAMU OCYILECTBJICHHs, THA€ YCTPOUCTBO
ABJIAETCSI MOIXOMSIINM JUISl 3aMEeJIEHHOTO BeICBOOOKAeHus1 [ [purenuBupa.

B npyrom BapuaHTe OCYLIECTBIEHHMS H300pETEeHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUU C MPEACTABICHHBIMU BbIIIE BapUaHTAMU OCYILUECTBJICHUs, THA€ YCTPOUCTBO
ABJIAETCS MOAXOASLINM JUIs KOHTPOJIMPYEMOTro BhIcBOOOXKAeHus [Ipurenusupa.

B npyrom BapuaHTe OCYLIECTBIEHHMs H300pETEeHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUU C TMPEACTABICHHBIMU BbIIIE BapUaHTAMU OCYILECTBJICHHs, THA€ YCTPOUCTBO
SIBJISIETCS] TOIXOMASAIINMM JUISI HEMEAJICHHOTO M 3aMeIJICHHOTO BbIcBOOOXKaeHus [Ipurenusupa.

B npyrom BapuaHTe OCyILIECTBIEHHMsS HW300pETEHHE OTHOCHTCSI K YCTPOHCTBY B
COOTBETCTBUU C TPEACTABICHHBIMHM BbIlI€ BapUAHTAMU OCYLIECTBJIEHUS, I[€ YCTPOWCTBO
SIBJISIETCS] TOJXOISIINM JUISl HEMEJIEHHOTO U KOHTPOJHMPYEMOTO JJIUTEIBHOTO BBICBOOOKICHHUS
IIputenusupa.

B npyrom BapuaHTe OCyILIECTBIEHHMsS HW300pETEHHE OTHOCHTCSI K YCTPOHCTBY B
COOTBETCTBUU C TMPEACTABICHHBIMU BBIII€ BapUAHTAMU OCYILECTBJICHUs, TI[€ YCTPOWUCTBO
BKrouaeT [IputenuBup B 00LIEM KOIMYECTBE IO MEHbLIEH Mepe 25 MT, 1o MeHblel mepe 30 mr,
no MeHbluel Mepe 40 mr, no MeHbluel Mepe 50 Mr, O MeHbLIEH Mepe 75 MT, 110 MEHbIIEeNH Mepe
100 mr, no menbiueit Mepe 150 mr, no menpiiel mepe 200 mMr, Mo MeHbLIeH mepe 225 mr, no
MeHblIel Mepe 230 mMr unu no Mesblueit mepe 240 mr.

B npyrom BapmaHTe OCYLIECTBICHHS H300pETEHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUU C TMPEACTABICHHBIMU BBIIIE€ BapUAHTAMU OCYILECTBJICHUs, IJ€ YCTPOWUCTBO
SIBJIIETCSI IOAXOJISLIMM JUTSI HEMeJIEHHOTO BbIcBOOOKneHus [Iputenusupa, u rae 50% antu-BITT
s dexTuBnyro koHIEHTpaLHIO (EC5()>0,03 MKM omnpenessiroT Mo MEHbIIEeH Mepe MO MPOIIeCTBHU
30 MUHYT, WY MO MEHbILIEH Mepe Mo npouecTsuud 60 MUHYT 4O IO MEHbIIEN Mepe 24 4acoB B
BarMHAaJbHOM >KMKOCTH ITOCJI€ BBEAEHUS YCTPONCTBA.

B npyrom BapmaHTe OCYIIECTBICHHS H300pETEHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUU C MPEACTABICHHBIMU BBIIE€ BapUAHTAMU OCYILECTBJICHMs, TI[€ YCTPOWUCTBO
SIBJIIETCSI TIOAXOSIINM JUJIST HEMEIJIEHHOTO U 3aMeIJICHHOro BbICBOOOXAeHUs [Iputenusupa, u
rae antu-BIIT EC50>0,03 MxM omnpenensitoT mo MeHbILIEH Mepe B TeUeHHE 7 THEH MOCIe BBEASHUS
yCTPOWCTBA B BArMHAJIbHON JKUIAKOCTHU W/MJIM B TKAHH BJIATaJIMINA W/UJIH BYJIbBBL.

B npyrom BapmaHTe OCYIIECTBICHHS H300pETEHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUM C MpPEACTABICHHBIMHU BBIIIE€ BapUAHTAMU OCYILECTBJICHMs, TI[€ YCTPOUCTBO
SIBJIIETCSI TIOAXOISIINM JUJIsT HEMEIJIEHHOTO U 3aMeJICHHOro BbICBOOOXAeHus [lputenusupa, u

rae anTu-BIIIT EC50>0,03 MxM omnpenesnsiioT mo MeHbleld mepe B TedeHue 14 nHeil mocine
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BBEJICHUS YCTPONCTBA B BATMHAJILHOW YKUAKOCTU W/WJTH TKAHU BJIArajvINa W/VTH BY JIbBBL

B gpyrom BapuaHTe OCyIIeCTBIEHHS H300peTEHHEe OTHOCUTCS K YCTPOHCTBY B
COOTBETCTBUU C TMPEACTABJICHHBIMH BBIII€ BAPUAHTAMU OCYIIECTBJICHUS, TJ€ YyCTPOWUCTBO
SIBJISIETCSL TTOAXOSIINM JIJIS HEMEIJIEHHOTO M 3aMeIJIEHHOTO BbICBOOOXKIeHus1 [Ipurenusupa, u
rae autu-BIIT ECs50>0,03 MxM omnpenensitoT o MeHblei Mepe B TeueHue 21 1Hs ocie BBEASHUs
YCTPOHCTBA B BATMHAJIBHOW KUIKOCTHU W/VJIA TKAHU BJIarajIMIIa W/ WA BYJIbBBI.

B gpyrom BapuaHTe OCyIIeCTBIEHHs H300peTEeHHWEe OTHOCUTCS K YCTPOHCTBY B
COOTBETCTBUU C TMPEACTABICHHBIMH BBIII€ BaPUAHTAMU OCYIIECTBJICHUS, TJ€ YCTPOWUCTBO
SIBJISIETCSL TTOAXOSALINM JIJISI HEMEIJIEHHOTO M 3aMeIJIEHHOTO BbICBOOOXKIeHus1 [Ipurenusupa, u
rae aHTu-BIIIT EC50>0,03 MxM omnpenesnstoT Mo MeHbleld Mepe B TedeHue 28 nHel mocie
BBEJICHUS YCTPONCTBA B BArMHAJIbHOW KUAKOCTU W/WJIH TKaHU BJIArajvina W/WIH B IbBBL

B gpyrom BapuaHTe oOCyInecTBIEHHs H300peTeHHe OTHOCUTCS K YCTPOHCTBY B
COOTBETCTBUU C TMPEACTABICHHBIMU BbIII€ BapUAHTAMU OCYINECTBJICHUS, TIJ€ YCTPOWUCTBO
BKJro4aeT [IpurenuBup B KOMUYECTBE, BLIOPAHHOM U3 TPYIIIIbI JUAMa30HOB, BKIrouaromiei 0,01%
macc/mace - 40,0% macc/mace, 0,1% macc/mace - 20,0% macc/mace, 0,25% macc/mace - 10,0%
Mmacc/macce, 0,25% macc/macc - 7,5% macc/mace u 0,25% macc/mace - 1,0% macc/macc.

B npyrom BapuaHTe OCYLIECTBICHHsS H300pETEHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUU C TMPEACTABICHHBIMU BbIII€ BapUAHTAMU OCYINECTBJICHUS, TIJ€ YCTPOWUCTBO
BKrouaet [IpurenuBup B KoaudecTse, BBIOpaHHOM 13 auanaszona 0,3-5,5% macc/mace, Hanpumep
0,3-5,25% macc/macc.

B gapyrom BapuaHTe OCYyINECTBIEHHS H300pEeTEHHE OTHOCUTCS K YCTPOMCTBY B
COOTBETCTBUU C MPEICTABIICHHBIMU BBILIE BapUAHTAMH OCYLIECTBJIEHUS, I'le KOHLIEHTPaLUs
IIputenuBupa B 00pasie mia3mMbl CyObekTa, MPUHUMAIOIIETO YKa3aHHOE YCTPONUCTBO, B TEYEHHE
nepuona or 1 g0 28 ngHel mocne BBEAEHUs YKa3aHHOrO ycTpoicrBa coctasysier<100 aM<50
HM,<30 uM,<20 BM wm<10 BM. B onHOM BapuaHTE OCYLIECTBJIEHUS KOHLIEHTPAaLHUs
[MpuTtenuBupa B 00pasie mia3mMbl CyObeKTa, MPUHUMAKOIIETO YKa3aHHOE YCTPONCTBO, B TEYEHHE
nepuoja ot 1 1o 28 nHei nocne BBeIEHNs yKa3aHHOIO yCcTpoiicTBa cocTapnsaeT<100 HM. B onom
BapUAaHTE OCYIIECTBJIEHUsI KOHIeHTpanus [lputenuBupa B o0pasne Iia3Mbl CyObeKTa,
MIPUHUMAIOLIETO YKa3aHHOE YCTPONCTBO, B TeUeHHE nepuonaa ot 1 A0 28 gHel mocjie BBEASHUs
YKa3aHHOI'O yCTpOHCTBa cocTaBysAeT<50 HM. B ogHOM BapuaHTe OCYILIECTBIEHUsI KOHLIEHTPALIUS
[MpuTtenuBupa B 00Opasie mia3mMbl CyObeKTa, MPUHUMAIOIIETO YKa3aHHOE YCTPONCTBO, B TEYEHHE
nepuoja ot 1 1o 28 gHel nocie BBeAeHUs yKa3aHHOTO ycTpoiicTsa coctasisieT < 30 HM. B onnom
BapUAaHTE OCYIIECTBJIEHUs KOHIeHTpanus [lputenuBupa B o0pasne I1ia3Mbl CyObeKTa,
MPUHUMAIOLIETO YKa3aHHOE YCTPONCTBO, B Te€UCHHUE nepuoaa ot 1 A0 28 gHel mocjie BBEASHUs
YKa3aHHOIO yCTpOHCTBa cocTaBysAeT<20 HM. B ogHOM BapuaHTe OCYILIECTBIEHUsI KOHLIEHTPALIUS
[MpuTtenusupa B 0Opasie mia3mMbl CyObEKTa, MPUHUMAIOIIETO YKa3aHHOE YCTPONCTBO, B TEUCHHE
nepuoja ot 1 1o 28 nHel nocie BBEAEHUs YKAa3aHHOIO yCTPOMCTBa cocTaBisieT<10 HM.

B gpyrom BapuaHTe OCyIIeCTBIEHHS HU300peTEeHHWEe OTHOCUTCS K YCTPOHCTBY B
COOTBETCTBHUU C MPEIACTABIICHHBIMU BBILIE BApPUAHTAMH OCYILIECTBJEHUS, II€ KOHLIGHTpaLus

IlpurenuBupa B miuasMme B TeueHHWe nepuojga OT 1 no 28 gHel mocsie BBEACHUs] yCTPOWUCTBA
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coctapnsger<50 HM,<30 HM,<20 M, wm<10 HM. B omHOM BapuaHTe OCYILLECTBJECHUS
koHUeHTpauusa [lpurenuBupa B mjasmMe B TeueHHE nepuona ot 1 go 28 aHel mocyie BBEAECHUs
ycTpoiictBa cocraBiusier<50 HM. B omHOM BapuaHTe OCYILIECTBIEHUS KOHLIEHTPALUS
IlpurenuBupa B miua3Mme B TeueHHWe nepuoja OoT 1 no 28 gHel mocsie BBEACHUs] yCTPOWCTBA
coctabisiet<30 HM. B ogHOM BapuaHTe OoCyluecTBieHus: koHueHTpauus [Ipurenusupa B ruasme
B TeueHMEe nepuoga ot 1 1o 28 nHel nocine BBeAeHus: ycrponcTtsa coctapisieT<20 HM. B ognom
BapUaHTEe OCYLIECTBIIEHUs] KOHLIeHTpauus [Iputenusupa B rasme B TedeHue nepuona ot 1 1o 28
JHEU MocJie BBEACHUs YCTpOoucTBa cocTaBysieT<10 HM.

B npyrom BapuaHTe OCYLIECTBIEHHMS H300pETEHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUU C MPEACTABJICHHBIMU BbIIIE BAPUAHTAMH OCYLIECTBIEHUs, I'€ KOHLIEHTpaLus
IIpurenuBupa B BATMHAJIBHOMN KUAKOCTU WM B TKAHU BJIaraJIMLIA WX BYJIbBBI B TEUEHUE MIEPUOAA
or 1 no 28 nHeii, HanpuMmep B TedeHue nepuoaa ot 1 no 14 aHen, nocsie BBEAEHUs! yCTPONCTBA
Haxoxurcs B npegenax ot 0,1 1o 3000 MxM.

B npyrom BapuaHTe OCyLIeCTBIEHHS H300pETEeHHE OTHOCHTCSI K YCTPOHCTBY B
COOTBETCTBUU C NPEACTABICHHBIMU BBILIE BAPUAHTAMU OCYLIECTBJICHUS, OTINYAKOLIEMYCSI TEM,
4yro cytouHas no3a ot 0,1 mo 500,0 MKr BBICBOOOXKIAETCS M3 KOJbLA MM MHUKPOTAOJIETKH B
nepuos ¢ aHs 2 1o AHsA 14 mocne BBeAeHMs YCTPOWCTBA MALMEeHTyY, W/WJIH i€ CyTOYHAs 1032 OT
0,1 no 50,0 MKr BBICBOOOKHAETCS] U3 KOJIbIA B MepHon ¢ AHsA 14 no aHs 28 mocje BBEAEHUs
yCTPONICTBA.

B npyrom BapuaHTe OCyILIECTBIEHHMsS HW300pETEHHE OTHOCHTCSI K YCTPOHCTBY B
COOTBETCTBUU C MPEACTABJICHHBIMU BBILIE BAPUAHTAMU OCYLIECTBJICHUS, OTJIUYAKOLIEMYCS TEM,
yto KoHUeHTpauus ot 0,001 no 750 mxM IlpurenuBupa npucyTCTBYeT B TKaHU Biaraauia 28
aHew, u/unn okojo 2,0-250 mkr IlpuTtenuBupa Ha rpaMM TKaHH BJIATAJUING, MOCIE BBEICHHUS
yCTPOKCTBA.

B npyrom BapmaHTe OCYIIECTBIEHHsS H300pETEHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUM C IIPEACTABJICHHBIMU BBIIIE BAapUAHTAMU OCYILUECTBJICHMs, TA€ YKa3aHHOE
YCTPOMCTBO BKJIIOYAET MO MEHbIIEH Mepe OAMH JIONOJIHUTENbHbIN AKTUBHBIN HUHIpequeHT. B
APYyTOM BapUaHTE OCYLIECTBJICHUS HM300pPETEHHE OTHOCUTCS K YCTPOWCTBY B COOTBETCTBHH C
MIPEACTABICHHBIMU BbILIE BAPUAHTAMU OCYILECTBIICHHUs, ITI€ YKA3aHHOE YCTPONCTBO BKJIFOYAET M0
MEHbIIEH Mepe OIWH IONOJIHUTENbHBIH AKTHBHBIM WHIPEIUEHT, BBIOPAHHBIA W3 TPYIIIBI
MIPOTUBOBUPYCHBIX CPEACTB, MPOTHBOBOCHAJIUTENBHBIX CPEICTB, AHAJIBIETHKOB, AHECTETHKOB,
AHTHOMOTUKOB, TOPMOHOB M KOHTPALENTHBHBIX CPEACTB. | OpPMOHBI MOTYT OBITH BBIOpAHBI U3
IPyIIbL, BKIFOYAOLIEH TOJ0BbIE TOPMOHBI U CTEPOUIHbIE TOPMOHBI. KOHTpanenTuBHOE CpenCcTBO
(cpenctBa) MOxkeT ObITh BRIOPAHO U3 FPYIIIBI, BKIIIOYAKONIEH HErOPMOHAIBHBIE U TOPMOHAJIbHBIE
KOHTpPAaLENTUBHbIE CPEACTBA, HANpUMEp CTEPOMIHbIE BELIeCTBA JJs1 NPUMEHEHUs B
TOPMOHO3aMECTHTEIBHON TEepanuy, TaKWe KaK TPOreCTareHHble COCOUHEHUS (HampuMmep,
HopatuHapoH areraT u NESTORONEM™ (te. 16-metmnieH-17a-aneTokcu-19-HopriperneH-
3,20-110H)) W 3CTPOTeHHBIE BellecTBa (HANPUMEp, STHHUIICTPAAUON) U APYTHE CTEPOUTHBIE
COeIVHEHUs], MOJE3HbIE B TOPMOHO3aMECTUTEJIBHOM Tepanuy, MPOreCTUH, 3CTPaguol, COJU

1,1,5,5-TeTpasaMenieHHbIX AUTHOOMYPETOB € METAJUIAMH B Ka4deCTBE CHEPMHUOCTATHUECKUX
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areHTOB, JIETKHE METAJIIbI, TAKHE KaK HATPHUN M KAJIHi, [EIOYHO-3€MENIbHbIE METAJLIBL, TAKHE KaK
KaJgbUUH 1 Oapuii, M TsDKENble METAJUIbI, TAKWE KaK IIMHK, KaJIMHUH, OJIOBO, PTYTh, MeIlb, HUKEIb,
XPOM, JKeJIe30, MapraHel] U KoOaibT, BBOAMMbBIE IEPOPAIIBHO B BUJIE XEJIATOB, KOTOPbIE, KaK OBLIO
MIOKa3aHO, 00pa3yrT AUTHOOMYPETHBbIE COJH, KOTOpbIE NEHCTBYIOT KaK MPOTHBO3Aa4YaTOYHBIE
CPeNCTBa U MpephIBaTEIN OEPeMEHHOCTH, OCH3WIIATKOHHUHI XJIOPU, OKTOKCHHOI-9, HOHOKCHII-9,
PULIMHOJIEMHOBYIO KUCJIOTY W (PeHHIIALETaThl PTYTH, AEHCTBYIOLINE B KA4eCTBE CHEPMULIMIIOB,
WIN IpyTHe COCAMHEHUs, TaKHe KaK MPOTreCTePOH, XJIOPMAIUHOH alleTaT, HOP3TUCTEPOH alleTarT,
LIUTIPOTEPOH alleTaT, [e30TeCcTpel, JEBEHOPreCTpes, Apyrue NMPUPOAHbIE W/WIN CUHTETUYECKHE
recTareHbl, aHTUT€CTareHbl U TOPMOHAJbHBIE AHAJIOTH C T€CTAr€HHBIM WJIM aHTUT€CTareHHbIM
JefCTBHEM, a TAKXK€ FOPMOHAJIbHBIE COENMHEHMs, KOTOpPble ObICTPO OTIIEIUIAIOT MO MEHbLIEH
Mepe OIMH recTareH 1ocie npuema.

B npyrom BapuaHTe OCYLIECTBIEHHMs H300pETEeHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUH C TIPEACTABICHHBIMU BBbIIIE BapUAHTAMU OCYLIECTBIEHHs, TIA€ YyKa3aHHOE
YCTPONCTBO BKJIIOUAET 110 MEHbIIEH Mepe OAUH JOTOJHUTENbHBINA MPOTUBOBUPYCHBIN aKTHUBHBIHI
WHIPEUEHT, I71e YKa3aHHbIH MHIPEJUEHT BbIOpAH M3 IPYMIIbl, BKIKYAOIIEH IPOTHBOBUPYCHOE
cpeactBo nporus BIII, nmporusoBupycHoe cpenctso nporus BUY wmn 06a mpoTHBOBUPYCHBIX
cpenctsa npotus BIII" u BUY.

B npyrom BapuaHTe OCyLIeCTBIEHHS H300pETEHHE OTHOCHTCSI K YCTPOHCTBY B
COOTBETCTBUU C IIPEJCTABJICHHBIMHU BbILI€ BapUAHTAMU OCYLIECTBJIEHUS, I7l€ YyKa3aHHbIE
IPOTUBOBUpPYCHBIE cpencTBa mpotuB BIIIT BeIOpaHbI U3 TPyMIIbI, BKIFOUYAOIIEH BaJTaLMKIOBHD,
AlMKJIOBUP, (HaMIUKJIOBUD, TaHLMKIOBHP, TIHLIUPPUSHHOBYIO KHUCIOTY, Sambucus nigra,
nponojuc, L-JW3WH, JOKOHA30J, BaJTaHIMKIOBHDP WM COJib, COJbBAT WJIM KOMOWHALIUIO
BBILIETICPEUNCIICHHBIX.

B npyrom BapmaHTe OCYIIECTBIEHHsS H300pEeTEeHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUH C TPEJCTABJICHHBIMH BBILIE BapUAHTAMU OCYLIECTBJICHMS, TI7I€ yKa3aHHbIE
NPOTHBOBUPYCHBbIE cpenacTBa mporus BUY BeIOpaHbl W3 TpyNIbl, BKIOYAOIIEH TaNmUBUPHH,
TeHO(OBUP, NapyHABHP, SMTPULIUTAOUH, JTAMUBYIUH, 3(aBUPEHL], PAITETPABUP, AOTyTETPABUD,
MapaBUPOK, PUINMBUPHUH WU COJIb, COJIBBAT MJIM KOMOWHAIIMIO BBIIIENEPEUNCIICHHBIX.

B npyrom BapmaHTe OCYIIECTBIEHHsS H300pETEHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUH C TIPEICTABICHHBIMU BBIIIE BapUAHTAMU OCYILIECTBIIEHHs, TAe YyKa3aHHOE
ycTpoiicTBO BbicBOOOKmaeT [Ipurenusup in vitro B konudectse oT 10,0 mo 500,0 mkr B neHb 1
w/wnm ot 10,0 no 125 mkr uepes 14 nueii B 1:1 06/00 pactope uzonponanon:H,O, Harpumep, kak
OTpEeNeNeHO BBICOKO-3(peKTHBHON KuakocTHOH xpomarorpaduein (BOXKX). BIXKX ananus,
HaNpUMep, MOXKHO OCYIIeCTBUTH ¢ ucmojibzoBaHueM BOXKX cucrembr Agilent 1200 Series,
coctosmein u3 BOXKX Hacoca aist 4eThIpeXKOMIIOHEHTHBIX CUCTEM, aBTOMAaTHYECKOTO J03aTOpa,
BCTPOEHHOTO B aBTOMAaTHYECKYO JINHUIO iera3aropa AF, nerekropa noryiomeHnus Ha IBYX JJIHHAX
BOJIH A U HarpeaTesisi KOJIOHKH. MoskHO ucnonb3osate BDS Hypersil C18 (Thermo Scientific)
KOJIOHKY (aymmHa 150 MM, BHYTp.iuaMm. 4,6 MM, pasMep dactun 3 MkM). [TonemxHas dasza Moxer
BKIIIOUaTh 45% pactBopa 1% macc/o0 neastHol YKCY CHOM KUCTIOTHI M 55% MeTaHoIa, TOJaBaeMbIX

B M30KPATHYECKOM PEKUME TMpH CKOpocTH motoka | mu/muH. OObeM BBOAMMON MPOOBI MOKET
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OBITH 25 MKJI, TeMIiepaTypa KoJIoHKH 25°C, 1 IETeKIHI0 MOKHO OCcyIiecTBUTh npu 280 HM. Bpemst
XpoMaTtorpadupoBaHus IJisl 3TOr0 Crocoda MOKeT OBITh 5 MUH.

B npyrom BapmaHTe OCYIIECTBIEHHS H300pETEHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUH C TIPEACTABICHHBIMU BBIIIE BapUAHTAMU OCYILIECTBIEHHs, TIAe YyKa3aHHOE
ycTpolicTBO BeicBOOOKAaeT [IpurennBup in vitro npu ckopoctu ot 0,1 1o 500,0 mxr/nens B 1:1
00/06 pactBope m3onponanon: H,O, Hanpumep, kak onpeneneHo Mmetonom BOXKX.

B npyrom BapuaHTe OCYLIECTBIEHHS H300pETEHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUH C IPEICTABICHHBIMH BBILIE BAPUAHTAMHU OCYIINECTBJIEHHUS Ul HCIIOJNBb30BAHUS B
crioco0e JeueHus W/uian NpOPHUIAKTHKH BUPYCHONH HH(EKIUH, BBI3bIBAIOIIEH TI'€HUTAJIbHBIN
repnec. B npyrom BapuaHTe OCYIIECTBIEHUS H300pPETEHHE OTHOCUTCS K YCTPOMHCTBY B
COOTBETCTBUH C IPEICTABICHHBIMH BBILIE BAPUAHTAMU OCYIINECTBJICHHUS Ui HCIIOJIBb30BAHUS B
crioco0e edueHust W/ WK nNpopuIakTUKU Nepeavi BUPYCca TeHUTAIbHOTO reprieca.

B npyroMm BapuaHTe OCYLIECTBIEHHsSI H300peTE€HHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUH C MIPEACTABICHHBIMHU BBIIIE€ BADHAHTAMH OCYIECTBJIEHUS, TI€ BUPYC N'€HUTAIbHOTO
repreca BbIOpaH M3 MOpsiiKa CHMIUIEKC BHUPYCOB. B Apyrom BapHaHTE OCYIIECTBICHUS
N300peTeHne OTHOCUTCS K YCTPOWCTBY B COOTBETCTBHHU C IPEICTABICHHBIMHU BBIIIE BAPUAHTAMH
OCYLIECTBJICHUs, TA€ YKa3aHHbI cUMIUIeKC BUpyC BbiOpaH u3 BIII-1 u BIII-2. B mpyrom
BapUAHTE OCYIIECTBJICHHS H300pETEHHE OTHOCUTCS K YCTPOHCTBY B COOTBETCTBHH C
IPE/ICTaBJICHHBIMU BbIIIE BAPUAHTAMM OCYLIECTBJIEHHs Ul NPUMEHEHHs B CIOCO0e JIeYeHUsI
W/WIH PO UITAKTUKH BUPY CHOM MH(EKLNH, BHI3BIBAIOIIEI T€HUTAJIbHBIN I'epIiec, B COOTBETCTBUH
¢ JIFOOBIM M3 ONMCAHHBIX BBIIIE BAPHAHTOB OCYIIECTBJICHUS, I71€ MOAABIISIFOTCS] BUPY COBBIIETICHUE
U TEHUTAJIbHBIE TIOPAKEHHMs U PELMANBBL. B Jpyrom BapHaHTe OCYLIECTBIEHHsS HU300pETeHHe
OTHOCHUTCSI K YCTPOWCTBY B COOTBETCTBUM C TMPEIACTABICHHBIMH BBIIIE BapUaHTAMHU
OCYIIECTBJICHUsI JJIi TPUMEHEHHs B Crocole JedeHus Wi TPOPHUIAKTHKU BUPYCHOH
UH(EKIHH, BbI3BIBAIOIIEH T€HUTAIBHBII repriec, B COOTBETCTBUH C JIFOOBIM M3 MPEIIISCTCYOLIHX
NYHKTOB, TZI€ YCTPOWCTBO MPEAHA3HAYECHO JUIsS BBEACHUS MALMEHTaM, HYXXAAIOLIUMCS B STOM,
BbIOPAHHBIM W3 TPYIIbI JKEHIIMH, y KOTOPBIX JWArHOCTHPOBAaHA HMH(MEKLUUS TE€HUTAIBHOTO
repreca, SKEHIOUH, KOTOpble sBISIFOTCS BII-CepONO3UTUBHBIMY, KEHIIWH, Y KOTOPBIX
NOJIO3PEBAETCA BHPYCHAsT WH(QEKIHs] T€HUTAIBHOIO Tepreca, KEHIINH, CTPAaloIuX WIH Y
KOTOpPBIX IOO3peBaeTcsl OakTepuasbHasi WM TpuOKoBass MH(MEKLUMs TIOJIOBBIX NyTeH WIN
HerepreTuuecKasl BUPYCHAsh MH(EKIUs TOJOBBIX MyTeH, JKEHIIHMH, JKEJAaInuX 3a0epeMeHeTb,
OEepeMEeHHBIX JKEHIIUH, XCHIINH, UMEIOIIUX IOJOBbIE KOHTAKTHI C MYy)KUYHHAMH, V KOTOPBIX
OUATHOCTHPOBAHA WJIM TO03peBaeTCss MHQPEKLHUs MOJOBbIX NyTeld, ocodeHHo uHpeknus BIIT,
KEHIOUH, SBJSIFOIIUXCS  PELUNUEHTaMH  TPAHCIUIAHTATa OpraHa Wi  OXKHAAMOIIUX
TPAHCIUIAHTALIMN OPTaHa, JKEHIINH C OCIa0JIEHHBIM HMMY HUTETOM, JKEHIIMH, UMEFOIINX MOJIOBbIE
KOHTAKTbI C MY>KYHHAMH, SIBJSIFOIINUXCS PELUITUEHTAMH TPAHCIIJIAHTATa OPTaHa WA OKUIAOLITHX
TPAHCIUTAHTAIIMMA OPTaHa, JKEHIIMH, MMEIOLINX IIOJIOBOW aKT € MYy>KYHHAMH C OCJaOJEHHBIM
MMMYHUTETOM, S>KCHIIWH, HMMEKIMNX aeted B Bo3pacte or 0 no 18 ner, sBmsromuxcs
pEeLMITUeHTaMH TPAHCIUIAHTATAa OpraHa WM OXUAAKIINX TPAHCIUIAHTALIMA OpraHa WA

CTpaJaroINX UMMYHOCYIPECCHel, JKeHIuH, cTpamarommx BUY wim wH(eKnuid, BhI3BAaHHON
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nanmuIoMaBupycoM denoseka (BITY).

B npyrom BapmaHTe OCYIIECTBIEHHS W300pETEHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUHU C TPEACTABJICHHBIMU BbILI€ BAapUAHTAMU OCYIIECTBJIEHHUS s NMPUMEHEHUs B
crioco0e JeueHus W/uiau NPOPHUIAKTHKH BUPYCHONH WH(EKIUH, BBI3bIBAIOIIEH TI'€HUTAJIbHBINA
reprec, B COOTBETCTBHH C JIFOOBIM U3 MPEILIECTCYOLIHNX MTyHKTOB, I7Ie IEPBOE YCTPOHCTBO BBOAST
Y 3aMEHSIIOT N0 MEHBLIEH Mepe OIHUM JOIMNOJHUTENIBbHBIM yCTPOUCTBOM, BBOAUMBIM uepe3 14-28
IHEH, U TIe KaXI0€ NOCIeAyILIee YCTPOUCTBO BBOAAT uepe3 14-28 aHel nuist 3aMeHbl paHee
BBEJIEHHOI'O YCTPOMCTBA.

B npyrom BapuaHTe OCYLIECTBIEHHMS H300pETEHHE OTHOCHTCS K YCTPOWCTBY B
COOTBETCTBUU C IMPEACTABICHHBIMU BBbIIIE BapUaHTAMU OCYINECTBIEHUs, TA€ YyKa3aHHOE
YCTPOMCTBO BKJIFOYAET MO MEHBIIEH Mepe 1Ba CJI0s], I7l€ IO MEHbIIEH Mepe OJMH BHEIIHUN CI0N
BKJIFOYaeT OoJiee BBICOKYIO MOJIIPHYIO KOHLIEHTpaLHio MesmnaTHoW conu [lputenusupa, uem
cBoOogHOrOo ocHoBaHusi IlpurenuBupa, ¥ rne 1Mo MeHbIIEH Mepe OAWH BHYTPEHHUH CJOH
BKJIIOUaeT OoJibliee KOJIUYeCTBO CBOOOAHOro ocHOBaHUs IIpuTenuBupa, ueM Me3nIaTHOH COJH
IIputenusupa.

B npyrom BapmaHTe OCyIIeCTBIEHHsI H300pETeHNE OTHOCUTCS K MEAULIMHCKOMY HaOopy,
BKJIIOYAIOIEMYy IO MEHbLIeH Mepe OIHO YCTPOHCTBO B COOTBETCTBHH C JIFOOBIM W3
IIPEACTaBICHHBIX BBIIIE BAPUAHTOB OCYLIECTBJICHUs B MOAXOAIIEM KOHTEHHEpPE U UHCTPYKLUU
IO NPUMEHEHHIO B MOAXOASIIEN YIIaKOBKE.

B npyrom BapmaHTe OCyLIECTBIEHHS H300pEeTE€HHE OTHOCHTCS K CHOCOOY IMOJy4eHUs
yCTPOWCTBA B COOTBETCTBHHM C JIIOOBIM M3 MPEIIECTBYIOLIUX MyHKTOB, BKJIIOYAIOIIEMY
CJeAyIOLNEe CTaUN:

a) cMeInBaHue OMOCTa0MIBHOTO U OMOCOBMECTHMOTO nonumepa u [TpurenuBupa;

b) HXEKLMOHHOE (POPMOBAHHUE WITH SKCTPYIUPOBAHUE CMECH, MOJYYSHHOM Ha CTaJIUU ).
Ipecc-popmMbl MOTYT OBITH IPENBAPUTENLHO HATPETHI.

B npyrom BapuaHTe OCyLIeCTBIIEHHs H300pETEHHE OTHOCUTCS K CIIOCOOY IMOJTyUYeHHsI
YCTPOWCTBA B COOTBETCTBHHM C JIIOOBIM M3 MPEIIECTBYIOLIUX IyHKTOB, BKJIIOYAIOIIEMY
CJIeAyIOLHE CTaUN:

a) CMeIuBaHue OMOCTA0MIBHOIO U OMOCOBMECTUMOIO TEPMOIUIACTUYHOTO MaTepuaia u
IIpurenusupa,

b) uHXEeKLHOHHOE (POPMOBAHHUE WITH SKCTPYIUPOBAHUE CMECH, MTOJYYSHHON Ha CTaJIUH ).
Ipecc-popmMbl MOTYT OBITH IPEBAPUTENBHO HATPETHI.

B cnenyrommx BapuaHTax OCYLIECTBJIEHUS BarvHajbHble KOJIbLA MOAXOASIIEro s
YeJioBeKa pazMepa (Hampumep, SO MM BHEIITH. IUaM. X 7,6 MM BHYTp.IHaM. ), MATPHYHOTO THUIIA, U3
CHJIMKOHOBOTO 3JIACTOMEpPA HJIM TEPMOIUIACTUYHOTO MaTepuana (WM yCTPOKCTBA, MMEIOIINe
apyrue ¢opmsl), cogepkame oo 0,1-50 mr, Hanpumep 25 mr, audo 250-500 mr, Hanpumep
400 wmr IlpuTtenuBupa, MOKHO MOJYYUTh METOJOM PEAKIIHOHHOTO MH)KEKLIMOHHOTO (POPMOBAHHUS
CMeCeH JIEKapCTBEHHOE CpeAacTBO+cunukoH. Hanpumep, IlpurenuBup MOXHO OTBECUTH B
noJunponuieHoBslil Speedmixer xonteitnep Bmecte ¢ Yacteio A (40 r) m Yacteio B (40 1)

cunukoHoBOro snacromepa DDU-4320. Ilocne cMemuBaHHMs CMECh MOXKHO IEPEHECTH B
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NPEABAPUTENEHO HATPETHIE CTIEUANIbHBIE TIPECC-()OPMBI TSI H3TOTOBJICHHUS KOJIEL], TIOAXOSIINE
IUTS. MAIIMHBI T HHXKEKIIHOHHOTO (POPMOBaHUS. 3aTEM OTBEP KIACHHBIE KOJIbLIA MOKHO HU3BIIEYb
u3 npecc-hopm.

Eme B onHOM BapuaHTe OCYIIECTBIEHUS H300pETEHNE OTHOCUTCS K CIIOCOOY JISYSHUS HITH
poUIAKTUKN/CYTIPECCUN TeHHUTAJbHOTO repreca, BbrbiBaeMoro BII-1 wmm BII-2, wnu
poUIAKTUKH/CYTIPECCUU TTepelavil TeHUTAJIbHOro repreca, BbibiBaeMoro BII-1 umu BIIT-2,
WM TPOUIAKTUKU 3apakeHUs] T€HUTAJbHBIM reprecoM, BbizbiBaeMbiM BIII-1 wnmm BII-2,
BKJIFOYAOLEMY BBEIEHHE CYOBEKTY, HY)KTAIOIIEMYCs B 3TOM, YCTPOIHCTBa B COOTBETCTBHHU C
JMr0OBIM U3 MPECTABIEHHBIX BBILIE BAPHAHTOB OCYIIECTBICHHUS.

Eme onuH BapwaHT OCYLIECTBIEHMsS HACTOALIETO HM300pETEHHs MpPENCTaBIsET COOOM
croco0 JeueHust Win cynpeccuu pacrpoctpaHenus uHpexkuuu BII nmoaruna 1 wim 2, wnum
cynpeccun nepenaun uHbpekumn BII-1 wmm BII-2, Brmouaromuii BBeIEHHE CYOBEKTY,
HY>KAAIOLIEMyCsl B 3TOM, YCTPOMCTBA B COOTBETCTBUU C HACTOSIIUM H300pETEHHEM,
obecrieunBaromero >pQPeKTUBHOE KOJNMYECTBO CBOOOAHOrO OCHOBaHMs [lpurenuBupa WiIH
Me3mnatHol conu [lpurenusupa.

Eme B ogHOM BapuaHTe OCYLIECTBIEHHS H300pETEHHE OTHOCHTCS K MEAMLIUHCKOMY
HaOopy, BKJIIOYAIOLIEMY IO MEHbIIEH Mepe OZHO YCTPOHCTBO B COOTBETCTBUH C JIOOBIM M3
IIPECTABICHHBIX BBIIIE BAPUAHTOB OCYLUECTBJICHUs B MOAXOIAIIEM KOHTEHHEpPE U MHCTPYKLUU
IO NPUMEHEHHIO B MOAXOASIIEN YIIaKOBKE.

JKCIePUMEHThI

BputM OCyINeCTBIEHBI MpeaBAPUTENIbHBIE HCCIEAOBAHUS U OLEHKH 3(PQPEKTUBHOCTH
BbICBOOOXKnaromux [IputenuBup BarvHaJIbHBIX Kosel ansi [lputenuBupa B BHIOE CBOOOZHOTO
ocHOBaHMs M Me3maTHOH comu [Iputenusupa. Kak cBobogHoe ocHoBanue [Ipurenusupa, Tak u
Me3uiaTHasi conb IlpurenuBupa ObLIM yCHELIHO BKIFOYEHBI Npu Harpyske 25 u 400 mr B
BarHaJIbHbIE KOJbI[A MATPUYHOTO THUMA, H3TOTOBJEHHbIE M3 MEIULMHCKOTO CUJIMKOHOBOIO
snactomepa DDU-4320, nosy4eHHOro Npy OTBEPKAEHUH B PE3YJIbTATE PEAKLIUU IPUCOSTUHEHMUS.
[Ipobnem ¢ otrBepkaeHueM He HaOmonmanoch, 1 DSC aHanmu3 MNOATBEPOMIT TPUCYTCTBUE
KPHUCTAJUTMYECKOTO JIEKAPCTBEHHOTO CpeAacTBa B Kouyblax (kak musa Ilpurenusupa B BHIE
CBOOOJHOIO OCHOBaHHWS, Tak M Uil Me3wnatHoH conmu IlpurenmBupa). Hccnenosanus
BBICBOOOXKIEHHU 1n vitro mokaszamy, uto llputenuBup BBICBOOOXKHANCS OT KOJIel, U ObLIO
BO3MOXKHO JIOCTHYb JUTUTEIBHOTO BBICBOOOXAEHHUs IlpurenuBupa ¢  HCIOJB30BAHHEM
BAarMHAaJbHOI'O KOJIBLEBOIO YCTPOHCTBA.

BIKX nns konnuecTBeHHOro onpeaesienusi Ilpurennsupa

BD2XX ananu3 ocymecTsisim ¢ ucnoibp3zoBanueM cucreMbl B2XKX Agilent 1200 Series,
coctosmein u3 BOXKX Hacoca aist 4eThIpeXKOMIIOHEHTHBIX CUCTEM, aBTOMAaTHYECKOTO J03aTOpa,
BCTPOEHHOI'O B aBTOMAaTHUYECKYIO IMHHIO Aerazatopa AF, nerekropa norinomeHus Ha ABYX JUIMHAX
BOJIH A 1 Harpesatens kononku. Mcnons3osamn BDS Hypersil C18 (Thermo Scientific) kononky
(nmmaa 150 MM, BHYTp.AuaM. 4,6 MM, pa3mep dactur 3 MkM). [loxBrkHast ¢asa Bxiodana 45%
pactBopa 1% macc/o6 nensHOW YKCYCHOM KHUCIOTBI W S55% MeTaHONa, TMOAaBaeMbIX B

H30KPATHYECKOM PEXKUME TPU CKOpocTH moToka | mur/muH. O6beM BBOAUMOM mpoObI ObLT 25 MK,
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TeMIiepatypa KOJOHKH cocTaBisiia 25°C, u pgerexuuro ocyuectsisnu npu 280 HM. Bpewms
XpoMaTtorpadupoBaHus AJisl 3TOrO Crocoda COCTABIISIIO S MUH.

HudpdepenunanbHasi CKAHHPYIOIIAs] KAJOPHUMETPHS

Huddepennnanpayto ckanupyromy kanopumerpuro (DSC) [Ipurtenusupa B obpasmax
CHJINKOHOBOT'O 3JIaCTOMEpa ocyInecTBisuin ¢ ucnoibs3osanueM DSCQ100 (TA Instruments) B
CTaHIAPTHOM pEXKUME JIMHEHHOrO W3MEHEHUs Temreparypbl HarpeBaHus. OOpasubl B
ANFOMUHHUEBBIX YalllaX HarpeBajil OT KOMHATHOH Temnepatypbl 10 300°C npu 10°C/muH.

TepMorpasuMeTpHYeCKHI aHAIH3

Tepmorpasumerpuueckuii ananu3 (TGA) IlpurenusBupa B Buge CBOOOIHOTO OCHOBAHHS
ocymiecTBIsN ¢ ucnonb3oBanueM ycrpoiictBa TGA Q200 (TA Instruments) B cTaHmapTHOM
pe’kuMe JMHEHHOro M3MEHEHUsI TeMrepaTypbl HarpeBaHus. OOpasibl B aTFOMMHUEBBIX Hallax
Harpesasiu oT KoMHaTHOH Temmnepatypsbl 10 300°C npu 10°C/mun. Bee 00pasusl aHanusuposaiu
B TPEX MOBTOPAX.

H3roroBnenne BArHHAJBLHBIX KOJiell MATPHYHOIO THNA H3 CHJIMKOHOBOIO
3JacToMepa

BarunanpHble KOJbLIa MATPUYHOTO TUIIA U3 CUIIMKOHOBOTO 3J1aCTOMEPA MOAXOASIILErO AT
yesioBeka pasmepa (56 MM uim X 7,6 MM BHYTp. IuaMm.), coaepxariie jgudo 25 mr, nudo 400 mr
[Tputenusupa, MONy4Yaad METOAOM pPEAKLHOHHOTO HWHXEKIHOHHOTO (OpMOBaHHS CMeced
JIEKapCTBEHHOE cpeAcTBO+CIMKOH. st 25 mr komeny 272 Mr CBOOOAHOTO OCHOBAHUS
IlpurenuBupa wnu Me3wnatHod conu IIpurenuBupa oOTBemIMBAIM B MOJIUIPOINUIIEHOBBIN
Speedmixer kouTeiiHep BMecTe ¢ UacTeio A (40 r) u Hacteio B (40 1) CHIIMKOHOBOTO 3J1acTOMEpa
DDU-4320. ITocne cmemmnBanus (Speedmixer DAK 150 FVZ-K; 3000 06/mun B Teuenue 30 cex)
cMech TnepeHocwin B O00-mi1 OAHOPA30BBIM IJJACTUKOBBIA IINPULL U HUHKEKTHUPOBAIU B
npenBaputenbHo  Harperbie  (90°C) creuuasnbHble JBYXMOJOCTHBIE Tpecc-(hOpMbI st
U3TOTOBJIEHHS KOJIEI], MOAXOASIINE 1Jis TJaOOPATOPHON MAaIIWHBI MHXEKIIHOHHOTO ()OPMOBAHUS.
Uepes 3 MUHYTHI OTBEp)KACHHbIE KOJNbla u3BNeKanu u3 mpecc-popm. st 400 mr xosen
orBemnBanu 4325 wMr cBoOOmHOrO oOcCHOBaHus [lpuTenuBuUpa WM ME3WIATHON COJIU
[purenusupa. [Tonyuyanu yereipe 0Opas3ia KaKa0ro THIA KOJIbIIA.

Cnoco0 BbICBOOOKAEHUS in Vitro

Konbua ¢ ITputenuBupoM MHAMBHAYAJIBHO IMOMELIATN B CTEKIJISTHHBIE KOJOBI C IPOOKOH,
cogepxarque 100 mu nzonponanona/H,O. Konbel moMeman BO BCTPSAXUBAOIIUI OpOUTATBHBIN
metikep (37°C, 60 06/mun). I1poOer cpens! BricBOOOXKACHUS ([J5 M) Opanu kaxnaeie 24 yaca B
TEYCeHHE YEThIPHALATH IHEH, ¢ TTOJTHOM 3aMeHO# 100 M1 cpenbl BBICBOOOKIEHHSI B KAXKIOH TOUKE
orbopa mpoO s TMOAAEp KaHUS YCIOBHH IOCTAaTOYHOrO pacTBopeHms. KommdecTBeHHOE
ornpeneneHne KoHueHTpanuii [IpurenBripa B BUuae cBOOOAHOTO OCHOBAHUS WM ME3MJIATHOM COJTU
ITpurenueupa B 0Opa3nax OCYIECTBISUIN C HCIIONb30BaHHEM MeTona BOXKX-YO.

B2KX xpomaTorpammsl

@ur. 1 nokassiBaer penpeseHTraTuBHbIe BOYKX xpomarorpamMmsl it 8 MKI/MIT pacTBOPOB
cBoOogHOro ocHoBanus IIpuremusupa (A) u mesunataoit comu Ilputenusupa (B) B 1:1 cmecu

u3onponanoi/H,O. T'maBHBI mNHMK KaXIOW XpOMaTOrpaMMbl OTHOCHUTCS K CBOOOTHOMY
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ocHoBanuto IlputenuBupy (Xpomartorpamma A) u wme3wratHoii comu  [lpurenuBupa
(xpomarorpamma B), coorBercTBeHHO. IlOKa3aHbI XapakTepHCTUYECKUE MUKUA C HAMOOJBIINM
nukoM Ha @ur. 1A npu 2,887 mun 1 HanOonpum koM Ha ®ur. 1B npu 2,884.
Hannbie DSC u TGA
DSC Tepmorpammbl ans IlpurenuBupa OTAENBHO U B CUJIMKOHOBOM 3JIACTOMEpE
npencrasieHsl Ha Qur. 2 u 3. 3HaueHus nis remnepatypsl Havana (°C), remmnepatypsl uka (°C)
u suTanbnuu (AH, JDx/T) ans kaxaoro nuka riaBjieHus npeacTasieHsl B Tadmuue 1.
Tabmuua 1
Tepmuueckue mapaMeTpsl JJIsl IEPBUYHBIX MEPEXOAOB KPUCTAIUI-PACIUIAB, HAOMOJaeMble Ha
DSC Tepmorpammax pasnuusbeix obpasios IlpurenuBupa B BHae CBOOOIHOTO OCHOBAHUA H

mesmnatHol conu [lputenuBupa. OT10 oTpakaer pasdaBisromui 3PQPEKT CHIMKOHOBOTO

2JlaCTOMEpPa

TertoBol NOTOK
Obpazen Temn.nauana (°C) Temn.muka (°C)
(AH, JTx/T)

[IpurenuBup B Buzae | 56,14 £ 1,49 206,18 + 0,35 207,65 + 0,33

CBOOOJTHOTO OCHOBAHUS
(KaK OH TIOCTABJISIETCS])

Me3zunatHas conb | 77,26 + 1,21 164,52 + 0,83 169,45 + 0,92

IIpurenusupa
(KaK TOCTaBJISAETCSI)

10% macc/macc cobomHoro | 8,41 + 1,32 204,61 + 1,76 207,71 £ 0,75

ocHoBaHus lIpurenusupa
B CHJINKOHOBOM 3JIaCTOMEpE

10% macc/Mace MesunaTHoii | 8,95 + 1,32 135,79 £ 2,83 162,24 +2,14

conu Ilpurenusupa

B CUJIMKOHOBOM 3JIaCTOMEPEC

[TpurenuBup MOKa3bIBAaET J1BA TEIUIOBBIX nepexozna, Menbmii npu 118°C (oTHeCEeHHbIH 3a
CUET MOTEPH PACTBOPHUTENSI PU KPUCTAIUTU3ALUH H/FITH OJMMOP(HOTO Tepexonia) 1 OCHOBHON
nepexoy kpucraui-pacmiaB npu 206°C (Qur. 2). Tepmudeckoe pas3jioxKeHHe HAYMHAETCS TPU
TeMriepatype okosio 215°C, 0 4em CBUIETENbCTBYET 3HAUUTENbHAs MOTEPs] MacChl HA KPUBOM
TGA (®ur. 2). CoBeplieHHO aHAJIOTMYHBIE TEIUIOBbIE XAPAKTEPUCTUKH HAOJIONAFOTCS IS
cBOOOgHOrO OCHOBaHWs [IpuTenuBHpa MPH €ro BKJIIOYEHHH B CHJIMKOHOBBIH 3J1acTOMEp B
koHueHTpauun 10% macc/mace (Pur. 3); mepBUYHBIA MEPEXOA KPUCTAIUTMYECKOTO BEIIECTBA B
pacrmias ipu 205°C moaTBepskaaeT, 4YTo CBOOOIHOE OcHOBaHUe [IpuTenuBupa, Mo MeHbLIeH Mepe,
YaCTUYHO MPUCYTCTBYET B AUCIIEPCHOM COCTOSIHHH (TO €CTh B BUI€ KPHCTAJLIMUECKOTO TBEPAOTO
BEIIIECTBA) B KOJBIEBOH MaTpuLle. YMEHBIICHHbIH TEIUIOBOH MOTOK IJIsi 00pasna CBOOOZHOTO

ocHoBaHwMs | IpuTenuBrpa+CHUIMKOH 1O CPAaBHEHUIO CO CBOOOIHBIM OcHOBaHUeM [IpurenuBupa (B
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TOM BUAE, KaKk OH mocTaBjsiercs). lloctapnsiembrii matepwan B (OpMe Me3WIATHOW COJU
[IpurenuBupa mokasan OueHb IMUPOKUI mepexon B nuamasoHe ot 110 mo 170°C (Pur. 4), ¢
IIpU3HAKAMU Pa3JIoKeHUs JiekapcTBeHHOro cpenctsa Bbime 210°C. Mcexons w3 mpusiaraeMbix
naHHbIX TGA (@ur. 4), 0ka3aJa0Ch, 4TO STOT MIHUPOKHUI mepexoa 00y CIIOBJICH ABYMsI MPOLIECCAMU:
noreps pactBopuresst Mexay 120 u 160°C (cnenyer oOpaTUTh BHUMaHHE HA MMOTEPIO MACChl HA
kpusoii TGA) ¢ mocneayromuM IaBIeHneM KPUCTATNUECKOH Me3uaTHoi conu [Iputenusupa
npu 170°C (6e3 morepu maccel Ha kpuBoil TGA). Takue ke TepMUYECKHE IEPEX0ibl B OCHOBHOM
HaOmomaroTess U B oOpasue me3mwnatHoil comu IlpurenuBupatcunukon (Pur. 5); 3T0 Takke
FOBOPUT O TOM, YTO KPHUCTa/UIM4YeCKass Me3ujaTHass conb IlpurenuBupa mNpUCYTCTBYET B
CHJINKOHOBOM 3JlacToMepe. JlJst jydiiel MHTepIIpeTalu 3TUX KPUBBIX MOXKET NMOTpeOOBaThCs
JOTIONTHUTENbHA HH(OpPMALHS O JIEKAPCTBEHHBIX MaTepHallaX U pAaCTBOPHUTEIISIX, U3 KOTOPBIX OHU
Obutn  mepekpucTau3oBaHbl.  COOTBETCTBEHHO, OBbUIO YCTAaHOBJIEHO, YTO BKIIKOYEHHE
IIpurenuBupa B CUIIMKOHOBBIH 3JIaCTOMED HE OKa3bIBAJIO BJIUSAHUS Ha KPUCTAJUIMYECKYO IPUPOAY
coenquHeHusi. OueBUAHO 3TO CBA3AHO C PACTBOPEHHEM KPUCTAIIIMYECKOrO JIEKapCTBEHHOI'O
CpeAcTBA B IOJNMMEpe C  TOCJHEAYIOIUM TNPOHHUKHOBEHHEM  CONMOOMIM3UPOBAHHOIO
JIEKapCTBEHHOI'O CPECTBA YePe3 MOJUMED.

JlaHHbIE BLICBOOOKACHUS iN Vitro

Kak cBobonHoe ocHoBanme IlpurenuBupa, Tak W Me3wiatHas conb I[lpurenusupa
3¢ PEeKTHBHO BBICBOOOXKIANNCH M3 BarMHAJIbHBIX KOJIEI] MATPUYHOTO THIIA, M3TOTOBJIEHHBIX U3
CHJIMKOHOBOTO 3J1acToMepa. Pa3nudnble npoduim exxeTHEBHOTO BBICBOOOXKICHUS B 3aBUCHMOCTH
or BpemeHu (Pur. 6A) mokasanu THIUYHOE MOBENCHHE MATPUYHOTO THIIA, BKIJIIOYAIOIIEE

OTHOCHUTEJIbHO BBICOKMH BBIOPOC B J€Hb 1, CBs3aHHBIM CO CBOWCTBAMH  KOJbBIIA,

,
00eCreunBaOIIUMU  HEMEIJICHHOE  BBICBOOOXKIEHHE, C  TOCJEAYIOIIMM  TOCTOSTHHBIM
YMEHBIICHHEM KOJHYECTBA, BBICBOOOKAAEMOTr0 B MOCIENYIOIINE JTHH, TIOATBEPKAAsi MOTEHIIHAJ
LTS IPOJIOHTMPOBAHHOTO BRICBOOOKAEHMUS. BBICBOOOXKIEHHE CHITBHO 3aBHCEJIO KaK OT HAYaJIbHOU
3arpy3KH JIEKAPCTBEHHOT'O CPENCTBA, TaK W OT THUIA JIEKAPCTBEHHOTO CPEACTBA, MPH STOM
Habmromancst cnenyromui nopsinok: 400 mMr csobomnoro ocHoBanusi IlpurtenuBupa > 400 mr
me3wnatHor conu IlpurenuBupa > 25 mr cBobomgHoro ocHoBaHus I[lputenuBupa > 25 mr
me3mnaTHol comu ITpurenusupa. I'paduiku kyMysiTHBHOE BBICBOOOKIEHUE VS. BpeMs (Pur. 6B)
U KyMyJSITHBHOE BBICBOOOXKIEHHE VS. KBaIpaTHbIH KopeHb Bpemenu (Pur. 6C) crpownu Ha
OCHOBAaHWH JAHHBIX €KEIHEBHOTO BBICBOOOXIeHuUs. [Ipsimonuueiinbie mpoduwm (R? > 0,995),
HaOJronaeMble i1 rpauKOB KyMYJIATUBHOE BBICBOOOYK/IEHHUE VS. KBaIPATHBIA KOPEHb BPEMEHU
(@ur. 6C), yka3plBalOT Ha TO, YTO BBICBOOOXKIEHME CBOOOAHOro ocHoBaHus [lpuTenuBupa u
Me3mnaTHol conu IlputenuBupa W3 KOJEl ONpeneisieTcsi KMHETHKON ti,, YTO yKa3bIBaeT Ha
KOHTPOJIMPYEMBbIH MpoHULIaeMocThio (auddysueit) MexaHu3M BbICBOOOKIASHUSI JIEKAPCTBEHHOTO
cpencrea. CpaBHHUTEIbHBIE 3HAUEHUS JJIs1 BHICBOOOXKIEHHUs CBOOOJHOTO OCHOBaHMs [IputenuBsupa
u Mme3wnatHol conu IlpurtenuBupa u3 kojen npencrasneHsl B Tabmune 2. C UCMOIb30BaHHEM
KOJIELI, TIPE/ICTABJICHHBIX B KAYeCTBE MIPUMEPA B HACTOSLIECH 3asiBKE, MOXKHO BBITOJHBIM 00pa3oM
IOCTUYb 3aMEIJICHHOTO BBICBOOOXKIEHUs1 [IpurennBupa B TEYeHHE 1O MEHBIIEH Mepe IIBYX

HEOECIb.
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Tabnuua 2
CpaBHHTEIbHbIE 3HAa4YeHWs Ui BBICBOOOKIEeHMs [lpurenuBupa ¥ ME3WJIATHOW CONH

HpI/ITeJ'II/IBI/Ipa N3 BArvHAJIbHBIX KOJICH MAaTPUYIHOT'O TUIIA

Cpeanee Cpennee KymyastuBHoe
Ckopoctb
BbICBOOOKI€H | BHICBOOOKIEH | BHICBOOOKIEHH
Tun koJapua BbICBOOOKIEHH
ue [lenn 1 ue /lenn 14 e /lenn 14
s1 (MKI/1eHb)
(MKT) (MKT) (MKT)
[IpurenuBup B | 122,17 24,77 604,13 177,0
BHIE CBOOOIHOrO
OCHOBaHMUS 25 Mr
MesunatHas coib | 30,37 - 178,79 55,5
IlpurenuBupa 25
MI
IIpurenuBup B | 443,45 102,16 2,495,52 752,5
BUIE CBOOOTHOIO
ocHoBaHus 400 mMr
MesunatHass conb | 243,75 73,16 1,464,56 456,7
IIpurenuBupa 400
MT

PesysibraTel uccnenoBaHMs SICHO JEMOHCTPUPYIOT MOTEHLHWAN JJIsl HEMEIJICHHOTO
BbICBOOOKIEHHs OOJiee BBICOKOTO KOJHMYECTBA B J€Hb | C TMOCIEAYIOLUIUM KOHTPOJIUPYEMBIM
3aMEeJUIEHHbIM BBICBOOOKAEHHEM CBOOOIHOrO OCHOBaHUS [IpuTenuBHpa M ME3HJIATHOH COJH
[IpurenuBupa #3 BarMHAJIBHBIX KOJIBLEBBIX YCTPOWCTB M3 CHJIMKOHOBOTO 3JIaCTOMEpa.
[TonyuenHsle TpodIu BBICBOOOKACHHUS 1N VItro SBISIOTCS TUIUYHBIMHU JJISI  YCTPOHCTB
MaTPUYHOTO THIIA, B KOTOPBIX JIEKAPCTBEHHOE CPEJICTBO MPHUCYTCTBYET BBILIE €r0 KOHIICHTPALUU
HACBIIIEHUs] B TOJUMEpPHOH MaTpuie. TBepaple YacTHIBl JIEKAPCTBEHHOTO CPEACTBA
o0ecrieuynBarOT pe3epByap BHYTPU KOJbIA JJISi IOMOJHEHHS PACTBOPEHHBIX MOJIEKYJI
JEKapCTBEHHOTO CPEICTBA, KOTOpPble BBICBOOOAMJIHNCH. JTO MNPHUBOAUT K  KUHETHUKE
BBICBOOOXKIEHHS JIEKAPCTBEHHOT'O CPEACTBA KaK (DYHKIMH OT ‘KBaJIPaTHOTO KOPHS BPEMEHH , UTO
MOATBEPIKIAETCS TMHEHHBIM TPaQKOM KyMYJIITUBHOE BBICBOOOKIEHHE VS. KBAIPATHBIH KOPEHb
Bpemenu. Ha ocnHoBanumnm PK panHbIX, Me3unaTHas cosb llpurenuBupa sBIsSIETCS SBHO
NPEATIOUYTUTENbHOW (POPMOIT JIEKAPCTBEHHOTO CPEACTBA U BBEACHUS C HCIOJIb30BAHHEM
BarvHaJbHOTO Koubla. Ilpenmonaraercs, uro ¢opma cBoOOmHOrOo OcHOBaHHs IlpuTenuBupa
siByisieTcst Ooyiee ruapodoOHO, yeM Gopma Me3UIaTHON CoH, YTO O0eCTeYrBaeT HEOKUIAHHO
MOBBIIIEHHYO PAaCTBOPUMOCTh B CHJIMKOHOBOM 3JIACTOMEPE H, B CBOKO OYepelb, MOBBIIICHHBIE
CKOPOCTH MPOHUKHOBEHHS Y€Pe3 MATPHILy M3 CUIMKOHOBOTO 3J1aCTOMEPA.

PK HCCIEA0OBAHUA Yy INPUMATOB ¢ HCHOJB30BAHHEM BArUuHAJbHBLIX KOJICL,
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coaepxamux Ilputenusup B BUae cBO0OOJHOr0 OCHOBAHUSI

Ilnan uccneoosanus

HccnenoBanne OCYIIECTBISIM B YETHIPEX OTAENBHBIX 030BBIX (pa3ax ¢ 28-THEBHBIM
BbIOOpOUHBIM niepronoM mocie Pa3 1 u 2 (7-nmHeBHBIH MEePHOA BBIMBIBAHHUS MEXKIY 103aMH).
BarunanpHble KOJBLIA MCCIIENOBANN Il CBOOOAHOTO OCHOBaHMs [IpuTenuBHpa M Me3MJIATHOM
conu [IpurenuBupa npu ABYX YPOBHSX 103 Ha JieKapCcTBeHHYIO popmy. Mccienyemele BemecTsa

BBOAW/IM B BHUIE BarMHaJbHBLIX KoJiell B Daszax 1 u 2 camkam o0e3bsiH. [liaH ucclieqoBaHus

npezncrasieH Hwke B Tabnume 3.

Tabnuua 3
IInan uccnenoBanus
®a3za Hpopoaxure | Ilepuon
ucciaen | I'pynn | Yposennb JlekapcTBeHH | JIbHOCTBH Ha0101eH
OBAHHUA | a ao3 (mr) | Jleuenue as1 popma JeYeHust usi
1 1 40 Ilputenusup | Barunanpnoe | 1 x 28 nHen 29 nuei
B BUZE | KOJIBLIO
cBOOOIHOTO
OCHOBAHUs
2 49.6 MesunaTHast
COJIb
IIpurenusup
a
2 1 240 IIpurenuBup | BarunaneHoe | 1 x 28 gHen 29 nuen
B BUJE | KOJIBLIO
cBOOOIHOTO
OCHOBaHUS
2 297 Mesunarnas
COJIb
IIpurenusup
a
bpanun o0pasubl KpOBH, BAaruHaJIbHOW JKUAKOCTH M TKAaHU JJI1  OINpPEeNICHHs
KOHLIGHTpALUH, KaK OMHUCAHO B CIEAYIOIIUX Pa3fenax.
Tabauna 4
I'pynnbl nevenus
Komuuectso
I'pynna JKUBOTHBIX Jleuenune
1 4 ITpuTenuBup B Buae CBOOOTHOTO OCHOBAHUS
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3 Mesunarnas cons IIputenusupa

Hccnenyemoe BemecTso H JieKapcTBeHHasi hopma

.HeKapCTBeHHaﬂ (I)opMa, HUCCIEAYEMOEC BEIIECTBO, COACPKAHUE JICKAPCTBECHHOT'O BEILIECCTBA

U HOMepa MapTHH NPEeACTaBIICHbI B TAOIHIE HIDKE.

Hccnenyemoe BelecTBO U JIeKapCTBEHHas popma

Tabmnuua 5

®daza Coaepxanue
uccaeno | Uccaenyemoe JlekapcTBeHHA | JIEKAPCTBEHHOIO Pa3zmep koabua
BAHHSA BELIEeCTBO s popma BelecTBa (Mr) (Mm)
1 Ilpurenusup B BHUIE
BarunansHoe
CBOOOTHOTO 40 20 x 4,5
KOJIBLIO
OCHOBaHUs
MesunarHas  coab | BarunanbHoe
49,6 20 x 4,5
IIputenusupa KOJIbLIO
2 IIputenusup B BHUIE
Barunanbnoe
CBOOOIHOTO 240 20 x 4.5
KOJIBLIO
OCHOBaHUS
MesunarHas  coab | BarunanbHoe
297 20 x 4.5
IIpurenusupa KOJIBLIO

DapMaKOKHHETHKA B KPOBH

OOpa3ibl BEHO3HOM KPOBU Opajii y BCEX JKMBOTHBIX B CJENYIOLIMX BPEMEHHBIX TOYKAX

OTHOCHUTEJIbHO BBEICHUS IIpernapara.

B3zsitie 00pa3uoB KpoBu

Tabnuua 6

®aza | O6paseny | Bpems B3siTusi 00pa3ua (nmocJie BBeAeHUsI Mpenapara)

1 Kposb Ou (mepen BBemeHueM npenapara), 14, 249, 44, 84, 3arem B 1eHb 2, 3, 4,
7,10, 14, 17,21, 24, 28

2 Kposb Ou (mepen BBeneHueM npenapara), 14, 249, 44, 84, 3arem B 1eHb 2, 3, 4,
7,10, 14, 17,21, 24, 28

VYyacTok B3sTHsI 00pas3ia KpOoBH

O6mbem kpoBHu

1,0 Mo

benpenHsIii yuacTok
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AHTHKOAryJISTHT Jlns obpasuoB daser 1, Jlerp 1-3 TONBKO, KPOBb
cobupamu B craHgaptHeie HLS  ¢aakoHsl,
conepxkaliye JuThii-renapud 1 20 MKJI BOJHOTO
pactBopa ochopHoi KUCTOTHI (3,5 MOJSIPHBII).
3areM KpOBb COOMpAITU B IPOOHPKH, COAEPIKAIIUE
TOJBKO JIUTHH-TenapuH. llnasmy nonyvanu wus
BCEX O0pa3LoB MyTeM LEHTPU(PYTHPOBAHMUS.
OO0pa3ipl MoMeyaau COOTBETCTBYIOIIUM 00pa3omM
U XPaHWIH 3aMOPOKEHHBIMH IIPH  HU3KOH
temnepatype (-20°C unm Huxe) 10 aHaIu3a

Obmee xkommuecTBo oOpa3nos 350

KpPOBHU

B3siTue 00pa3oB BArHHAJIBLHON KHUAKOCTH

OO0pa3upl BarMHAJIBHON JKUAKOCTH Opaju y BCeX KMBOTHBIX B CIEAYIOLIMX BPEMEHHBIX

TOYKaX OTHOCUTECJIbBHO BBEACHUA IIpEIriapara.

Tabmmua 7
B3situe 00pa3noB BarMHAIBHON JKUIKOCTH
®daza O6pa3sen Bpems B3siTusi 00pa3ua (mocje BBeJeHHsI Mpenapara)
1 Barunanbnas Ou (mepen BBeneHueM mnpenapara), 14, 24, 4y, 8y,
JKUAKOCTh 3areM B AeHb 2, 3,4, 7, 10, 14, 17, 21, 24, 28
2 Barunanbnas Ou (mepen BBeneHueM npenapara), 14, 24, 4y, 8y,
JKUAKOCTh 3areM B AeHb 2, 3,4, 7, 10, 14, 17, 21, 24, 28

Obpasupl Opanu ¢ ucnonb3oBaHueM rybook Weck-Cel® (ymepskuBajiu Ha MeCTe BO
BJIATAJIUINE B Te€YeHHe | MUHYTBI, a 3aTeM MEPEHOCUTH B MPOOUPKY Cpa3y MOCIe B3SATUSI 00pa3ia).
Bce ryoxku Weck-Cel® u npobupku 11t XpaHEHHs B3BELITHBAJIHU (C TOYHOCTBIO 10 | Mr) Kak 1o,
TaK M MOCJIe B3SITUS 00Pa3LIOB ISl OLEHKH MacChl coOpaHHbIX 00pa3uos xkunkocTu. ['yoku Weck-
Cel® mpenBapuTeNIbHO HE CMAYHMBAIK JUISl B3SITHSI 00a3L0B BaruHAJIBHOUN KUIKoCcTU. OOpasiibl
COOTBETCTBYIOIIUM 00pa3oM MapKHPOBAJIH M XPAHWIN B OTAEIBHBIX 15-MII MONUTPONHIEHOBBIX
npoOupKax 3aMOPOKEHHBIMH NP HU3KUX Temneparypax (-20°C wim Hipke) 10 aHaIu3a.

ByabBapHbie H BArHHAJIbHBIE OHONCHH

BynbBapHble M BarvHajbHble OWONCHM Opaid y BCEX JKHBOTHBIX B CIEIYIOLIMX

BPEMCHHBIX TOUKAaX OTHOCUTCJIbBHO BBCACHUS IIpCriapara.
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Tabnuua 8
buoncun
da3za Odpa3zen Bpemsi B3sTHH oOpa3sua (mocje
BBe/IeHHs Mpenapara)
1 BynbBapHbIE 1 BArMHAIBHBIE OUOTICUT Jenb 28
2 BynbBapHbIE 11 BArMHAJIBHBIE OUOTICHT Jenb 28

Jns monydenust o00pasnoB Opamu  OHONCHUM € HCIOJIb30BAHHEM  IMOAXOISIIETO
uHCTpyMeHTa 111 Ononcun. OOpasipl OMONCHN 3aMOPaKUBAJIM HA CYXOM JIbAy Tocie coopa u
XpaHWIU Ty 00KO 3aMopokeHHbIMH (-20°C uiu HUXKe) 10 aHAJIH3a.

AHanu3 o0pa3uos:

ITocne mnopxopsimero pasdaBieHuss OOpasUbl IUIA3MbI U BAardHAJIBHOW KUIKOCTHU
ananmusupoBanu Ha BOXX cucreme Waters Ha kononke Acquity UPLC-HSS PFP ¢ vactunamu
1,8 Mxm (100%2,1 MM) IyTeM rpailu€HTHOTO 3JIFOUPOBAHUS ¢ ucronb3oBanueM 0,1% MypaBbUHON
KHUCJIOTBI U MeTaHoua, coaepxkaiiero 0,1% mMypaBbUHOM KUCIOTHI. [[j1s NEeTeKIMH UCIIOIb30BAIN
BpeMsnposeTHelii Macc-ciektpomerp (Xevo GS-2 QTOF, Waters), paGoraromuii B pexume
noJokuTebHONH uWoHm3aiuu (MSe ananmuz). OOpasubl aHAJM3HPOBATN HA COIEpIKAHUE
cBOOOHOTO OcHOBaHus [IpuTenuBupa.

PesyabTaTni:

Uccnenosanue Obu1o paspaboTaHO [UIst MONyYeHHsT HHPOPMALIMK O BPEMEHH, B TEUECHUE
KOTOPOT'O  KOHIIEHTPAL[MM  KCIIBITHIBAEMOTO COENMHEHHs] B IUla3Me€ W BarWHAJbHOM
JKUIKOCTH/TKaHU OCTAaBAJIMCh HEM3MEHHBIMHU MTOCJI€ OTHOKPATHOTO MHTPABArHHAIbHOTO BBEIEHHUSI
kojenr camkam o0e3bssH Cynomolgus. Ilenpr0 HaHHOrO HCCiIenOBaHHsS ObUIO OMpereNieHue
0€30MacHOCTH U MEePEHOCUMOCTH KOJIell, Harpy»KeHHbIX [IpUTenTuBUpOM, a Takke CUCTEMHOW U
JIOKaJIbHOM SKCno3uiun (I1a3Ma, BarMHalbHAasl JKUIKOCTb, BarMHAJbHASL M BYJbBapHasi TKaHb,
COOTBETCTBEHHO). JIOKaJIbHbIE SKCIO3UIMHM CPAaBHUBAJIM C JaHHBIMH 00 3¢ ¢eKkTuBHOCTH
[IpurenuBupa  in  Vvitro, 9TOOBI  TOJYYUTH NpeACTaBlIeHUEe O HAYaJIbHBIX
bapmakoknHeTHueckux/papmakoannamuueckux (PK/PD) mapameTpax st BATHHAJIBHBIX KOJIELL,
TO €CThb OLEHUTh TOTEHLUUAIbHYIO CIIOCOOHOCTh Harpy:keHHoro IIpuTenuBUpOM KOJbIA
NOJABJIATh PEIUIMKALMI BUpPyca B TKaHH-MuineHH. Tabmmma 9 mpencrasisier 0030p ECs
3Hauenuii [Tpurenusupa nus BIIT-1 u BIIT-2. Mcrounuk nanueix: Field, H.J., et al., Baseline
sensitivity of HSV-1 and HSV-2 clinical isolates and defined acyclovir-resistant strains to the
helicase-primase inhibitor pritelivir. Antiviral Res, 2013. 100(2): p. 297-9. EC50=50%
3¢ eKTUBHAS KOHLIEHTPALIHSL.

Tabnuua 9
0630p ECs 3Hauenutii [Tpurenusupa s BIIT-1 u BIIT-2
Tun Bupyca ECsy (MxkM) ECs (Mkr/n)
BIIT-1 0,026 10,5

BIIT-2 0,030 12,1
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Pa3zoBble BarnHanbHble 10361 [IpuTenuBrupa, BBOAUMBIE IPU MOMOLIH KOJIELl C HArpy3KaMu
40 nym 240 mr ceoboanoro ocroBanus purenusupa u 49,6 nnu 297 mr IIpurenusupa mesunara,
HE TPUBOAWIN K KAaKUM-JIMOO HEONAaronmpHsITHBIM pPE3yJbTaTaM, YTO KacaeTcs KIMHHYECKHX
MPU3HAKOB WM Macchl Tena. B ®asze 1 m 2 uccnemosanust koHuentpauuu Ilpurenusupa
ONpEeNeNsAan B IUIa3Me, BIATaJIMLIIHON XUAKOCTH U TKaHWU BILIOTH A0 28 AHEHN NOCie BBEAECHUs
BarMHAJbHBIX KoJjel, coaepkamux 40 u 240 mr ceodonHoro ocHoBanus IIpurenusupa (I'pynma
1) mnu 49,6 u 297 mr mesunarHoit conu [lpurenusupa (I'pynma 2), camkxam o0e3bsiH. bbuio
OOHapy’>ke€HO, YTO BCe KOHIeHTpauuu IlpurenuBupa B mia3Me HAXOAATCS B HU3KOM
HaHOMOJISIpHOM auanasoHe (<132 HM unu <54 Mkr/n). MakcuMasbHble KOHIIEHTPALUU B TUIa3Me
NOCTUrajiuch uepe3 2-4 1HA IOCJIE€ BBEIEHUs BarMHaJbHOTO Kosblida. B panbHelinem
KOHIIEHTpALUsI CHIDKAJIach BIUIOTh 10 AHs 4 (Pasa 1) wim go aus 10 (Dasa 2) 1o mocTHKeHUs
miato. I[locne 3Toro KOHUEHTpauus B IJIa3Me OCTaBajaCh HEM3MEHHOM 10 AHA 14 win nonblie,
Harpumep 10 ass 28.

KoHuenTpanuu B mia3sMe NMOKa3aiyd BBICOKYIO MEXKHHAMBUAYAJIBHYIO BapHAOEIbHOCTD C
koo uimenramu Bapuanuu a0 90%. bbuio oOHapykeHO, YTO KOHLEHTpPALMU B IUIa3Me
YBEJIMUUBAIOTCS JO303aBHCUMBIM 00pa30oM, HO CyONpONOPLIHOHATIBHO AJIs1 OOOUX HCIBITBIBAEMbBIX
BemecTs. Takum oOpa3om, cuctemnas skcrnosuuusi [IpurenuBupa y ob6e3bsH Cynomolgus
OKa3ajlach HU3KOH IMOCJIe OJHOKPATHOI'O MHTPABATMHAIBHOTO BBEIEHUS CBOOOJHOIO OCHOBAHHUS
iy Me3usatHol conu IlpurenuBupa ¢ ucnojabp3oBaHueM Kousblia MatpuuHoro tuna. C npyroi
CTOPOHBI, KaK OJKHJAJIOCh, KOHLIEHTpauuu B TkaHu Obumn Bbime ECsy. Tunmunele npodum
KOHLIGHTPALUsi VS. BpeMsi MOXKHO Ha0MoJaTh BO  BJIATAJMIIHON  JKUAKOCTH  IOCIHE
WHTPABATUHAJIBHOTO BBEICHUS KOJEL C HEMEIJICHHbIM BBICBOOOXKACHUEM, COAEPIKALINX
cBOoOOHOE OocHOBaHue [lpurenuBupa WM Me3WIaTHYH cosb [IputenuBupa. MakcumalibHbIe
KOHLIEHTPALUH ObUTH OOHAPY KEHBbI HEMOCPENCTBEHHO IMOCHe BBeneHUs kosel. KoHIeHTpauun
MOCTOSTHHO CHHKAQJIUCh 10 AOCTHKeHWs miato kK nHio 4-10. Bbeuio oOHapyskeHO, dTO
KOHUIeHTpauun [lpurenuBupa BO BIATaJMIIHON JKUIKOCTH YBEJIHYUBAIOTCS Oojee ueM
MPOMOPLUUOHABEHO 03¢ OT Da3bl 1 10 Pasbl 2 Aist 000UX UCTIBITHIBAEMBIX BEIIECTB.

BarunaneHble w BysbBapHble Owoncuu Opanu uepes 28 nHeH mocie BBEIEHHS
UHTpaBarMHAIbHBIX KoJsell. [IockonbKy OMONCHM He B3BEIIMBAJIH Mepe]] SKCTPAKIHEH, HX Maccy
ONpeneNsaan Ha OCHOBAHUM AAHHBIX AHAJOTWYHBIX MCCIENOBAHUN C HUCIOJIB30BAHMEM TEX K€
ycnoBuil st Ouoricuu. M3 3TOro mMcciaenoBaHUs MCTIONB30BAIH JUISL pacdyeTa MHHHUMAJBHYIO,
MaKCUMAJIbHYIO M CPEIHIOI0 Maccy Ouoricun. DTi OMOTNCHU BapbHPOBAIUCH 1O Macce ot 0,7 1o
6,3 mr, B cpenHeM 2,95 mr. [y Bcex pacueToB MPEANnoaraioch, 4To 1 Kr TKaHu paBeH 1 J1 BOABL

B ®aze 1 comocraBuMble KOHLEHTpaluud ObLIM OOHAPYKEHBI B BarMHAJBHOH W
BYJIbBAPHOHM TKAaHM IOCJIE BBEICHUS BarMHAJIBHBIX KOJIEL], COEPIKAIIUX CBOOOIHOE OCHOBAHUE
WM Me3WnaTHyo cosib [Iputenusupa. B @asze 2 nosbllieHue A03bI B 6 pa3 OpUBOAWIO K 2-
KPaTHOMY YBEJMYECHUIO KOHLEHTPALMM BO BIATAJIMIIHONH TKAaHU JJIsI CBOOOIHOTO OCHOBAaHHS
IlpurenuBupa u k 10-kpaTHOMy YBEJIMYEHUIO KOHLIEHTPALMM BO BJIATaJUINHOW TKAHWU JJIs
Me3mwnatHon conu  IlpurenusBupa. KoHLEHTpauuu B ByJIbBaJbHOM TKAHU MOBBIIIAIUCH

COITOCTABUMBIM 00Pa30OM.
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KaK HpaBI/IJ'IO, KOHL[eHTpaL[I/II/I HpI/ITeJ'II/IBI/Ipa B IIJIa3M€E, Bal"I/IHa.]'IbHOI\/'I JKHUAKOCTU U TKaHH,
Kak ObL10 OOHApysKeHO, ObUTH BbIIIE TIOCTIE BBECHHSI KOJIELl C ME3UIATHOM coJibto [IpuTtenuBupa
MO CPaBHEHHIO ¢ KOJIbLIAMH CO CBOOOIHBIM OCHOBaHHeM. CBOOOIHOE OCHOBaHHE 00ECIIEYNBAIIO
Oojiee HU3KKME KOHIIEHTPALMU B IUIa3Me MO CPABHEHWUIO C ME3WJIATHOW COJIbIO, YTO SIBJISIETCS

NPEUMYLIIECTBOM, €CJIU TPeOyeTCs TOJbKO HU3KOE CUCTEMHOE BO3IEHCTBUE.
Tabnuua 10

Konnentpamnuss B mnasme (B MKr/m) cBoOogHOro ocHoBaHus IlpurenmBupa mocne
MHTPAaBarvHAJbHOIO BBEICHUS BAarMHAJBHOIO KOJbIa, copepxkamero 40 Mr cBoOOXHOTrO

ocHoBanus IIpurenusupa, camkam o0e3bsiH - Paza 1, ['pynma 1

Konuentpauusi ceo6oanoro ocHosanusi llpurenusupa(mMkr/i)
Cpeanee

Bpems (n) | 114 116 118 120 3HAYEHHE SD %CV
0 2,702 | nd nd nd nc nc nc
0,0417 2,442 4,73 3,112 | nd 3,430 1,17 343
0,0833 nd 6,03 4,53 nd 5,28 1,06 20,1
0,167 nd 6,90 7,56 2,382 5,61" 2,82 50,3
0,333 2,222 8,54 10,9 3,97 6,40" 4,00 62,5
2 4,07 11,6 18,3 6,75 10,2 6,23 61,2
3 4,80 7,29 18,4 6,30 9,20 6,22 67,6
4 3,212 3,412 5,30 3,512 3,860 0,972 252
7 3,552 3,222 3,862 4,00 3,66" 0,345 9,43
10 3,922 3,022 3,742 2,752 3,360 0,563 16,8
14 2,812 2,832 432 3,293 3,31b 0,708 21,4
17 2,642 4,08 3,482 2,592 3,20° 0,716 224
21 nd 3,002 3,082 2,672 291°b 0,218 7,49
24 nd 3212 | nd 2,772 2,990 0,311 10,4
28 2,602 2,762 3,002 | nd 2,79 0,204 7,33

nc: He paccuuThIBaJIH, nd: HE OOHAPYIKEHO
a: HIDKE HIKHETO TMpejelia KoJIM4ecTBeHHOro onpenenenus (9,93 HM, 4,0 Mkr/n)

b: paCcCUUTaHO C 3HAUYCHUAMU HHUXKE HUXKHETO MPEACIa KOJIMYECTBEHHOTO OINPEACTICHUA



Tabmuua 11

Konnenrpauuss B miuasme (B MKI/J) CBOOOJHOrO OCHOBaHUS llpurenuBupa mociie MHTPABarMHAJBLHOTO BBEICHHUS BArMHAJIBHOTO KOJIBIA,

copepxkamiero 49,6 mr mesunatHo conu [lpurenusupa, camkam o0e3bsiH - Paza 1, ['pynma 2

Konuenrpauusi ceo6oanoro ocHosanus llpurenusupa(MKr/i)

Bpems (n) 418 422 426 CpenHee 3HaueHHUe SD %CV

0 nd nd nd nc nc nc
0,0417 nd nd nd nc nc nc
0,0833 3,102 nd nd nc nc nc
0,167 2,352 nd nd nc nc nc
0,333 4,10 3,882 nd 3,990 0,151 3,79
2 6,00 8,59 513 6,58 1,80 27,4
3 9,29 28,9 7,40 15,2 11,9 78,4
4 5,66 4,55 5,58 5,26 0,619 11,8
7 4,71 3,844 4,26 4,27 0,434 10,2
10 3,402 3,622 3,443 3,49° 0,121 3,47
14 nd 2,992 2,602 2,79 0,277 9,93
17 nd nd 2,522 nc nc nc

21 2,843 2,473 nd 2,660 0,263 9,90
24 nd nd nd nc nc nc

28 2,432 nd nd nc nc nc
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nc: He paccuuThiBaiy, nd: He OOHAPYKEHO,

a: HI)Ke HUYKHETO TpesieNia KoJarmdecTBeHHoro onpenesenus (9,93 HM, 4,0 Mxr/mn)

b: pacCUUTaHO C 3HAUCHUAMHN HUXKE HUXKHETO MPEACIIa KOIMYECCTBCHHOTO OINPEACTICHUA

Konnenrpauuss B miuasme (B MKI/J) CBOOOJHOro OCHOBaHUs llpurenuBupa mociie MHTPaBarMHAJbHOTO BBEIEHHUS BarMHAJIBHOTO KOJIBIA,

copepaxkatiero 240 mr ceobonHoro ocHoBanus [Ipurenusupa, camkam obe3bstH - @aza 2, I'pynma 1

Tabmuua 12

Konuenrpauusi ceo6oanoro ocHosanusi llpurenusupa(MKr/i)

Bpems (n) 114 116 118 120 Cpennee 3Ha4eHue SD %CV
0 nd nd nd nd nc nc nc
0,0417 nd 2,962 nd nd nc nc nc
0,0833 nd 4,41 2,952 nd 3,68° 1,03 28,0
0,167 2,822 8,45 4,56 2,492 4,58 2,74 59,7
0,333 3,782 10,1 5,80 3,792 5,87° 2,98 50,8
2 10,1 23,0 9,89 nd 14,3 7,53 52,6
3 15,6 26,8 15,2 10,2 17,0 7,01 41,3
4 13,9 26,0 16,1 12,2 17,0 6,18 36,3
7 11,8 16,4 14,2 10,3 13,1 2,68 20,4
10 8,27 9,46 9,04 8,43 8,80 0,553 6,28
14 6,33 9,48 8,33 10,6 8,70 1,84 21,1
17 5,58 10,8 9,84 8,41 8,67 2,29 26,4
21 6,02 7,78 8,37 5,71 6,97 1,30 18,7
24 4,96 9,71 11,3 9,86 8,97 2,77 30,9
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28 5,57 7,55 8,79 3,03 34,5
nc: He paccuuThIBaNIM, nd: HE OOHAPYKEHO
a: HI)Ke HUYKHETO TpesieNia KoJamdecTBeHHoro onpeneenus (9,93 HM, 4,0 Mxr/m)
b: paccunTaHO C 3HAUEHUSIMHU HUKE HIDKHETO Tpesieia KOJIUIECTBEHHOTO ONpeeIeHUs
Tabmuua 13

Konnenrpauus B miuasme (B MKI/J) CBOOOJHOrO OCHOBaHUs llpurenuBupa mocie MHTPaBaruHAJbHOTO BBEIEHHUS BArMHAJIBHOTO KOJIBIA,

comepaxatiero 297 mr Me3uatHou conu [Ipurenusupa, camkam o6e3bstH - Paza 2, ['pynma 2

Konuenrpauusi ceo6oaHoro ocHosanusi Illpurenusupa(MKr/i)

Bpems (n) 418 422 426 CpenHee 3HaueHue %CV
0 nd nd nd nc nc nc
0,0417 nd nd nd nc nc nc
0,0833 nd nd 2,622 nc nc nc
0,167 nd 5,71 3,472 4,59° 1,58 34,5
0,333 2,432 16,3 5,39 8,030 7,29 90,7
2 15,5 32,8 13,2 20,5 10,7 52,4
3 16,7 53,3 21,1 30,4 20,0 65,8
4 15,5 38,6 20,7 24,9 12,1 48,7
7 244 18,5 16,3 19,7 4,20 21,3
10 nd nd 9,76 nc nc nc
14 nd 9,40 8,06 8,73 0,952 10,9
17 9,46 4,79 5,32 6,52 2,56 39,2
21 5,47 5,08 3,902 4820 0,816 16,9
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24 4,29 5,70 nd 5,00 0,997 20,0
28 5,44 7,51 5,16 6,04 1,29 21,3
nc: He paccuuThIBaNIU, nd: HE OOHAPYKEHO
a: HI)KE HUYKHETO Tpesiesia KoJamdecTBeHHoro onpenesenus (9,93 HM, 4,0 Mxr/m)
b: paccunTaHO C 3HAUEHUSIMHU HUKE HI)KHETO Tpesieia KOIUIECTBEHHOTO ONpeIeIeHUs
Tabmuua 14

Konnenrpauuss (B MKr/mi) cBoOOJHOro ocHOBaHMsA IlpurenuBupa B BarvHaJbHOH JKUAKOCTH TIIOC/IE€ HHTPABArMHAJIBHOIO BBEICHUS

BarMHAJILHOTO KOJIbI[a, copep:xkaimero 40 mr ceobogHoro ocHoBanwms [Ipurenusupa, camkam obe3bsiH - @asza 1, 'pynma 1

Konuentpauus cso6oaHoro ocHopanus Ilpuresusupa(Mkr/mi)

Bpems (n) 114 116 118 120 Cpennee 3Hauenne | SD %CV
0 nd nd nd nd nc nc nc
0,0417 7,74 3,51 31,9 1,67 11,2 14,0 125
0,0833 9,21 3,19 25,6 0,547 9,65 11,3 117
0,167 4,76 2,25 21,6 1,39 7,50 9,51 127
0,333 2,38 0,0880 14,4 1,85 4,68 6,56 140
2 0,306 0,0172 2,81 0,0645 0,800 1,35 168
3 0,565 0,191 1,15 0,725 0,657 0,396 60,3
4 0,937 0,101 0,346 0,151 0,384 0,384 100
7 0,583 0,0748 0,239 0,0885 0,246 0,236 96,0
10 0,191 0,0143 0,274 0,575 0,264 0,234 88,7
14 0,103 0,0817 0,127 0,201 0,128 0,0521 40,6
17 0,137 0,0348 0,467 0,159 0,199 0,186 93,5
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21 0,0000 0,241 0,434 0272 0,237 0,179 75,6
24 0,481 0,0000 1,14 0,828 0,612 0,489 40,4
28 0,712 0,0000 1,66 0,185 0,639 0,744 87.7
nc: He paccUuThIBaNIU, nd: HE OOHAPYKEHO
Tabmuua 15

Konnenrpamuss (B MKr/mi) cBoOOJHOro ocHOBaHMsA IlpurenuBupa B BarrHaJbHOH JKUAKOCTH TIIOCJIE€ HHTPABArMHAJIBHOIO BBEICHUS

BarMHAJIBHOTO KOJbLA, conepskamero 49,6 mr mesunatHoi conu [lputenusupa, camkam o0e3bsiH - @aza 1, ['pynma 2

Konuentpauus ceodoaHoro ocHoanus Ilpuresnsupa(Mkr/mi)

Bpems (n) 418 422 426 CpenHee 3HaueHue SD %CV

0 nd nd nd nc nc nc
0,0417 103 177 92,0 124 46,3 37,4
0,0833 201 138 60,5 133 70,4 52,9
0,167 110 122 8,96 80,2 62,1 77,3
0,333 112 53,1 6,24 57,1 53,0 92,8
2 12,7 6,42 8,48 9,20 3,20 34,8
3 18,4 21,6 2,24 14,1 10,4 73,7
4 16,3 2,43 8,43 9,05 6,95 76,8
7 23,0 4,98 7,52 11,8 9,73 82,3
10 1,31 0,189 1,41 0,969 0,677 69,9
14 2,18 0,0000 13,7 5,28 7,33 139
17 1,13 0,105 0,638 0,623 0,511 82,0
21 0,455 0,334 14,0 491 7,83 159
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24 4,11 0,732 2,50 2,45 1,69 69,1

28 1,64 2,00 0,184 1,27 0,961 75,4

nc: He paccuuThIBaNIU, nd: HE OOHAPYKEHO
Tabmuua 16
Konnenrpauuss (B MKr/mi) cBOOOJHOro ocHOBaHMsA IlpurenuBupa B BarrHaJbHOH JKUAKOCTH TIIOCJIE HHTPABATMHAJIBHOIO BBEICHUS

BarMHAJIBHOTO KOJIbIIa, coxepaxkaiero 240 mr cBobonHoro ocHoBanus [Ipurennsupa, camkam o0e3bsiH - Paza 2, ['pynma 1

Konuentpauus csodoaHoro ocHopanus Ilpuresusupa(Mkr/mai)

Bpems (n) 114 116 118 120 Cpennee 3Hauenue | SD %CV
0 nd nd nd nd nc nc nc
0,0417 3,51 60,7 126 41,7 58,0 51,3 nc
0,0833 26,1 22,1 63,8 1,36 28,3 26,0 88,4
0,167 34,6 29,5 48,5 40,1 38,2 8,15 91,8
0,333 38,8 50,0 73,2 14,2 44,1 24,5 21,3
2 19,2 16,5 67,3 11,2 28,5 26,1 55,6
3 14,0 2,29 11,2 10,8 9,57 5,06 91,3
4 7,04 4,99 21,9 5,27 9,80 8,13 52,9
7 3,19 1,68 6,84 1,04 3,19 2,60 82,9
10 1,89 1,77 12,9 4,23 5,21 5,28 81,5
14 0,912 1,30 5,37 3,32 2,72 2,06 101
17 3,96 1,13 9,97 1,93 4,25 4,00 75,5
21 4,21 1,17 9,02 0,254 3,66 3,95 94,1
24 2,77 5,48 7,89 2,36 4,63 2,58 108
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28 4,04 2,19 6,29 3,50 4,00 1,71 55,7

2 2 2 2 2

nc: He paccuuThIBaNIU, nd: HE OOHAPYKEHO
Tabmuma 17
Konnenrpauuss (B MKI/mi) cBOOOJHOro ocHOBaHMsA IlpuTenuBupa B BarrHaJbHOH JKUAKOCTH TIIOCJIE HHTPABATMHAJIBHOIO BBEICHUS

BarMHAJILHOTO KOJIbI[A, comepakanero 297 mr me3unatHol conu [IpurenuBupa, camkam o6e3bsiH - Pasza 2, ['pynma 2

Konuentpauus ceo6oanoro ocHopanus IlpuresuBupa(mMkr/mi)

Bpems (n) 418 422 426 CpenHee 3HaueHHue SD %CV
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0 nd nd nd nc nc nc
0,0417 1318 2117 2304 1913 524 27,4
0,0833 2352 2387 1006 1915 787 41,1
0,167 1114 868 1232 1071 186 17,3
0,333 702 1333 850 962 330 34,3
2 26,5 680 156 287 346 120

3 406 74,0 17,9 166 210 126

4 537 14,8 513 355 295 83,1
7 105 1140 6,15 417 628 151
10 69,4 23,9 932 342 31,3 91,6
14 15,9 3,72 15,0 11,6 6,80 58.8
17 8,87 8,41 10,3 921 1,01 11,0
21 23,0 17,4 8,96 16,4 7,05 429
24 10,2 7,32 1,87 6,47 4,24 65,6
28 10,9 3,00 11,2 8,37 4,65 55,6
nc: He paccuuThIBaiIM, nd: He OOHAPYIKEHO

Tabnuua 18

KoHneHnTpauus B TKaHH Biiarajuiia (B MKI/T) CBOOOAHOro ocHOBaHus [IpuTenuBupa nocjae NHTPpaBarHHAJIBHOTO BBEIEHUS] BATHHAJIBHOTO KOJIbLIA,

copep:xauiero [TpurenuBup B BUae CBOOOTHOTO OCHOBAHHUSI MJIM ME3UJIATHYIO coiib [IpurenuBupa, camkam obe3bsiH - @aza 1 u 2

®a3a | Hccaeanyemoe BemecTso Ho3a KusorHoe | Konuentpanus (MKr/r)
no. Musm. Make. Cpeanee 3HaUYeHHE %CV
1 [Tpurenusup B Buzge | 40 mr 114 1,98 17,9 424 132
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CBOOOHOTO OCHOBAHUS 116 <20 <20 <20

118 0,0694 0,625 0,148

120 <2,0 <2,0 <2,0
Me3zunaTHast conb | 49,6 mr 418 0,103 0,929 0,220 127
[Ipurenusupa 422 1,94 17,5 4,15

426 <2,0 <2,0 <2,0

2 IIpurenusup B Buze | 240 mr 114 0,135 1,21 0,288 115

CBOOOTHOTO OCHOBAHHS 116 6,10 54,9 13,0

118 0,599 5,39 1,28

120 2,62 23,6 5,59
Me3sunatHas conib | 297 mr 418 2,80 25,2 5,98 117
IIputenusupa 422 4,18 37,6 8,92

426 25,1 226 53,6

<2,0, <0,005: HuzKe HIKHETO mpezena KouuecTBeHHOro onpenenenus (0,005 mxM, 2,0 Mkr/m)
ITpumevanue: pacyeTsl OCYIIECTBIISIIN UCXOASI U3 TOTO, 4TO ln=1Kr
Tabnuma 19
KoHueHTpauusi B TKaHU BYJIbBBI (B MKI/T) CBOOOIHOTO OCHOBaHus [IpuTenBupa mocjie HHTPaBarMHaIbHOTO BBEIEHHsI BArMHAIBHOTO KOJIBIIA,

copepskamero IlpurenuBup B Buie cBOOOJHOIO OCHOBAHHUS MIIM ME3WIIATHYIO cojib [IpurenuBupa, camkam o0e3bsiH - Paza 1 u 2

KonuenTpauus (Mkr/r)

Cpennee

daza Hccnenyemoe Bemectso | /lo3a KuBoTHoe no. Musm. Make. 3HAYEHHE %CV

1 Ilpurenusup B  BUAeE | 40 Mr 114 0,370 3,33 0,791 121
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CBOOOHOIO OCHOBAHUS 116 <2,0 <20 <20

118 0,0149 0,134 0,0318

120 0,0825 0,742 0,176
Me3zunaTHas coJib | 49,6 mr 418 0,150 1,35 0,320 54,2
[Ipurenusupa 422 0,340 3,06 0,726

426 0,137 1,24 0,293

2 IlpurenuBup B BuAE | 240 Mr 114 0,293 2,63 0,625 80,8

CBOOOHOTO OCHOBAHUS 116 0,0944 0,849 0,202

118 0,642 5,78 1,37

120 0,171 1,54 0,364
Me3sunatHas coJib | 297 Mr 418 0,697 6,27 1,49 111
[Ipurenusupa 422 2,08 18,7 4,44

426 8,58 77,2 183

<2,0, <0,005: HuzKe HIKHETO mpezena KouuecTBeHHOro onpenenenus (0,005 mxM, 2,0 Mkr/m)

IIpumeuanue: pacyeTsl OCYLIECTBISAIN UCXOAS U3 TOTO, 4TO 1n=1kr
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BapuaHTbl ocymecTBJ/ieHHsI H300peTeHus!

1. YcrpoicTBO At MHTpaBarnHanbHOrO BBeAeHus [Ipurenusupa.

2. YCTpOHNCTBO B COOTBETCTBUH C BAPUAHTOM ocyluecTieHus 1, rae [Ipurenusup BeiOpan
U3 TpyMmbl, BKIOYaoImedl cBoOoxHOe ocHoBaHWe IlpurenuBupa W ME3HMJATHYIO COJb
IIpurenusupa.

3. YCTpOHCTBO B COOTBETCTBUM C BAPUAHTOM OCYINECTBJIECHMsI 1, BKIHOHAIOLIEE
KOMITO3UILIMIO, BKJIOYAIOIIYI0 CBOOOJHOE OCHOBaHMe IlpurenuBupa W/WiIM ME3MJATHYIO COJb
IIpurenusupa.

4. YCTpOHCTBO B COOTBETCTBUH C JIOOBIM M3 BapHAaHTOB OCyIIeCTBIeHHs 1-3, rae
YCTPONCTBO BKIIIOUAET OMOCTAOUITBHYIO U OMOCOBMECTHMYIO MOJIMMEPHYIO MaTPHILY.

5. YcTpoiicTBO B COOTBETCTBHM C JIOOBIM W3 BAapHUAHTOB OCYINECTBJIEHUs 1-4, rne
YCTPOWCTBO BKIIIOYAaeT OHMOCTAOMIBHYH0O UM OHOCOBMECTHUMYI TNOJMMEPHYK MAaTpHLy,
BKJIFOUAIOLIYIO CUJIMKOHOBBIN 3J1ACTOMED.

6. YCTPOHCTBO B COOTBETCTBMU C JIIOOBIM M3 BapUAHTOB OCYLUECTBIeHMs 1-5, rae
yCTPOICTBO MpeAcTaBIsieT COOOH MHTPaBaruHAIbHOE KOJIBLIO.

7. YCTPOHCTBO B COOTBETCTBMU C JIOOBIM M3 BapUAHTOB OCYIIECTBIEHHs 1-6, rae
yCTPOICTBO SBJISIETCS] MOAXOISIINM U1l HEMEJIEHHOTO BhICBOOOXKaeHus1 [Ipurenusupa.

8. VCTpoiicTBO B COOTBETCTBUM C JIOOBIM M3 BAapHAHTOB OCYyINECTBIEHUs 1-6, rne
yCTPOICTBO SABJISIETCS MOAXOISIINM IS 3aMEAJIEHHOTO BBICBOOOXeHus1 [Ipurenusupa.

9. YCTpOHCTBO B COOTBETCTBUHM C JIFOOBIM M3 BapUaHTOB OCYLIECTBICHHs 1-0, rae
YCTPOUCTBO SIBJISIETCS MOAXOASALINM I KOHTPOJIHPYEMOTro BbIcBOOOXeHus [IpurenuBupa.

10. YcTpoiCTBO B COOTBETCTBUHU C JIFOOBIM M3 BapUAHTOB OCYINECTBJIEHHUs 1-6, rae
YCTPOWCTBO SIBNISIETCS] TOAXOSIIUM JUII HEMEIUICHHOTO M 3aMEIJIEHHOTO BbICBOOOXKIEHHSI
IIpurenusupa.

11. YcTpoiicTBO B COOTBETCTBUHU C JIFOOBIM M3 BapHUAHTOB OCYINECTBJIEHHUs 1-6, rae
YCTPONCTBO SIBJAETCS MOAXOMALINM [l HEMEAJEHHOTO U KOHTPOJHPYEMOIO 3aMeIJIeHHOrO
BbICBOOOXKeHMs [IpurennBupa.

12. VcTpoiicTBO B COOTBETCTBUU C JIFOOBIM M3 BapHaHTOB ocyuiectBieHus 1-11, rae
yCTpoicTBO BKtouaeT [IputenuBup B 00IIeM KOJTHYECTBE MO MEHBINEH Mepe 25 MT, TI0 MEHbIIIeH
Mepe 30 mr, no MeHbleld Mepe 40 Mr, mo MeHbleld Mepe 50 Mr, o MeHbLIEH Mepe 75 Mr, 1o
MeHnbluel Mepe 100 mr, no Menbiuel Mmepe 150 mr, no Mensiuel Mmepe 200 Mr, IO MeHbILIENH Mepe
225 wmr, no MeHbluel Mepe 230 mr unu no Menbiuen mepe 240 mr.

13. YcTpoiicTBO B COOTBETCTBUH C JIFOOBIM U3 BAPUAHTOB OcyIuecTBieHus 1-7 u 10-12, roe
YCTPOWCTBO SIBJIIETCS] MOAXOASALINM JUIsl HEMEIUIEHHOTO BhICBOOOKAeHUs [IpurenuBupa, u rae
3¢ pexTuBHYO MPOTHB BHPYCa MPOCTOro reprieca koHueHTpanuo ECso>0,03 MkM onpenensiorT B
BarMHAJIbHOM KUAKOCTH Uepe3 24 yaca 1nocjie BBEAEHUsl yCTPONCTBA.

14. YcTpoiicTBO B COOTBETCTBUH C JIFOOBIM U3 BAPUAHTOB OocyiuecTBieHus 1-8 u 10-13, roe
YCTPOWCTBO SIBIISIETCS] TOAXOMSINUM JUII HEMEIUIGHHOTO M 3aMEIJIEHHOTO BBICBOOOIKIEHHS
[Ipurenusupa, u rae 3pGeKTUBHYIO NPOTUB BHPYCa MPOCTOro reprieca koHueHTpauo ECs¢>0,03

MKM OIpenessitoT B BATHHABHOM YKUIKOCTH W/WJTH TKAHU BJIATJTUINA W/ BYJIbBBI TIO MEHbIIEH
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Mepe B TeueHHue 7 AHEH MOoCcye BBEACHUs yCTPOUCTBA.

15. YcrpoiicTBO B COOTBETCTBUU C JIFOOBIM M3 BapHAHTOB ocyliecTBieHus 1-14, rae
[IpurenuBup MPUCYTCTBYET B KOJIMYECTBE, BHIOPAHHOM M3 TPYIIIBI AUANA30HOB, BKIFOYAIOIIEH
0,01% wmacc/macc - 40,0% macc/macc, 0,1% macc/mace - 20,0% macc/mace, 0,25% macc/macc -
10,0% macc/macc, 0,25% macc/macce - 7,5% macce/macce u 0,25% macc/macc - 1,0% macc/mace.

16. YcTpoiicTBO B COOTBETCTBUU C JIFOOBIM M3 BapHUAHTOB ocyliecTBieHHus 1-15, roe
IIpurenuBup NPUCYTCTBYET B KOJIMYECTBE, BBIOpAaHHOM M3 nuamnasona 0,3-5,5% macc/macc.

17. YcTpoiicTBO B COOTBETCTBUU C JIFOOBIM M3 BapUaHTOB OcCyllecTBiIeHHs 1-16, rae
koHueHtpauusi IlpurenusBupa B oOpasme I1ua3Mbl CyOBEKTa, NPUHHMAOLIETO YyKa3aHHOE
YCTPOUCTBO, B Te4YeHHE nepuoja OT | no 28 aHel mocie BBEAEHUs YKAa3aHHOIO yCTPOWCTBA
coctaiaeT<100 HM<50 uM,<30 uM, <20 uM unu<10 M.

18. YcrpoiicTBO B COOTBETCTBUU C JIOOBIM M3 BapuUaHTOB ocyliecTBieHus 1-17, roe
koHUeHTpauus [lpurenusBupa B mjaasme B TeueHUE nepuona ot 1 go 28 aHel mociie BBEAECHUs
ycTpoiictBa coctaBister<50 HM,<30 HM,<20 sM nnu<10 sM.

19. YcTpoiicTBO B COOTBETCTBHM C JIFOOBIM M3 BapUaHTOB ocyliecTBieHus 1-18, rae
koHUeHTpauus [Iputenusrupa B BarMHaJbHON JKMAKOCTH WUJIM B TKAHU BJIArajullia WU BYJbBBI B
TedeHue nepuoaa ot 1 1o 28 nHel mocsie BBeNEHUs yCTPONCTBA HAXOAUTCs B npenenax ot 0,1-
3,000 mxM B nepuon ot AHA 2 00 AHA 14 nocie BBeACHHUS.

20. VYcTpoHCcTBO B COOTBETCTBHM C JIOOBIM M3 BapHaHTOB OCyIIecTBIEeHUs 1-19,
OTJIMYArOIIeecs: TeM, YTO cyTovHas 1o03a 0,1-500,0 Mkr BeICBOOOKIAETCS U3 KOJIbLIA B TIEPUOJ OT
nHs 2 1o nHs 14 mociie BBeAEHHs yCTPONCTBA MALMEHTY, W/ WK TeM, 4TO cyTo4Has no3a 0,1-50,0
MKI BBICBOOOIKIAETCS U3 KOJIbIA B MIEPUON OT AHs 14 mo nHs 28 mocjie BBeNeHHsl yCTPOMCTBA.

21. YCTpo#CTBO B COOTBETCTBUH C JIIOOBIM W3 BAapUAHTOB oOcyliecTBieHus 1-20,
ornuyaroueecs Tem, uro koHueHrpauus 0,001-750 MmxM IIpurtenuBupa npuCyTCTBYET B TKAHU
Bharajuma 28 mHedt, w/umu okojio 2,0 no 250 mkr IlpurenuBupa Ha rpaMM TKaHU BJarajuina,
MOCJIE BBEAEHUS yCTPOICTBA.

22. YCTpOWCTBO B COOTBETCTBUU C JIFOOBIM M3 BapHaHTOB ocyliecTBieHus 1-21, rae
YKa3aHHOE YCTPOMCTBO BKJKOUAET MO MEHbIIEH Mepe OAWH JONOJHUTEIbHbI aKTUBHBIN
UHTPEUEHT.

23. YCTpOWCTBO B COOTBETCTBUU C JIFOOBIM M3 BapHAHTOB OCyLIeCTBIeHHsA 1-22, rae
YKa3aHHOE YCTPOMCTBO BKJIKOUAET MO MEHbIIEH Mepe OAWH JONOJHUTEIbHbI aKTUBHBIN
UHTPEIUEHT, BBIOPAHHBIH W3 TPYMIBI MPOTUBOBHPYCHBIX CPEACTB, MPOTHBOBOCIAIHTEIBHBIX
CPEeICTB, aHAJBI'€TUKOB, AaHECTETUKOB, aHTHOMOTHKOB, TOPMOHOB.

24. YCTpPOWCTBO B COOTBETCTBUU C JIFOOBIM M3 BapHAHTOB OCyLIecTBIeHHsA 1-23, rae
YKa3aHHOE YCTPONCTBO BKJIIOYAET [0 MEHbIIEH Mepe ONUH JONOJHUTEBbHBIN POTUBOBUPY CHBIN
aKTUBHBI HMHIPEOUEHT, TA€ YKa3aHHBIH HWHIPEOUEHT BBIOPAaH W3 TPYMIbIL, BKIOYAIOIIEH
npotuBoBUpycHOe cpeactso nporus BIIIT, mporuBoBupycHOe cpeactso nmporus BUY wnmu oba
MIPOTUBOBUPYCHBIX cpeacTsa nmpotus BIII' u BUY.

25. YcTpoiCTBO B COOTBETCTBHH C JIFOOBIM W3 BAPHAHTOB OCYIIECTBIICHHUS 22-24, rae

yKa3aHHbIE MPOTHBOBUPYCHBIE cpencTtBa npotuB BIIT BeIOpaHBl M3 TPYIIbI, BKIFOYAROIIEH
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BAJTALIMKJIOBUD, ALMKIOBUD, (PaMIUKIOBUD, MEHIUKIOBHP, TAHIHUKJIOBHP, TIHULIUPPUIUHOBYIO
KHCJIOTY U €€ MPOU3BOAHBIC, Sambucus nigra, nponoiuc, L-113uH, JOKOHA30J1, BaJITaHIUKJIOBHP
WJIN COJIb, COJIBBAT WJIM KOMOWHAIIHIO BBIIIEYKAa3aHHbIX.

26. YCTpOHCTBO B COOTBETCTBHH C JIFOOBIM W3 BAPHAHTOB OCYINECTBIICHUS 22-24, rae
yKa3aHHbIE TMPOTHBOBUPYCHBbIE cpeacTtBa npoTus BHY BbIOpaHbI M3 TPYIIBI, BKIKOYAROIIEH
TeHO(OBUP, SMTPULIUTAONH, JJAMUBYIUH, 3(aBUPEHLI, PaITErPaBUp, IOJyTErpaBUp, MapaBHPOK,
PYWINUBUPUH WM COJIb, COJIbBAT MJIM KOMOMHALIMIO BBIIEYKA3aHHBIX.

27. YCTpOHWCTBO B COOTBETCTBUU C JIIOOBIM M3 BapHUAHTOB OCYLIECTBIeHHsA 1-26, rae
yKa3aHHOE YCTPOMCTBO BhICBOOOkaeT [Ipurenusup in vitro B komuaectse oT 10,0 o 500,0 Mkr
B neHb | w/mm ot 10,0 no 125 mkr yepes 14 nueti B 1:1 06/00 pacrBope m3onponanonx:H,O, kak
onpeneneHo merogom BOXX.

28. YCTpoHCTBO B COOTBETCTBUU C JIIOOBIM M3 BAapUAHTOB OCyLIeCcTBIeHHsA 1-27, rae
yKa3zaHHOE yCTpoicTBO BrIcBOOOkAaeT [Ipurenusup in vitro mpu ckopoctu 0,1-500,0 Mkr/neHs B
1:1 06/06 pactBope usonponanon:H,O, kak onpenenerno merogom BOXX.

29. VCTpOHCTBO B COOTBETCTBHUM C JIOOBIM M3 TPEICTABICHHBIX BBILIE BapHUAHTOB
OCYLIECTBIICHUS I IPUMEHEHUs B CrIOco0e JieueHNs W/ viti TpOo(UITaKTUKY BUPY CHON HH(peKInH
I'€HUTAJIBHOTO repreca.

30. YCTpoHCTBO B COOTBETCTBHM C JIOOBIM M3 MNPEALIECTBYIOLIMX IYHKTOB JUIS
NPUMEHEHHUS B CrI0co0e JieueHus v/ Wi PO IIIAKTUKY Nepeavn BUPyca FTeHUTAIbHOTO repreca.

31. YcTpolcTBO Al MPUMEHEHHUsI B Crioco0e JieueHust W/ Wi NpOoQUIAKTHKE BHPYCHOM
UH(EKIMH TeHUTAJIBHOTO Tepreca B COOTBETCTBUHU C BapuaHTaMu ocyuiectsieHus 29 u 30, roe
BUPYC F€HUTAJIBHOTO reprieca BEIOPAaH U3 MOPSIIKA CUMILIEKC BUPYCOB.

32. YcTpoHCTBO sl MPUMEHEHHUsI B CrIoco0e JieueHust W/ Wi NpOQUIAKTHKH BHPYCHOM
UH(EKIMH TeHUTAJIBHOTO Tepreca B COOTBETCTBUU C BapHaHTAMM OCylnecTBieHust 29-31, rae
yKa3aHHBI CHMILIEKC BUPYC BBIOPAH M3 BHPYCa MPOCTOro repreca | U BUpyca MpOCTOro repreca
2.

33. YcTpolcTBO ANl MPUMEHEHHUsT B CrIoco0e JieueHust W/ Wi NPOQUIAKTHKH BUPYCHOM
UH(EKIMH T€HUTAIBHOTO reprieca B COOTBETCTBUH C JIFOOBIM U3 BAPHAHTOB OCYIIECTBICHUS 29-
32, rae NoJaBIISIOTCS] BUPYCOBBIIEIEHUE U TEHUTAIBbHBIE TIOPAYKEHUS U PELIHIUBBL

34. YcTpolcTBO sl IPUMEHEHHUSI B CIIOCcO0e JieueHust W/ WiiH NPOQUIAKTHKH BHPYCHOU
UH(EKIMH TeHUTAIBHOTO reprieca B COOTBETCTBUH C JIFOOBIM U3 BAPUAHTOB OCYIIECTBICHUS 29-
33, rae yCTpOWMCTBO NpEeAHA3HAYEHO [Jisi BBEICHUS MNALMEHTaM, HYXXJAIOLIIMMCS B 3TOM,
BbIOPaHHBIM M3 TPYIIbl JKEHIIWH, y KOTOPBIX JHarHOCTUPOBaHA BUPYCHAas WHGpEKLIUs
TeHUTAJIBHOTO Teprieca, JKEHINHWH, KOTOopble sBIsitoTCs BIII-ceporno3suTHBHBIMH, >KEHINUH, Y
KOTOPBIX TOAO3PEBAETCS BUPYCHAS MH(EKIMS T'€HUTAJIBHOTO TepIieca, KEHIIHH, CTPAJAOLINX
WIH Y KOTOPBIX MOJO3peBaeTcs DakTepuaabHasi Wi rpruOKoBast MH(QEKIHS MOJIOBBIX MyTEH WU
HerepreTuueckasl BUPYCHAsh MH(EKIUsS TOJOBBIX MyTeH, JKEHIIHMH, KEJAaIuX 3a0epeMeHeTb,
OepeMEeHHBIX JKEHIIWH, XCHILINH, UMEIOIIUX IOJOBbIE KOHTAKTHI C MYy)KUYHHAMH, V KOTOPBIX
IUAarHOCTUPOBAHA WJIM TMOJO3pEBaeTCs WH(QEKIUs TOJOBBIX MyTeH, OCOOEHHO BHUPYCHas

I/IH(I)GKLII/UI MMPOCTOro repreca, JKCHIUWH, ABJIAOMNXCA PEHUIIMEHTAMU TPAHCIIAHTATA OpraHa Uiin
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OKUIAKOIINX TPAHCIUIAHTALMN OpPraHa, SKEHIIWH C OCNaOJeHHbIM HWMMYHHUTETOM, JKEHIIVH,
MMEIOIIMX [OJIOBbIE KOHTAKThl C MY>KYMHAMH, SIBJSIFOLIUXCS PELUIUEHTAMH TPAHCIUIAHTATa
OpraHa WiIM OXHUAAOUIMX TPAHCIUIAHTALMU OpraHa, >KEHIIWH, HMMEKLIUX I[OJOBOM aKT ¢
MY>KYMHAMH € OCJIa0IeHHBIM UMMYHUTETOM, KEHIINH, IMEIOLINX feTei B Bo3pacte oT 0 mo 18
JIET, SIBJIAIOIIMXCS PELUINMEHTaMH TPAHCIUIAHTATa OpraHa Wid OXXUAAIOLIMX TPAHCILUIAHTALUU
OpraHa WIM CTPaJaloluX HMMYHOCYIIpeccHuen, skeHIuuH, crpagaromux BHWY wunu BITY
UH(PEKIHH.

35. YcrpolicTBO A IPUMEHEHUsI B Criocobe JieueHust W/ Wi NPOQUIAKTUKH BHPYCHON
UH(EKIH TeHUTAIBHOTO reprieca B COOTBETCTBUU C JIFOOBIM U3 BAPUAHTOB OCYLIECTBICHUS 29-
34, rae nepBoe yCTPOMCTBO BBOIAT U 3aMEHSIOT MO MEHBLIEH Mepe OJHUM OINOJHUTEIbHBIM
YCTPOUCTBOM, BBOAUMBIM uepe3 14-28 nHel, u rae kaxaoe MOCIeAyroLee yCTPOUCTBO BBOAST
yepes 14-28 nHen niid 3aMeHbl paHee BBEIEHHOIO yCTPOMCTBA.

36. Cnioco0 neueHust UM NpopUIAKTUKN/CyTIpeccuy MH(PEKLINN TeHUTAJIbHOTO reprieca,
BBI3bIBAEMON BHPYCOM IPOCTOrO repreca Tumna 1 iy Tuma 2, wiv npodUIakTHKH/CYTIPecCruu
nepeaavyy FreHUTAIbHOTO TepIieca, BbI3bIBAEMOr0 BUPYCOM MPOCTOro repneca Tuna 1 unu tuna 2,
WIN NPO(PUIAKTUKN 3apaKEHUS] TeHUTAIBHBIM TIepIECOM, BBI3BIBAEMBIM BHPYCOM IPOCTOrO
repreca TMna | winM TUnAa 2, BKIOYAIOIIMI BBEAEHHE CYyOBEKTY, HYXXTAIOIIEMyCsl B 3TOM,
yCTpOICTBA B COOTBETCTBHH C JFOOBIM U3 MPEACTABICHHBIX BBIIIE BAPHAHTOB OCYIIECTBICHNUS.

37. MenuuuHCKMI HaOOp, BKJIIOYAKOLUINN 1O MEHbLIEH Mepe OTHO YCTPOWMCTBO B
COOTBETCTBUH C JIFOOBIM M3 IPEICTABICHHBIX BBIIE BAPHAHTOB OCYINECTBIICHHS B MOAXOASIIEM
KOHTEHHEepe U MHCTPYKIUHU MO MPUMEHEHUIO B NOAXOASAIIEH YIIaKOBKE.

38. Cnoco® monydeHusi yCTPOWCTBA B COOTBETCTBUH C JIFOOBIM M3 OMHMCAHHBIX BBIIIE
BAPUAHTOB OCYLLIECTBJIEHNS, BKIIIOYAIOLINHI CIEYOLI1Ee CTAANN:

a) cMeIrMBaHue OMOCTaOMIBHOTO U OMOCOBMECTHMOTO nonumepa u [Tpurenusupa;

b) nHXXeKIMOHHOE (POPMOBaHHME CMECH, TIOJTyUEHHON Ha CTaJIUH a).
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DPOPMYJIA H3OBPETEHUA

1. YcrpoicTBO At MHTpaBarnHanbHOrO BBeAeHus [Ipurenusupa.

2. Yerpoticto no 1. 1, rae IlpurenuBup BbIOpaH U3 rpymiibl, BKIOYAOIIEH cBOOOAHOE
ocHoBaHue [Ipurenusupa u me3unatHyo conb IIpurenusupa.

3. YcrpoiicTBo o 1. 1, BKIIFOYArOI[ee KOMITO3ULIHIO, BKJIFOYAIOIY IO CBOOOIHOE OCHOBAHHE
IIpurenusupa n/man Me3uIaTHyo conb [Iputenusupa.

4. YcrpoticTBo mo sobomy u3 . 1-3, rae yCTpOHCTBO BKIIIOYAeT OMOCTAOMIBHYIO U
OMOCOBMECTHMYIO MOJIUMEPHYIO MATPHLL.

5. YerpoiictBo no mobomy u3 min. 1-4, rie yCTpOWCTBO BKIIOYAET OMOCTAOMIIBHYIO U
OMOCOBMECTHMYIO TMOJIMMEPHYIO MAaTPHILY, BKIIFOYAIOIYIO CUITMKOHOBBIH 3J1aCTOMED.

6. VYcrpoiicteo mo mobomy w3 mm. 1-5, roe ycTpoHCTBO mpencTaBisieT COOOM
MHTPaBaruHajIbHOE KOJBLO.

7. YcrpoiictBo no mobomy u3 nm. 1-6, rme yCTpOHCTBO SBISETCS MOAXOMSAIINM IS
HEMEJICHHOTO BrICBOOOXKneHus [IpurenuBupa.

8. VcrpoiictBo mo ymobomy u3 mm. 1-6, rae yCTpOWCTBO SIBISIETCS] MOAXOASILIMM IS
3aMeIeHHOTO BrICBOOOXKneHus [Ipurenusupa.

9. YcrpoiictBo mo smobomy u3 mm. 1-6, rae yCTpOHCTBO SIBISETCS MOAXOMSIIUM JUIS
KOHTPOJIUPYeMOro BeIcBOOOkaeHus [IpurenuBupa.

10. YcrpoiictBo mo moboMy u3 mmn. 1-6, rae yCTpOHCTBO SIBJISETCS MOIXOISIINAM IS
HEMEIJICHHOTO 1 3aMeJIJIEHHOT 0 BhIcBOOOKAeHust [Tpurenusupa.

11. YcrpoiictBo mo moboMy u3 mmn. 1-6, rae yCTpOHCTBO SIBJISETCS] MOIXOISIIAM IS
HEMEJUICHHOTO U KOHTPOJIUPYEMOTO 3aMeJICHHOTO BbICBOOOKAEeHUs [IpuTenuBupa.

12. YcrpoticTBo o arobomy u3 mi. 1-11, rae yerpoiicTso BkitouaeT [Ipurenusup B o01em
KOJIMYECTBE MO MeHblIel Mepe 25 mr, no meHbuielt mepe 30 Mr, no mMeHsleil mepe 40 Mmr, no
MeHblIel Mepe 50 mr, o MeHbLuel mepe 75 mr, no menbuiei mepe 100 mr, no mensiuei mepe 150
Mr, o MeHble mepe 200 mr, mo mMeHbluel Mepe 225 mr, no mMeHbled mepe 230 Mr uiu mno
MeHblIen Mepe 240 mr.

13. Yerpoticto no mobomy u3 . 1-7 u 10-12, rae yeTpoicTBO SBISAETCS MOAXOASALIIM
Ui HeMeIUIeHHOTO BbICBOOOKAeHus1 [lpurenuBupa u rae >PQPEeKTUBHYIO NPOTHB BHUPYCA
npoctoro repneca koHueHrpauuo ECs5,>0,03 MxM onpenensitoT yepes 24 yaca nociie BBEIEHUs
YCTPONCTBA B BATMHAJIBHOMN KUJIKOCTH.

14. Crioco0 neveHust uiu npopUIaKTUKH/CyTIpeccuy HHPEKINN TeHUTAIBHOTO reprieca,
BBbI3BIBAEMON BHPYCOM MPOCTOro reprneca tuma | wim tuma 2, Wi npopuIakTHKN/CYTIPECCHn
nepesavyy reHUTalbHOIO repreca, BbI3bIBAEMOI BUPYCOM MIPOCTOro reprieca Tuna 1 wnu tuna 2,
WK NPOQUIAKTHKN 3apAKEHHUsT T'€HUTAIBHBIM T'epPIIECOM, BBI3BIBAEMBIM BHPYCOM IPOCTOTO
repreca THna | wiu TUna 2, BKIIOYAKOLINA BBEOEHHE CYyOBEKTY, HYKTAIOIIEMYCs B 5TOM,
yCTPOWCTBA B COOTBETCTBHUH C JIFOOBIM U3 MPEIIIECTBYOIIUX MyHKTOB.

15. Cnoco0 monydeHusi yCTPONCTBA B COOTBETCTBHU C JIFOOBIM W3 MPENIIECTBYOIINX
MYHKTOB, BKJIFOUAIOLIUH CIIEAYIOLUE CTaUu:

a) cMeIMBaHue OMOCTa0MIbHOTO U OMOCOBMECTHMOTO nonumepa u [Ipurennsupa;
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b) nHXxeKIMOHHOE (POPMOBAHHME CMECH, TIOJTyUEHHON Ha CTaJIUH a).
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