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COJIb B KAUECTBE COCAUHEHHS B, r1e KonuuecTBo COeTMHEHUS A COOTBETCTBYET 3HAUCHUIO KOHLICHTPALIUH
ot 0,19 10 139 HM M KOTHYECTBO COECAUHEHHUSA B COOTBETCTBYET 3HAYCHUIO KOHLEHTpauuu or 206
10 50000 HM. Kpome Toro, H300peTeHHE OTHOCHTCA K (papManeBTHYECKOH KOMITOZHIMH, 001aJaromen
aKTHBHOCTHIO MpoTuB RSV, coxeprkameii tepaneBriyecku 3(PEKTHBHOE KOJHYECTBO YKA3AHHOW BBIIIE
KOMOMHAIMH H (PapMALEBTUYECKHU MMPUEMIIEMbIH HOCHTEb.
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Hacrosiiee nu3o0pereHue HanpaBjieHO Ha KOMOMHALMIO, IPEIHA3HAYEHHYIO JUISl JIEYEHUS WIH OcaabaeHus
RSV undexunn, comepxkamyro 3-({5-xmop-1-[3-(Metuncynsbonmn)nporui]- 1 H-uanon-2-un ymernn)-1-(2,2,2-
tpudroprTHN)- 1,3-urunpo-2H-umunazo[4,5-c|nupuauH-2-0H WK €ro (papManeBTHIECKU MPHEMIIEMYIO COJb B
KauecTBE COCAUHEHHA A M pUOaBUPHH MM €ro (papMareBTHUECKH MPUEMIIEMYIO COJIb B Ka4E€CTBE COCINHEHUS
B, rne xoiuM4ecTBO COEIMHEHUS A COOTBETCTBYET 3HAUCHMIO KOHUEHTpauuu oT 0,19 1o 139 HM u xonudecTtBo
coeIMHEHUs B COOTBETCTBYET 3HAaUEHUIO KOHLIEHTpauuu ot 206 10 50000 M.

Kpome Toro, Hactosiiee M300peTeHHE OTHOCHUTCS K (hapMaIleBTHYECKOH KOMIIO3UIUH, 00Jafaroniei ax-
TUBHOCTBIO IPpoTUB RSV, comeprkarueit TepaneBTudecku 3(h(HEeKTUBHOE KOTUYECTBO YKa3aHHOW BhIIIE KOMOHHA-
LMK ¥ (papMaleBTHIECKH TPUEMIIEMBII HOCHTEIb.

RSV, unu pecnuparopHo-CHHIMTHANBHBIN BUPYC ueloBeka, npeacrasiseT coboi kpynuelii PHK-supyc,
BXOJSAINUI B ceMeiicTBo Pneumoviridae poga Orthopneumovirus BMmecte ¢ RSV-BupycoM KpymHOro poraroro
ckoTa. RSV uenoBeka BbI3bIBACT psill 3a00JIEBaHUIN AbIXATEIbHBIX MYTEH Y JTHOJEH BCceX BO3pacToB BO BCEM MHpE.
OH sBIsIETCA OCHOBHOW MPUUYMHON 3a00J€BaHUI HMXKHHMX JBIXATENbHBIX MyTEH B MJIaJICHYECTBE U AETCTBE. bo-
Jiee TTOJIOBUHBI BCEX MIIAJICHIIEB CTANKUBAIOTCA ¢ RSV B CBOM MepBBIif roa )KU3HH M MOYTH BCE - B TEUECHHE HX
NEPBBIX IBYX JeT. MHpeKuus y MaleHbKUX AETeil MOXKET MPUBOIUTH K MOBPEKIEHHUIO JIETKUX, KOTOPOE cCoXpa-
HAETCS TOJJAMH M MOXET CIIOCOOCTBOBATh Pa3BUTHIO XPOHUYECKOI0 3a00JI€BAHUS JIETKUX B JalbHEHINIEH KU3HU
(xpoHuueckasi OpoHXoJierouHass o0cTpykiuusi, actma). [1oApocTku U B3pOCHbIE HacTO CTPAAAIOT OT (CHJIBHOM)
npoctyasl npu RSV-uHdpexmm. B cTapoctin BOCIpHUMYHBOCTh BHOBB BO3pacTaeT, 1 RSV ObLT BOBIICUEH BO
MHO’KECTBO BCTIBILIEK MTHEBMOHMH Y MOXKHIIBIX JIOJCH, YTO MPUBOAMIO B pe3yJIbTATe K 3HAYUTEIILHOI CMEPTHO-
CTH.

Ha naHHbIf MOMEHT OBUIO OJOOPEHO TONBKO TPU JIEKAPCTBEHHBIX CPEJACTBA ISl IMPUMEHEHUS NPOTHUB
RSV-unpexunn. [lepBoIM TakOBBIM sBIsETCS pUOABUPHH, HYKICO3MIHBIH aHATIOT, KOTOPHIi 0OecreunBacT ad-
PO30JBHOE CPEACTBO AJIS JieueHUs: TsxkeslodH RSV-unpekuun y rocnutaliu3upoBaHHbIx Aetel. J[pyrue aBa ye-
KapcTBEHHBIX cpencTra, RespiGam® (RSV-IG) u Synagis® (nmanuBu3zymald), IMMYHOCTHMYIISITOPHL HA OCHOBE
MOJIMKJIOHAJBHBIX M MOHOKJIOHAJIBHBIX QHTHUTEN, NMPEJHAa3HAuYCHbI A1 NpoduiIakTHieckoro npuMeHenus. O6a
ABJISIFOTCSL OYEHb JOPOTOCTOSIIMMHI M TPeOyIOT MapeHTEPATbHOrO BBEAEHUs. PA1 COeqHMHEHUI, NpeIHa3HAYCH-
HBIX U1 JieueHns RSV-unpekum, HaXoauTes Ha CTaauM KIMHWYECKUX MCOBITaHUi. OJHO U3 TakuX cOeIUHe-
HUil npexacraBnser coboit  3-({5-xnop-1-[3-(MeTuncynbdonun)-npormuin]-1H-unnon-2-unymerun)-1-(2,2,2-
TpudToprITUN)-1,3-uruapo-2H-umunaszo[4,5-clnupuauH-2-oH, packpeitelii B WO-2012/080447 xak coeauHe-
Hue P55.

B Hacrosiiee Bpemsi ObLI0 OOHApYKEHO, uT0 KoMOuHauwms 3-({S5-xaop-1-[3-(MeTuncyabpoHuwn)nponmi]-
IH-unnon-2-unymerun)-1-(2,2,2-tpudpropatun)-1,3-guruapo-2H-umunaszo[4,5-clnupuaun-2-o1a (nanee B Ha-
CTOSIIIEM JOKYMEHTE Ha3bIBAEMOr0 COEAMHEHHEM A) U COeqUHEHHs B, koTopoe o0nagaer cBoiicTBaMH UHIUOU-
poBaHus perukanu RSV, oGecneunBaeT yIyulIeHHYIO TEPANUIO MpH jJeueHd RS V-undexumu.

HekoTopele BapuaHTBl OCYIIECTBIEHHS, PACKPBITHIE B HACTOSINEM JOKYMEHTE, OTHOCATCS K KOMOMHALH
COEJMHEHHS A M CO€MHEHN B M K NPUMEHEHUIO TaHHOI KOMOMHALMU JUIS JICUEHHs WJIN YMEHBIICHUS UHTEH-
CHUBHOCTH RSV-nH(pekuun y cyObekra, Hy>KIatoIerocs B 3TOM.

Jlpyrue BapHaHTBI OCYIIECTBJIEHHS] OTHOCATCA K (papMaleBTHUECKOH KOMIIO3HMLUY, COAEpKalied KoMOU-
HAIMIO COEAMHEHUS A U COEIMHEHMA B, U K NPUMEHEHHUIO 1aHHOH (papMaLEBTHYECKOH KOMIO3UIMHU JUTS Jede-
HUS UM YMEHBIIEHUS! HHTEHCUBHOCTU RSV-nHpekuunu.

Coemunenne A mpeacraBiasier  coOoi  3-({5-xyn0p-1-[3-(MeTuncynsponmwn)nponuin]-1H-unnon-2-
unjmerun)-1-(2,2,2-rpudpropstun)-1,3-quruapo-2H-umunazo[4,5-clnupunun-2-od,  packpbiteiii B~ WO-
2012/080447 xak coeauneHue P55, uMeroiee Clenyomyto CTpykTypy:
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CTpykTypa uin ANbTEpPHaTUB
PeruCcTPalUVOHHE HOMEpP HOe HayuHoe Ha3BaHMe
corylacHo CAS coenuHeHui B Has3BaHUe
—N
o dj:)\\(NHz 1-B-D-pudodypaHosui-
HOAQ’ N X Pubasupnsx 1H-1,2,4-Tpuasosn-3-

KapOoKcaMmp

[Tpy mcnonbp30BaHMM Jajee B HACTOSIIEM JOKYMEHTE BblpakeHus '"coeauHenue A", "coennmHeHue B,
npeaHa3HaYeHbI U1 BKIIOYEHUS KaK COSeIMHEHUS A W/unu coenuHeHus B B cBoeit popme cBOOOTHOTO OCHOBA-
HUs, TaK U UX GopM (apMaLeBTHUECKH TPUEMIIEMBIX COJIEH.

CoenuHenue A unu coenuHeHre B MOXHO MpuUMeHATh B opmax (apMalieBTHUECKH MPHEMIIEMBIX COJIEi
WM B cBOOOIHO# (T.€. HeconeBoit) hopme. Dopmbl coneit MOTyT ObITh MONyUYEHBI MyTeEM 00pabOTKH CBOOOIHO
($opMBbI KHCTIOTO MM OCHOBaHMEM. MHTepec npeacTaBisioT GapMaLeBTHUECKH MIPUEMIIEMbIE COJH MPUCOEIH-
HEHHUS KUCJIOThl M OCHOBAHHS, KOTOPbIE MOJAPa3yMEBAIOTCS KaK BKIJIIOYAOIIKME (OPMBI TeparneBTHYECKU aKTHB-
HBIX HETOKCHYHBIX COJIEH MPHUCOETMHEHHS] KUCIIOThl U OCHOBAHHS, KOTOPbIE TaHHbIE COCIMHEHUSI CIIOCOOHBI 00-
pa3oBbIBaTh. PapMaLEBTUUECKU MPUEMIIEMbBIE COJM MPUCOEIUHEHHS KUCIOThI COEUHEHHS A WM COeAMHEHU
B MO0XHO Jierko nosyuarb nmocpeacTBOM 00pabOTKH CBOOOAHON (hOpMbI Takod COOTBETCTBYIOLIEH KHUCIOTOM.
COOTBETCTBYIOIME KUCIOTHI MPEayCMaTPUBAIOT, HAPUMED, HEOPTAaHUYECKUE KUCIOTHI, TAKUE KaK rajoreHBo-
JIOPOJIHbIE KHCIIOThI, TAKME KaKk OPOMUCTOBOOPO/IHAS KUCIOTA WM, B YACTHOCTH, XJIOPUCTOBOAOPOIHAS KUCIIO-
Ta, WIK CepHas, a30THasA, pocdopHas U noJ0OHbIE KUCTOThI, MM OPraHUYECKHe KUCIOThI, TAaKHE KaK, HalpHMep,
YKCyCHasi, MPOMAHOBas, TUAPOKCHYKCYCHAs, MOJIOYHAS, MUPOBUHOIPA/IHAS, IIaBE/eBasi, MAJIOHOBAs, sHTapHasl,
MajenHoBasi, hpymapoBas, s0104YHas (T.e. THAPOKCHOYTAaHAMOBAs KHUCJIOTA), BUHHASA, JINMOHHAs, METAHCY1b(O-
HOBas, JTaHCyib(oHOBas, OEH30JICYJIbHOHOBAS, M-TOJNYOJCYJIb)OHOBAS, LMKIAMOBAs, CalULMIIOBasA, II-
aMUHOCAJIMLIIIOBAs, MaMoOBast U NOJ00HbIe KUCIOThI. CoeMHEHHE A MM COEAMHEHUs B Takke MOXKHO mpe-
Bpalars B Gopmbl hapMaLEeBTHUECKH MPHEMIIEMBIX COJIEH NPUCOEANHEHHS METAJIOB UM AMHUHOB MOCPEICTBOM
00paboTKM COOTBETCTBYIOLIMMH OPraHMYECKUMU HWIJIM HEOPraHMYeCKUMH OCHOBaHUSAMHU. COOTBETCTBYIOLIME
(OpMBbI OCHOBHBIX COJIEii BKJIIOYAIOT, HAIPUMEP, COJM aMMOHHMS, COJIM LIENOYHBIX U IIENIOYHO3EMEIbHBIX Me-
TaJIJIOB, HANIPUMED COJIM JINTHS, HATPUS WIK KaJHsl, WIM COJM MarHusl WM KaJIbLHs; COJTM OPraHUYeCKHX OCHO-
BaHMH, HanpuMep cosiu OeH3aTuHa, N-MeTun-D-rimrokamuHa, rugpabamuHa, U COJIM aMUHOKHUCIIOT, TaKUX Kak,
Harpumep, apruHuH, JIM3UH U NoA00HbIe. BoipaxeHue "¢opma conu MpUCOeTUHEHHS" TaKkKe MOApa3yMeBaeT
BKJIIOUEHHE JIFOOBIX COJIBBATOB, KOTOPBIE COEIMHEHHE A WM COeAMHEHUs B MoryT oOpa3oBbIBaTh, a TaKXkKe MX
conu. Takumu conbBaTaMH SIBJISIOTCS, HAPUMeEp, MMAPAThI, aTKOTOJIATHI, HAIPHUMED 3TAHOJISATHI, U MOJOOHBIE.

B BapuaHTe ocyuiecTBIeHHs KOJHYECTBO COCTMHEHNUS A U KOJIMYECTBO COEAMHEHUs B B KOMOMHALMAX 110
HACTOSIIEMY H300PETEHHIO SIBJISAIOTCS TAKOBBIMH, UTO B OTHOIIEHHH RSV obecneunBaercst chHepruyueckuii npo-
TUBOBUPYCHBIHN 3D DeKT.

KonnyectBa coenrHeHuss A B KOMOMHALMAX M0 HACTOSILEMY U300PETEHHIO, KOTOPbIE BBOJAT €XKECYTOUHO,
MOTYT BapbUpoBaThcs 0T Mpuonu3utTensHo 10 1o npudausutensHo 2500 Mr, oT npubausutensHo 50 1o npubau-
3utenibHo 1000 Mr wiu ot npubau3uTeNnbHo S0 10 npudbnuzureabHo 500 mr.
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KomuecTsa coequaeHus B B koMOMHAIMAX MO HACTOSILEMY H300PETEHHIO, KOTOPbIE BBOAT €KECYTOUYHO,
MOTYT BapbUPOBATHCA OT MPUOIH3UTENBHO 10 10 mpuOmu3uTreapHo 2500 Mr, OT mpuOIH3UTEILHO 50 10 MpUOTH-
3utenbHo 1000 Mr wiu ot npuOnu3ureabHo 50 10 mpuOmu3uTe bHO 500 Mr.

Bce xommuecTBa, KOTOPHIC YIIOMHHAKOTCSA B JAHHOM H CIICTYFOIMUX a03a1aX, OTHOCATCS K CBOOOIHOU (op-
Me (T.e. HeconeBoH ¢opme). [IpuBeACHHbBIE BbIIIE 3HAYCHHUS MPEACTABILIIOT 3KBHBAJTICHTBI CBOOOIHOH (opMBI,
T.€. BEJIMYHHBI, COOTBETCTBYIOLIME MPEAINOIaraéMoMy BBEACHUIO CBOOOIHOH (hopmbl. [Ipn BBeaeHUH conell ko-
JMYECTBA JOJDKHBI OBITh PACCUMTAHBI B 3ABHCUMOCTH OT COOTHOLICHHS MOJIEKYJIIPHBIX Macc CONeBOi Gpopmsbl U
CBOOOIHOI (HOPMBL

VYKka3aHHBIE BBIIIE CYTOYHBIC JO3bI PACCYMTAHBI JUI1 CPEIHEH MACChl Te€a, COCTABIAIOIICH MPUOIH3HTE Tb-
HO 70 KT, U JOJDKHBI ObITh NMEPECUHTAHBI B CIy4yae MPUMCHEHHUS B NEAMATPHU MM B CJIy4ac MPUMEHEHHA y Ia-
IHEHTOB CO 3HAYUTCIbHBIM OTKIOHEHHEM MACChI TEJa.

JI03UpOBKH MOTYT OBbITh NMPEACTABICHBI B BUAC OJHOM, ABYX, TPEX HIM YEThIPEX MM OOjee yacTei I03bl,
BBOJHMBIX 4Y€pe3 ONpPEACICHHBIE HHTCPBAIBI B TCUCHHE CYTOK. [IpMMeHseMas JO3HMPOBKA NMPEANOYTHTEIBHO
COOTBETCTBYET CYTOYHOMY KOJIHYECTBY COCIMHCHHA A U COEIMHEHUA B, yKa3aHHOMY BBILIE, WM €TO YACTH J0-
3bl, Takoi Kak ero 1/2, 1/3 umu 1/4. JlekapcTBeHHAs (OpMA MOXKET COACPKATh COCTUHCHHE A U CocaUHCHUE B B
KOJIMYECTBE, IKBHBAJCHTHOM [IHANA30HAM WJIM BEIMYMHAM, YKA3aHHBIM B NMPEIbLAyINUX ad3auax, JTH00 B OT-
JICNBHBIX COCTABAX, THOO B KOMOMHHPOBAHHOM COCTaBE. TakoH KOMOHHMPOBAHHBIN COCTAB SBJIETCS NMPEATIOY-
TUTCIIBHBIM.

B ciyuae, ecnu coequHeHHE A M COEIHHEHHE B moanexar BBEICHHIO OJUH Pa3 B CYTKH, OHO MOJXKET OBITh
BBINMOJTHCHO MOCPEICTBOM BBCICHUS OOBCIWHCHHON KOMOWHALMHU C (PUKCHPOBAHHOH J030H, CoAaeparei co-
enuHeHue A u coenuHenue B. JlekapcTBeHHbIe ()OPMBI, KOTOPBIE MOYKHO BBOAUTD, OMHCAHBI JAJIEE B HACTOAIIEM
JOKYMEHTE, NPH 3TOM JICKApPCTBEHHBIE (DOPMBI A MEPOPATBLHOTO NMPUMEHEHHS, B YACTHOCTH, PACTBOPHI AJIA
HEPOPATBLHOTO IMPUEMA, SIBJIFOTCS IPEINOYTUTE TbHBIMH.

AKTHBHBIC HHTPEAMEHTBI MOTYT OBITh COCTABJICHBI B (PapManeBTHYCCKUX KOMIIO3HLHAX JHOO IO OTICIIb-
HOCTH, JIUOO B BHUAC OOBCOIMHCHHOW (hapMALECBTHYCCKONH KOMMNO3HMUHMH. B mocreanem ciyyae mpeayCcMOTpEHa
(hapManEeBTHYCCKAS KOMIO3ULHSA, COACPKALIAS TCPANCBTHYCCKH 3(PPECKTHBHOC KOIHMYCCTBO COCTUHCHUS A WU
ero (hapMaLEBTHYECKH MPUEMIIEMOH COH M COeOUHEHHA B mmm ero (apManeBTHUYECKH MPUEMIICMOH COMH H
(hapManeBTHUYECKU MPHUEMIIEMBIH HOCHTENb. TepaneBTHyeckd 3((PEeKTHBHOE KOIMYECTBO B JAHHOM KOHTEKCTE
NPEACTABIACT COOOM KOMMYCCTBO, AOCTATOYHOE 1 CTAOMIM3ALMU WM CHHDKCHUS HMHTCHCUBHOCTH RSV-
uHQEKUHH Y HHOHUIUPOBAHHBIX CyObekTOB. TepaneBruueck 3()(EeKTHBHBIE KOJHIECTBA MOTYT, B YACTHOCTH,
COOTBETCTBOBATh KOJHYECTBAM, YKA3AHHBIM BBILIC, JJI51 BBEACHHUA €KECYTOYHO MJIM MX YacTAM J03BI Ui yI00-
CTBA HECKOJIBKHX €KECYTOUHBIX BBCACHUI.

KomOuHanmm, nmpeacTaBiIeHHbIE B HACTOSIIEM JOKYMEHTE, TAKKE MOXKHO COCTABJATH B BUIE KOMOHHHPO-
BAHHOTO IPENapara JJis1 OAHOBPEMEHHOTO MM IOCICIOBATEIBHOTO NMPUMEHEHHS B Tepanuu mpotuB RSV. B
TaKOM CJIyyae COCIUHCHHE A COCTAaBJICHO B (papMalCBTHUECKOH KOMIIO3ZHIMH, COACPIKAIIECH ApyTHE (apMaries-
THYECKH NPUEMJIEMbIC HANOJHHUTENIH, H COCIMHEHHE B cOCTaBICHO OTAEIBHO B (hapMALEBTHUECKOW KOMITO3H-
MM, coaepakatueii apyrue (apMaueBTHYECKU IPHEMIIEMbIC HATIOJHUTEH. YCIOBHO TOBOPS, JAHHBIC OTJC/IbHbIC
(hapmMaLeBTHUECKUE KOMITO3HLIIMH MOTYT IPEACTABIATh COOOH YacTh HAOOpa 11 OJHOBPEMEHHOIO MJM MOCIe-
JIOBAaTEIBHOTO MPUMEHCHHUA.

OtaenpHbIE KOMIIOHCHTHI KOMOWHALIMM MO HACTOSAMIEMY H300PETEHHIO MOYKHO BBOAMTH OJHOBPEMCHHO
WIH pa3leibHO B Pa3HbIE MOMEHTHI BPEMCHH B XOJC TCPANTMH MM NMAPAJUICIBHO B PA3ACICHHBIX HIIM CAHHBIX
KOMOUHHPOBAHHBIX (hOpMaXx.

CrnenoBareIbHO, COEIMHEHHE A M COCUHEHUE B 0TAeIbHO MM B KOMOMHALIMH MOXKHO COCTABIIATH B pa3-
JTHYHBIC (hapMaEBTHUECKHE KOMITOZHIUH, KOTOPBIC MOAXOAT I LieJeH BBEACHUA. B TakuX KOMIO3HIMAX Te-
paneBTH4eCKU 3()(HEKTHBHOE KOIMYECTBO KAXKIAOTO U3 KOHKPETHBIX CoeAHHEHHH A u B o0beauHeHO C (apma-
LEBTUYCCKH MPUEMJIEMbIM HOCHTEIEM, NMPHYEM HOCHTEIb MOXKET MPHHUMATH IMHPOKOE pazHooOpasue (opm B
3aBUCUMOCTH OT HEOOX0auMOI 111 BBeACHHUA (opMbI mpenapara. dapManeBTHIeCKUe KOMIIO3HIUH MOYKHO TO-
JIy4aTh B BUJE JECKAPCTBEHHBIX IPENAPATOB, NMPEAHA3HAUCHHBIX U1 NEPOPATHHOTO, MAPEHTEPATILHOTO (B TOM
YHCJIE MOAKOXKHOTO, BHYTPUMBIIICYHOTO H BHYTPUBEHHOIO), PEKTAJIBHOTO, TPAHCOYKKAJNBHOTO MM HHTPAHA-
3a7IbHOTO BBEACHMS. [Toaxoasdmme KOMIO3HIMH A/ NIEPOPATHHOTO BBEACHUS BKIIOYAIOT MOPOIIKH, TPAHYJIATHI,
arperarsl, TaOJETKH, MMPECCOBAHHBIC WIIM MOKPHITHIC MHJIFOJH, IPAXKE, CALIE, TBEPAbIC MM KCIATHHOBBIC KAICY-
JIBI, CHPONBI ¥ CyCTeH3UH. [Toaxoas1mie KOMIO3UIMH /I TAPEHTEPAIBHOTO BBEJACHUS BKIIOYAIOT BOJHBIC HIIH
HEBOJHBIC PACTBOPBI HIH 3MYJIBCHH, ITPU ITOM IOAXOIAIIUE KOMIIO3HIMH U PEKTANIBHOTO BBEICHUS BKIIFOUA-
0T CYNMO3UTOPUU C TUAPO(PUIbHON umu ruapodoOHOH cpemoii-HocuTeaeM. 11 MHTPAHA3aIbHOH NOCTaBKH
MOYKHO NMPUMEHATh MOAXOAAIIHE CHCTEMBI A3P0O30JbHON TOCTABKH.

Hampumep, npu nosgyuyeHMHM KOMIIO3HLMH [JI1 NMEPOPANBHOTO BBEACHHSA MOYKHO HCIOJIB30BaTh JIFOOYIO
OOBIYHYO (PApMALIEBTHUECKYIO CPENY, TAKYHO KaK, HAIPUMEP, BOJA, TTMKOJM, MACJA, CIUPTH H UM IOJOOHbIC, B
CIy4ae >XKMAKHX KOMIO3HLHMHA A1 NEPOPATbHOTO BBEACHHS, TAKUX KAK CYCHEH3UH, CHPOIBI, JIHKCUPBI, MY JIb-
CHH U PacTBOPHI, HIIH TBEPbIC HOCUTEIIH, TAKHE KaK KPAXMAJIbl, CaXapa, KA0JIHH, CMA3bIBAIOIIUE BELICCTBA, CBS-
3YHOIIKE, PA3PBIXJIUTEIH U UM MOJOOHBIC, B CIIy4ac TBEPABIX KOMIO3HIHIA. B CTyyae KOMIO3HIMIA A1 MAPEHTE-
PAITBHOTO BBEACHUS HOCHUTENb OyJET, KaK MPABHUJIO, CONEPKATh CTCPUIIbHYIO BOY, IO MCHBLICH Mepe, B 3HAUH-
TEIbHOU CTENCHH, XOTA B HOCHTEIb MOTYT A00ABIATHCA APYTHE HHIPEIUCHTBHI, TAKHE KAK COJIOOMIU3ATOPSI,
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3MYJIBraTophbl UM JOTOJHUTCIBHBIC BCIOMOTATCIBHBIE CPEACTBA. MOTYT OBITh MOJTyYCHB HHBECKIUOHHBIC PAC-
TBOPBI, B KOTOPBIX HOCUTEIb CONEPKHUT (DH3HOJOTHUESCKUIH PAaCcTBOP, PACTBOP TNIFOKO3BI MM CMECh U MIEPBOTO, U
BTOPOTro. Takke MOXHO MOJIyYaTh CYCIICH3HHU I HHBEKIHH, B CITy4ac KOTOPBIX MOXKHO HCIOJIB30BATh COOTBET-
CTBYIOIIME KHIKHE HOCHTCIH, CYCIICHIMPYIOIIME CPEICTBA M T.I. Tarke BKIIOYCHBI MPENaparsl B TBEPIOH
(opMe, KOTOpbIC NMPEIHA3HAYCHBI A1 NMPEBPALICHHS HENMOCPEACTBEHHO NEPE] NMPUMEHECHHEM B IPENapaThl B
XKHIKOH (popMe, TAKHE KAK MOPOLIKH I PACTBOPEHHUS.

®apmManeBTHUYECKHE KOMITO3HLMH A1 yI0OCTBA MOTYT ObITh MPEACTABJICHBI B CTAHIAPTHOM JICKAPCTBCH-
HOH (hopMe A1 MPOCTOTHI BBEACHHS H OJHOPOJHOCTH J03bL [IpuMeph! BKIIOHAIOT TAOIETKH (B TOM YHCIE Je-
JUMBIC WJIH MOKPHITHIC 000JOYKON TAOICTKH), KANCYJbl, MHIKOIH, CYMINO3HTOPUH, MAKCTHI C MOPOIIKOM, ILIa-
CTHHKH, PACTBOPBI UJIH CYCTICH3HH A1 HHBCKIUI U MM MOJOOHBIC, a TAKKE UX OTACTbHBIC MHOXKECTBA.

KomOuHanus coequHeHuA A U COeIMHCHUA B, YKa3aHHBIX B HACTOSIIEM JOKYMEHTE, MOAXOMUT IS JICUe-
HUS TCIUIOKPOBHBIX KHBOTHBIX, B YACTHOCTH JFOACH, HH(PHUHPOBAHHBIX RSV,

Hcnonp3yeMbic B HACTOSIIEM JOKYMEHTC BBIPDAKCHHA "nmeuuts”, "nevanmit”, "neueHue", "TepaneBTHvC-
ckui" ¥ "tepanmusa" HCOOA3ATCIFHO O3HAYAKOT MOJTHOC U3JICUCHUE HITH YCTPAHCHUE 3a00ICBAHUS HITH COCTOSHHAL.
JIro00€ CHIDKCHHE 3HAYCHUSA BHPYCHOM HATPY3KH MM OONETYeHHE JTHOOBIX HEKCIATCIBHBIX NMPH3HAKOB HIIH
CHMITTOMOB 3200JICBAaHHS MJIM COCTOSHHSA IO HEKOTOPOH CTENEHHM MOYKHO PACCMATPUBATH KAK JICUCHHE HW/HIH
TEPAIHIO.

Beoipakenus "tepanesriuecku 3G GekTuBHOE KOMHuecTBO" U "3 PekTHBHOE KOIHUYECTBO" MPHMEHSIOT I
0003HAYCHHS KOJIMYECTBA AKTHBHOTO COCAMHEHHUS HIH (DApMALEBTHUECKOTO CPEJICTBA, KOTOPOE BBI3BIBAECT OT-
MEYaeMBbId OHOJOTHUYCCKHIA MM MEIUIUHCKUH OTBeT. Hampumep, TepaneBrHyecku 3(PPEKTHBHOE KOMUCCTBO
COCTHHEHHS MOJKET NMPEACTABIATH COOOH KOJIHWYECTBO, HEOOXOAMMOE UL NMpPEAy MPEKICHHS, OOJErYeHUs WU
YMECHBIICHHUS HHTCHCUBHOCTH CHMIITOMOB 3a00JICBAHHS, CHIDKCHHS 3HAYCHUS BUPYCHOH HArPy3KH HIIH ITPOAJIC-
HHS IIPOJOJDKUTEIBHOCTH XKU3HH CYOBEKTa, MOJBEPracMoOro JICUCHHIO. JJaHHbIA OTBET MOXKET BO3HHKATh B TKA-
HH, CHCTEME, )KHBOTHOM HJIM YEJIOBEKE M BKIIOYAET CHIDKCHHE 3HAYCHHS BUPYCHOH HArpy3KH, OOJETYCHHE MpPHU-
3HAKOB UM CUMIITOMOB 3200JICBAHHA, KOTOpOE Jeyar. OnpeaencHue 3QPEeKTHBHOTO KOJIMUECTBA BIOJHE COOT-
BETCTBYCT KBATH()UKALUH CIICIIHATUCTOB B JAHHON 00J1ACTH TEXHHKH C YUYETOM PACKPBITUS, MPEIACTABICHHOTO B
HacTosmeM MokyMmeHTe. TepameBTuueckd 3(()EKTHBHOE KOJIMYECTBO COCIMHCHHH, PACKPBITHIX B HACTOSAILEM
JIOKyMEHTe, TpeOyeMoe B KA4eCTBE J03bl, OyJET 3aBHCETh OT IyTH BBEACHMS, BHIA >KHBOTHOTO, B TOM YHCIIE
YeJI0BEKA, MOJBEPracMOT0 JICUCHUIO, M (PH3HUECKUX XaPAKTEPUCTUK KOHKPETHOTO PACCMAaTPHBAEMOTO KHBOTHO-
ro. JIo3a MOXxeT ObITh H3MEHEHA I JOCTHXKEHHA HeoOXoaumoro 3¢ dexra, Ho OyneT 3aBHCETh OT (haKTOPOB,
TAKHX KAaK BEC, PALIMOH, NMAPANJIEIbHOE MPUMEHEHHE JICKAPCTBEHHBIX MPENAPATOB H APYyTHE (DAKTOPBI, KOTOPbIC
OyIyT NOHATHBI CICIHATUCTAM B 00JIACTH MEIULIHUHEI,

PazmuuHble mokaszaTenu, MPeIHA3HAUYCHHBIC A ompeacacHus 3()(EKTUBHOCTH croco0a JeUeHus UH(CK-
I[HH, BBI3bIBACMOH PECIIMPATOPHO-CHHIIMTHAIBHBIM BUPYycoM (RSV), H3BecTHBI crienManucTaM B JaHHOH oOmac-
TH TEXHUKH. [IpUMep MoaXoaAmMX NMOKA3aTeNeH BKIFOYACT O€3 OrpaHWYCHHS CHIDKCHHME 3HAUCHHS BUPYCHOM
HArpy3KH, CHIDKCHHE PEIUIMKALMU BHPYCA, COKPALICHHE BPEMEHH 10 CEPOKOHBEPCHHU (BUPYC, KOTOPBIH HEBO3-
MOXKHO OOHApY’KUTh B CHIBOPOTKE MALIMEHTA), CHIDKCHUE 3a00JIEBACMOCTH UJIM CMEPTHOCTH B KJIMHHUYECCKUX HC-
X0JaX W/MIM APYroi NokazaTeab OTBETA 3a00JICBAHUSL.

B HEKOTOPHIX BAPHAHTAX OCYIUCCTBICHUS KOMOMHALIUS COSAUHEHHUS A U coeauHeHusa B umm papmaueBTu-
YECKH MPUEMIICMBIX COJICH BBIIICYKA3AHHBIX COCTMHCHUIH MOXKET 00CCMICUHBATh CHIDKCHHC 3HAUCHHUIA TUTpPA BH-
pyca A0 HEOOHAPYKMBACMBIX YPOBHEH, Hampumep MeHee 1,7 log), 3kBuBajICHTa OMAMIKOOOPA3YIONIMX ¢IHHHUIL
(PFUe)/mn unu menee 0,3 log), 3xBuBaneHTa 0rmkoo0pasyromux eaunun (PFUe)/mMn. B HEKOTOPBIX BapHAHTAX
OCYIIECTBICHH KOMOWHALMA COCIMHCHHUM, ONMMUCAHHASA B HACTOSIILEM JOKYMEHTE, MOXKET 00ECICUUBATh CHIDKE-
HHC 3HAYCHHA BUPYCHOM HATPY3KHU IO CPABHCHMIO CO 3HAYCHUECM BHPYCHOM HATPY3KH J0 BBEACHUS KOMOUHALIUU
(HampuMmep, yepe3 60 4 HOCIe MOTyUeHHS HAYANbHOH 03Bl KOMOMHALIWH). B HEKOTOPBIX BAPUAHTAX OCYILCCTB-
JIeHUS] KOMOMHALUA COETMHCHUH, OMTHCAHHAA B HACTOALIEM JOKYMEHTE, MOXKET 00ECIICYHBATh CHIDKCHUE 3HAYC-
HHS BUPYCHOM HArpy3ku 10 3HaueHus MeHee 1,7 log), (PFUe)/Ma umu menee 0,3 log)o (PFUe)/Ma. B HekoTOpBIX
BAPUAHTAX OCYIUECTBICHHA KOMOMHALUS COCAMHEHHUH, ONMMCAHHAA B HACTOSALICM JOKYMEHTE, MOXET 0OeCIeyH-
BaTh CHIDKCHHE TUTPA BUPYCA B CBIBOPOTKE CYOBEKTA B JUAMAZ0HE OT MPUOTU3UTEIBHO 1,5-KkpaTHOTO jorapud-
MHYECKOTO 10 MPUOIM3UTEIBHO 2,5-KPaTHOTO JOTapUPMHUYECCKOTO CHH)KECHHSA, OT MPHOIUZUTENBHO 3-KPAaTHOTO
JOTapH(PMHIECKOTO J0 MPHOIH3UTEIBHO 4-KPATHOTO JIOTAPU(IMUUCCKOTO CHIDKCHHA WM 00Jee YeM MPUOTH3H-
TEJIBHO 5-KPAaTHOTO JOTapU(MHUYECCKOTO CHIDKCHHUS 10 CPABHEHMIO CO 3HAUCHUEM BHPYCHOM HArpy3KH JO BBEJAC-
Hu koMOuHaIu. Hanpumep, 3HaUCHHE BUPYCHON HATPY3KH H3MEPSIOT MEPE] BBSACHUCM KOMOMHALIMH H YEpe3
HECKOJIbKO 4acCOB IOCJIE MOJYyYCHHS HAYAIbHOH J03bI KOMOMHAUMH (Hampumep, yepe3 60 4 mocne moJydeHUs
HAYAIBHOM JO3bI KOMOUHALIUH).

B HEKOTOpPBIX BAPHAHTAX OCYIUCCTBICHUS KOMOMHALUS COSAUHEHHS A U coeauHeHusa B umn papmaueBTu-
YECKH MPUEMJICMBIX COJICH BBIIICYKA3AHHBIX COCAHHECHUI MOXKET OOCCIICYHBATD MO MEHBIICH Mepe 1-, 2-, 3-, 4-,
5-, 10-, 15-, 20-, 25-, 50-, 75-, 100-kpaTHOC MM OOJIBIIEE CHIDKCHHE PEILTHKALMU RSV OTHOCHTEIHEHO YPOBHEH
Hepe] OCYINECTBICHHEM JICUCHUS Y CYOBEKTa, ONMPENEICHHOE Yepe3 HECKOJIBbKO YacoB IOCIC IMOJYUYCHHUS Ha-
YaJIbHOU A03bI KOMOMHALMHM (HampuMep, yepe3 60 4 mocie moTyyeHUs1 Ha4aIbHOH J03bI KOMOMHALMK). B Heko-
TOPBIX BAPHAHTAX OCYLICCTBJICHMSA KOMOWHALMA, OMMCAHHAS B HACTOSINEM JOKYMEHTE, MOXET 00ECIEeUHBATH
CHIDKCHHE perutMkauuu RSV OTHOCHTENBHO ypOBHEH mepes OCYINECTBICHHEM JICYCHHUS B AMANA30HE OT INPH-
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OMM3UTEIBHO 2- 10 MPUOIH3UTENBHO 5-KPATHOTO, OT MPUOIH3HTEIbHO 10- 10 mpuOaH3uTeIBHO 20-KPaTHOTO, OT
NpUOM3UTCIIBHO 15- 10 mpuOIU3UTEIBHO 40-KpaTHOTO WM OT MPHOAM3UTEIbHO 50- 10 mpuOmsureapHo 100-
KPAaTHOTO CHIDKCHMA. B HEKOTOPBIX BAPHAHTAX OCYIUECTBICHUS KOMOMHALMA, ONMHCAHHASA B HACTOSILEM JOKY-
MEHTE, MOXKET 00eCIeynBaTh CHIKEHHE permukanuu RSV B quanasone ot 1- mo 1,5-xpaTHoro norapugmue-
ckoro, ot 1,5- nmorapumMuyeckoro m0 2-KparHOro JOrapH(YMHUUECKOro, OoT 2- Jorapup)MHyeckoro o 2.5-
KPaTHOTO JOTapU(PMUUECKOTro, OT 2,5- 10 3-KpaTHOro JIOrapu(pMuyeckoro, or 3- gorapu(pMuIeckoro 1o 3,5-
KPaTHOTO JIOrapH(PhMHUECKOTO HIIH OT 3,5- 10 4-KpaTHOTO JOrapu(h)MHUECKOTO MM OOJNBIIETO CHIKEHHS PEILTH-
kauuu RSV no cpaBHeHHI0 co cHibkeHHeM RSV, gocruraembiv O61arogapss MpUMEHCHHIO OJHOTO CPEICTBA MPO-
tuB RSV, BBOIUMOrO B BHIE MOHOTEPAIHHU, WM MOXKET JOCTUTATHCS TAKOE JKe CHIDKEHHME 32 00Jiee KOPOTKHHA
HEPHO BPEMEHHU.

UYepes HekoTOpoE BpeMs BO30YAMTETH HH(PEKUMH MOIYT HPOSBIATH YCTOHUHBOCTD K OJHOMY HIIH He-
CKOJIBKUM TEPANEBTHUYECCKUM CPEACTBAM. BrIpakeHue "yCTOHUHMBOCTB", HCIOIb3yEMOE B HACTOSIIEM JAOKYMEH-
TE€, OTHOCHUTCS K BUPYCHOMY INTAMMY, JEMOHCTPHPYIOILEMY OTJIOJKCHHBIH, YMCHBIICHHBIH H/UJIH HYJICBOH OTBET
HAQ TEpaneBTHYECKOES(TEPANEBTUUECKUE) CPEACTBO(CpeacTBa). Hampumep, mocne neYeHHs MPOTHBOBHPYCHBIM
CPEACTBOM 3HAYCHHE BHPYCHOH HArpy3ku CyOBEKTa, HH(PHUHUPOBAHHOTO YCTOHUYUBBIM BHPYCOM, MOXCT OBITh
CHIDKCHO B MCHBIICH CTENCHU MO0 CPABHECHUIO C BEJIMUMHOM, MPOABIAEMON NPU CHIOKCHUHU 3HAYCHUS BHPYCHOM
HArpy3KH CyOBEKTOM, HH()UILMPOBAHHBIM HEYCTOHUMBBIM IITAMMOM. B HEKOTOpPBIX BAPHAHTAX OCYINECTBICHHA
KOMOHMHAIIMIO COeTMHEHHA A M coeauHeHHs B mMiM (papManeBTHUECKH MPHEMIIEMBIX COJCH BBILICY KA3AHHBIX
COCIHHEHUH MOJKHO BBOJMTH CYOBEKTY, HH(PUIHPOBAHHOMY RSV, KOTODBIHA ABIAETCS YCTOWYUBBIM K OJHOMY
WM HECKOJBKHM pa3JIUM4HBIM cpeactBaM npotuB RSV (Hanmpumep, puOaBupuHYy). B HEKOTOpBIX BapHaHTax
OCYIIECTBICHHSA PA3BUTHE YCTOHUMBBLIX ITAaMMOB RSV MOXKET OBITH OTJIOXKEHO NMPHU JEUEHUU CYOBEKTOB C MO-
MOIIBI0 KOMOHHAIIMU COCTHHEHUH, ONIMCAHHON B HACTOSLIECM JOKYMEHTE, N0 CPABHCHHIO C PA3BUTHEM LITAMMOB
RSV, ycroiuuBsIX K ApyruM cpeacteam npotus RSV, BBoAMMBIM B BHIE MOHOTEPAITHH.

B HEKOTOPBHIX BAPHAHTAX OCYLICCTBICHUA KOMOWHALUA COCIUHEHHUA A M coeauHeHus B wnn papmanenru-
YECKH MPUEMIIEMBIX COJICH BBIIICYKA3aHHBIX COCTHHEHHH MOMET CHH)KATh ITPOLICHT CyOBEKTOB, KOTOPBIC HUCIIBI-
TBHIBAIOT OCJIOXKHEHHS OT BUPYCHOH MH(peKuuH, BeI3BaHHOH RSV, 1o cpaBHEHHIO C MPOLIEHTOM CyOBEKTOB, KOTO-
PBIC HCHIBITHIBAIOT OCJIOXKHCHHE MPH JICUCHHUH OJHUM CPeacTBoM mpoTu RSV. Hampumep, mpoueHT CyOBEKTOB,
MOJABEPTAEMBIX JCYCHHUIO KOMOHHAIIMEH COCAMHEHUH, ONMHCAHHOW B HACTOSILIEM JOKYMEHTE, KOTOPBIC HCIBITHI-
BAaIOT OCJIOXKHCHUS, MOXKET COCTaBIATh Ha 5, 10, 25, 40, 50, 60, 70, 80 u 90% MeHbIIC MO CPABHEHHIO CO 3HAYC-
HHEM 711 CyOBEKTOB, IIOABEPTACMBIX JICYCHHIO JTHIIb OJHHM CPEACTBOM MPOTHB RSV, BBOAUMBIM B BUZIE MOHO-
TEPaIHH.

[ToTeHUMATbHOE MPEHMYIIECTBO HCIOIb30BAHUS KOMOHHAIIMM COCIUHEHHA A U coeauHeHus B umm dap-
MALEBTHYECKH MPHEMIIEMBIX COJICH BBIIICYKA3aHHBIX COCAHHEHUH MOXET NMPEICTABIITh COOOH CHIDKCHHE Tpe-
OyeMoro(TpeOyeMpIX) KOIHYSCTBA(KOIMYCCTB) COCAUHCHHA A MM €ro (papMALCBTUUCCKH MPUCMIEMOH COJIH
W/WM coenuHCHHA B mm ero (papMaueBTHYCCKH MPUEMIIEMBIX COJICH, KOTOPOE(KOTOPHIC) SBIACTCS(SIBIFOTCS)
apdexruBHbIM(3ppexTHBHBIMYU) B TeueHHH RSV-uH(pEKIMH MO CPABHEHHIO C KOJMYECTBOM, TPEOYEMbIM I
JIOCTHXKCHHUS TAKOTO K& TEPaNeBTHUYECKOTO pe3ybTara MpH MPHMEHEHHH 0JHOro coeauneHus (B) unum ero dap-
MAUCBTHYCCKH MPHEMJICMBIX COJICH W/MITH COCAMHCHHS A umi ero (papMalCBTHUCCKU MpHEMJIeMOi com. Ha-
npUMEp, KOJMYECTBO COCOUHCHUA A HIH €ro (JapMAaLCBTHUCCKH NMPHEMJICMOM COJIM W/MITH COCIUHCHUA B umu
ero (hapMaLEBTHYECKH MPHEMIEMBIX COJICH MOXET OBITh MEHBIIHM IO CPABHEHHIO C KOJIHUECTBOM BBILICYKA-
3aHHBIX COCIMHCHHH, HEOOXOAUMBIM U JOCTHIKCHHS TAKOTO )K€ 3HAUCHMS CHIDKCHUS BUPYCHOW HATPY3KH IPH
BBC/JICHHU B BHJIE MOHOTepanuu. J[pyroe noTCHUHANBHOE MPEHMYIIECTBO HCIMOIb30BAHUS KOMOWHAIMH, OIH-
CaHHOH B HACTOSIIECM JOKYMEHTE, 3aKJIFOYACTCA B TOM, YTO MPUMCHEHHE IBYX MU 00jee COeIUHCHHH, HMCIO-
IIUX PA3THYHBIA MEXAHU3M JCHCTBHA, MOXET CO34aTh OoJiee BHICOKMH Oapbep A Pa3BHTHA YCTOWYMBBIX BHU-
PYCHBIX IITAMMOB IO CPABHEHHIO C OAPbEPOM ITPH BBEJACHHUH COCAMHEHUS B BUIEC MOHOTEpanuH. JIONOTHUTEIb-
HbIE NMPEUMYILECTBA HCMOJb30BAHUS KOMOMHALMM, OMIMCAHHON B HACTOSLIECM JOKYMEHTE, MOTYT BKJIIOYATh IIC-
PEKPECTHYIO YCTOMUHBOCTh K COCIHHEHUAM KOMOMHALMH - OT HE3HAYUTCIBHON 10 €€ OTCYTCTBMSA, PA3IUYHbIC
IMyTH BBIBEJACHHA COCAMHCHUH KOMOHMHALMM, TIEPEKPBIBAHHE MNPOQHICH TOKCHYHOCTH COCIHHCHHH
KOMOHHAIIMU - OT HEOOIBIIOH CTENEHH J0 €ro OTCYTCTBHUSA, 3 ekThl HA uTOoXpoM P450 - oT HeOompIIUX 10
HEC3HAUMTCTBHBIX, W/HIH (PAPMAKOKUHCTHYCCKHE B3AUMOJCUCTBHA COCTMHCHHH KOMOMHALIMH - OT HEOOBIIMX
JI0 UX OTCYTCTBHUS.

Ipumepsl

Creayromue npuMepbl NpeIHA3HAYCHBI I HIUTFOCTPALMH HACTOSIIETO H300pPETeHMs, a HE JJIA €ro orpa-
HHYCHUSL.

[Tpumep 1. Ananu3 B oTHOeHHH RSV.

UYepubie 384-IyHOUHBIC TUTPALMOHHBIE MHKPOIUIAHLIETHI C mpo3payHbiM aHOM (Corning, Amcrepaam,
HunepnaHab!) 3aMOTHAIM MyTEM 3BYKOBOTO BBITAJIKMBAHMSA KAIUIM C HCIOJIb30BAHUEM YCTPOHCTBA 11 MAHMITY -
msuui ¢ sxuakoctamu Echo (Labeyte, Cannuseitn, Kamudopaus). 200 HI HCXOIHBIX pacTBOPOB COCAHMHEHUH
(100% DMSO) nepeHOCHIH B IIAHIIETHI 11 HecnenoBaHus. CoexuneHue (A) M ero (papManeBTHYECKH MPHU-
EMJICMYEO COJIb CEPHITHO pa3BoauaH (1:3) ¢ momyyeHueM 12 pa3MuHBIX KOHLEHTPAIMii "B TOPU30HTATLHOM Ha-
npaeiacHud" B 384-TyHOUYHOM MaHIIETe U coeauHeHue (B) unu ero papManeBTHUCCKH MPHUEMIICMYIO COJIb Ce-
puiiHO pazBoaunu (1:3) ¢ momgyueHueM 12 pa3aM4HBIX KOHLUEHTPALHHA "B BEPTHKAIHHOM HampasicHHH" B 384-
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JYHOYHOM IiaHieTe. Takke ObUIO BBIAENEHO NPOCTPAHCTBO AJSI THTPOBAHUS KaXKJIOr0 U3 COENHMHEHHH IO OT-
JIENbHOCTH IS TPUMEHEHHS B KAUECTBE 3TAJIOHHBIX KOHTpOJIEil. AHaIM3 HHULIMUPOBAIM MyTeM no0aBneHus 10
MKJI Cpelibl Al KyJbTUBUPOBAHUA B KaXayto JIYHKY (cpeaa RPMI 6e3 deHonoBoro kpacHoro, 10% FBS, nHak-
TUBMPOBaHHOW HarpesanueM, 0,04% renramununa (50 mr/mi). Bee nononHuTenpHbIE CTaAWH BBITOJIHSIIN C HC-
MoJIb30BaHUEM MHOrokaHajnbHOro mosaropa (Thermo Scientific, OpembGonerem, benbrus). 3atemMm BHpPYC
rgRSV224 (MOI=1), pa3BeneHHbIi B cpeae Uisl KyJIbTUBUPOBAHMs, BHOCHIW B IulaHuieTsl. Bupyc rgRSV224
NpeCTaBisieT co00i CKOHCTPYHPOBAHHBIM BUPYC, KOTOPBIH BKIOYaeT B ces nononHuTenbHblid ren GFP (Hal-
lak L.K., Spillmann D., Collins P.L., Peeples M.E. Glycosaminoglycan sulfation requirements for respiratory
syncytial virus infection; Journal of virology (2000), 74(22), 10508-13), u JHIeH3HUA Ha KOTOPBIH ObLIa IPUOO-
perena y NIH (Berecna, Mapunenn, CLLIA). B koneunom urtore BHocuin 20 MK cycnieH3un kietok HeLa (3000
KiIeTok/1yHka). Cpeay, MHOUIMPOBAHHBIE BUPYCOM KOHTPOJIbHBIE 00pa3iLbl U KOHTPOJIbHBIE 00pa3Lbl C UMHTA-
el MHGUIMPOBAHHUS BKIIIOUAIK B Kaxxabli TecT. JIynku cogepxanu 0,05% DMSO Ha o6bveM. Knetku uHkyOH-
posasu ipu 37°C B atmocdepe 5% CO,. Uepes Tpy JHs MociIe BO3ACHCTBUS BUPYCa KOJMYECTBEHHO OLEHUBAIN
BUPYCHYIO PEIUIMKALMIO MyTeM u3MepeHus skcrpeccud GFP B kieTkax ¢ moMorpio coOCTBEHHOH pa3paboTKy -
naszepHoro mukpockona MSM (Tibotec, bepce, benprus). ECs, onpenessum kak 50% HHrHOUPYIONTYIO KOHIICH-
Tparmio as sxcnpeccud GFP.

AHaJM3 )KU3HECTIOCOOHOCTH KJIETOK.

[TapannensHO MHKYOHPOBAIHM COEAMHEHH B T€UYEHHE TPEX CYTOK B Habope Oenbix 384-TyHOUHBIX THTpa-
IIMOHHBIX MHUKporaHmeToB (Corning) ¥ OnpeaeNsin MUTOTOKCHYHOCTh COeNMHEHHH B KieTkax Hela myTtem
usMepenus coaepkanus ATP B knetkax ¢ npumenenrneMm Habopa ATPLite (Perkin Elmer, 3aBeHtem, benbrus) B
COOTBETCTBHH C MHCTPYKLMIMHU u3rotosuresi. CCsy onpenensiy kak 50% KOHLEHTPALMIO AJIS IIMTOTOKCHUHO-
CTH.

AHaJ13 TaHHBIX.

Kaxxaplit 3KCiepUMEHT OCyLIEeCTBIISIM MpU N=3 KaK B OTHOIICHWH aKTMBHOCTH npoTuB RSV, Tak u B 0T-
HOILIEHUH XXHU3HECNOCOOHOCTH kiieTok. [Toyuanu cpeqHee MpOLUEHTHOE WHrHOMPOBAHHE BEJIMYMH CONEPIKaHHs
PEMIMKOHOB U3 3 SKCIIEPUMEHTOB U B OTHOLIEHHWH aKTMBHOCTU MPOTUB RSV paccuuThiBaiu mokaszartenp aaau-
tuBHOCTH (CI) ¢ moMolpio nMporpaMmbl U3 nakera nporpammHoro obecnieueHus CalCuSyn ot Biosoft (Biosoft,
Bemukob6puranus). CI=[(D)1/(Dx)1]+[(D)2/(Dx)2]. Kombunauuto ompenensimn kak: CI<l: cuneprus; CI>1:
antaronusM; CI=1: amnutuBHoCTh. bosiee moapoOHsbIii quana3zod Cl mpencraBieH B TaOIHIIEe HIKE.

Inanason Cl OnmucaHue CYMBOJIH
OueHb CUJIBHEI | ++++++
< 0,1
CUHEepTIU3M
0,1-0,3 CUJIBHEI CUHEpPTIU3M ++++
0,3-0,7 CrHepIus3M +++
0,7-0,85 YMEpEeHHH CUHEePTU3M ++
0,85-0,90 JleTkuil CUHepTu3M +
[lpaKkTUUECKU +/=
0,90-1,10
anoMTUBHOCTD
1,10-1,20 Jlerkuii aHTaI'OHM3M -
1,20-1,45 YMEepEeHHH aHTal'OHU3M | ——
1,45-3,3 AHTATOHU3M -
3,3-10 CUJIbHBEY aHTaT OHM3M ———=
OueHb CUJIbHBI | ————~—
>10
aHTaIOHM3M

[Tpumep 2. Mccnenosanus komOuHamum - RSV ¢ penoprepHeim reHom Renilla.

RSV, skcnpeccupyromuii momudepasy Renilla (A2-RL-linel9F), 6pu1 momydeH mokropoM MapTHHOM
Mypom u3 YHusepcuteta OmopH, Atianta, Jxopmxus, CLUA. In vitro BupycHas kuHetnka A2-RL-linel9F
nopo0Ha takoBoit RSV auxoro tuna. Jiunmo HEp-2 knerok-xo3ses npuodperamn y ATCC (Ne mo kar. CCL-23)
W KJIETKH KyJbTUBHpoBaiu B Ix 50/50 DMEM/cpena Xama F-12, comepxame L-romytamun u 15 MM HEPES
(Mediatech, Ne o kat. 10-092-CM). B cpeny monojHuTenbHO nodaBisiin 5% (00./00.) FBS (Mediatech, Ne o
kaT. 35-010-CV) u 1% (06./06.) nenuumminHa/crpentomunda (Mediatech, Ne mo kat. 30-002-CI). Knerku
HEp-2 Beiaepsxusanu npu 37°C B yBnaxHeHHOM atMocdepe ¢ 5% CO,.

O6paboTKa JIeKapCTBEHHBIM CPEICTBOM M BBEAECHHE 103 BUpYcCa.

Jlns onpenenenus 3¢gdexra KoMOMHAIIMM COEMHEHUH CIIe0BaNIN CleayoLel npouenype. B nepseie cy-
TkH BeiceBasid 20000 kieroxk HEp-2/myHka B 96-myHOUHOM 1utaHmiere. Ha crieayroiue CyTKH TECTHPyeMble 00-
pasusl comobunuzupoBaid B 100% DMSO 1o HeoOX0IMMO# KOHEYHOH TECTOBOM KOHILIEHTPAIMH, COCTABJISIO-
meit 200x. 3arem coeauHeHue (A) wiau ero (apMaleBTUYECKH NMPUEMIIEMYIO COJIb cepuifHo pasoauiu (1:3) c
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HOJTyYCHHEM 9 PA3IMYHBIX KOHLECHTPAIMH "B rOPU30HTAILHOM HANPABJICHHU" B 96-TyHOYHOM IUIAHILETE H CO-
eauHenue (B) uimm ero (hapMaueBTHUECKH MPUEMIIEMYIO COJb CEpHIHO pazBoxuiad (1:3) ¢ momyueHueMm 7 pas-
JMYHBIX KOHLEHTpAUWi "B BEPTHKAIBHOM HAmpaBicHHU"' B 96-myHOUHOM IuaHmere. CepuifHO pa3BEJCHHBIC
TectupyeMbie 00pasusl 200x 3atem pa3zsoauiau 1:10 B muTaTenbHON cpene A1 KIETOK C MOTyYEeHHEM TECTHpPYe-
MBIX 00pa3uoB 20x. AIHKBOTY, COCTABILTIOLIYIO 5 MKJI, TECTUPYEMBIX 00pa3uoB 20x J0OABIAIH B MIAXMATHOM
Hopsake K KieTkaM ¢ 90 MKJI CyIIecTBYIOUIECH cpeasl. Tawke OBIIO BBIICICHO NMPOCTPAHCTBO I THTPOBAHUA
KQXIOTO M3 COCAMHEHHH MO OTACIBHOCTH JJI1 NMPHUMCHEHHA B KAUECTBE JTANOHHBIX KOHTpoJeH. Ilocne 12-
YACOBOM MPEABAPHUTCIbHOW HMHKYOAIMM TECTHPYEMBIX 00pa3uoB B miaHImeT Ao0aBmiiu A2-RL-linel9F mpu
MOI, cocrasmsonieii 0,5, U JONOTHUTCIBHO HHKYOHPOBAIH B TeueHue 2 cyTok npu 37°C B 5% CO,.

OnpeaencHue akTHBHOCTH MpoTHB RSV,

CucreMy aHamu3a ¢ MCHOJb30BaHUEM mroud(epassl Renilla (Promega, Ne mo kar. E2820) mpumeHnsamu mis
H3MEpEHUA AKTUBHOCTH MpOoTHB RSV. AHanu3upyeMble MIAHLICTHI MOATOTABIMBANM, KAK YKa3aHO Bbime. JIro-
MHHECIICHIMIO PETHCTPHPOBAH C HCHOIb30BAHHEM MHOTOMETOYHOro cyeryuka Victor3V ot Perkin Elmer.

AHaNU3 )KU3HECTIOCOOHOCTH KJIETOK.

JIroMuHECUCHTHBINH aHamu3 >xu3HecnocoOHOCTH KieTok CellTiter-Glo (Promega, Ne mo xar. G7572) mpu-
MEHAIH Uil U3MEPCHHUS JKU3HECHOCOOHOCTH KJICTOK. JIFOMHHECLEHTHBIH AHATMU3 KU3HECIIOCOOHOCTH KIETOK
CellTiter-Glo® mnpeacraBaser co00H OAHO(A3HBIH CIOCOO OMPEICICHUSA YHMCIA >KH3HECHMOCOOHBIX KJICTOK B
KyJIbTYPE Ha OCHOBE OMPEACICHHA KOJIHMUYCCTBA MPUCYTCTBYIOMIETO aacHo3uHTpH(ocara (ATP), koTopsIii cUr-
HAJTM3UPYET O HAIMYUH META0OTHYECKH AKTUBHBIX KJICTOK. AHAIU3ZUPYEMbIC IUTAHIUETHI MOATOTABIMBANU NPH
TAKUX K€ YCIOBHUAX, YTO M JUI1 aHANU3a B OTHOmEHHH RSV, 33 HCKIFOUEHHEM TOTO, YTO BUPYC HE 100ABIAIH
NPU aHAJH3C KU3HECTOCOOHOCTH KieTok. AmukeoTy 100 Mk pearenra CellTiter-Glo noGaBmsamu B Kaxmyro
JyHKY M MHKYOHpOBAJTH NMPH KOMHATHOH TeMmeparype B TeUeHHE 8 MUH. JIFOMHHECUCHIIMIO PETHCTPUPOBAIH C
HCTIOIb30BAHUEM MHOTOMETOYHOTO cueTynka Victor3V ot Perkin Elmer.

AHATH3 TaHHBIX.

Kaxaprif 3xcriepuMeHT OCyecTB/IsuM nmpu N=5 Kak B OTHOIICHUH aKTHBHOCTH MpoTuB RSV, Tak u B oOT-
HOIICHUH >KH3HECIIOCOOHOCTH KieTok. IToyyanu cpenHee MPOLEHTHOE MHTHOWPOBAHHE BEIWYUH COIACPIKAHHSA
PEIIMKOHOB U3 5 3KCNIEPUMEHTOB H aKTHBHOCTH NMPOTHB RSV aHamm3upoBamu ¢ mpHMEHEHHEM ABYX MOJEICH
aHaTM3a B3aUMOJCHCTBHS JJEKAPCTBEHHBIX CPEJACTB, AHATU3A H3000J0rpaMMBbl 1/uau Moae [Ipuyapaa.

AHamu3 u3000710rpaMMBIL.

D¢ pexTsl KOMOHHAIMI " TEKAPCTBECHHOE CPEACTBO-JICKAPCTBCHHOE CPEACTBO" OLCHUBAIU C MOMOIIBIO MO-
JIeITH aTUTHBHOCTH JIeBe, B KOTOPOH 3KCIIEPUMEHTANbHbIC JAHHbIC aHANMUW3UpOBaau ¢ nmpuMeHenneM CalcuSyn
(Biosoft, ®eprrocoH, Muccypu), KOMIBIOTEPHOH MporpaMmsl Ha ocHoBe Metona Wkoy-Tamamss. na kaknoi
3KCNIEPUMCHTAIbHOW KOMOHHAIIMM PACCUHTHIBATH BEJIMUHHY mokazarenst axauruBHocTH (CI) u m3o60m0rpammy.
Bemuuunsr Cl, cocraBmsromue COOTBETCTBEHHO <1, 1 M >1, yKa3pIBAarOT HA CHHEPTHIO, aJIUTUBHBIH 3 EKT
aHtaroHusM. B pamkax karteropum cuuepruu: CI<0,1 mnpexycMarpuBaeT O4YCHb CHIBHBIH CHHEPTH3M;
CI 0,1-0,3 - cumsHsIi cureprusM; CI 0,3-0,7 - cuneprusm u CI 0,7- 0,85 - yMepeHHbIN CHHEPTH3M. AHAIH3 H30-
000rpaMMBbI, KOTOPBIH rpaMuecku MPEACTABIACT AAMTHBHBIH, CHHEPrHUCCKHH H AHTAarOHUCTHYCCKUH 3()-
(DeKTHI JIECKAPCTBEHHBIX CPEJACTB, TAKKE MPHUMCHSUIM 11 MOJCIMPOBAHHUSA B3aUMOACHCTBHSA MPOTHBOBUPYCHBIX
aKkTHBHOCTEH. B naHHOM mpeacraBnenuu BennunHa 3 dexruBHoi koHueHrpauuu (EC) onHOro 1ekapcTBEHHOTO
CpEACTBA HAHECCHA HA OJHY OCh, @ COOTBETCTBYIOINAsA BeauuuHa EC BTOPOro J1eKapCTBEHHOTO CPEJCTBA HAHE-
CCHA HAa BTOPYIO OChb, NPH 3TOM JIMHHUS, COCIUHSIOINANA JAHHBIC JABE TOUKH, NMPEACTABIIET COOOH KOJIHYECTBO
KQKIO0TO JICKAPCTBEHHOTO CPEJCTBA B KOMOMHALMH, KOTOPOE MOXKET MOTPEOOBATHCS A NOCTHXKCHHUS IKBUBA-
neHTHOH BenmuuHbl EC, mpy ycnoBuH, 4T0 X 3()(EKTHI ABITIOTCS A TUTHUBHBIMH.

Moaens ITpruapaa (Mac Synergy II).

IMporpammHoe obecmeuenue MacSynergy II Obuto mobe3Ho mpexocraBacHO mokTopoM M. IMpuuapmom
(Muuurauckuif yHUBEpCHUTET). JlaHHAs MPOrpamMMa MO3BOJIET MPOBOAUTH TPEXMEPHOE MCCIEAOBAHHE B3AHMO-
JICHCTBHUSA JIEKAPCTBEHHBIX CPEJICTB BO BCEX TOUYKAX JAHHBIX, MOJIYYCHHBIX OT KOMOWHALMM B IMAXMATHOM IIO-
psAIKE IBYX HHTHOUTOPOB C MOMOIIBEO MOJEIH HE3ABHCUMOTO aHAITH3a MEXUICKAPCTBEHHBIX B3AHMOCHCTBHH 11O
Bauccy. JloBepuTeIbHbIC MPEAEIbI ONPEACISITH U3 AyOIHPOBAHHBIX JaHHBIX. Ecau 95% noBepureabHbIX mpese-
10B (CL) He mepeKphIBAIOT TEOPETHYCCKYI0 AJIMTHBHYIO MOBEPXHOCTh, TO B3aUMOJCHCTBUE MEXKIY ABYMS JIe-
KapCTBEHHBIMH CPEICTBAMH CYIIECTBEHHO OTJIMYAETCS OT AJAUTHBHOTO. Pa3Mepbl CHHEPrHH MM AHTATOHU3MA
MOYKHO OMNPEJEITh H rPaHUECKH H300PKATh B TPEX H3IMEPEHUAX U NMPEACTABIATH OTHOCHTEIBHY IO BETHUHHY
CHHEPrU3Ma WJIM AHTarOHH3Ma HA OJHO M3MCHEHHE KOHLECHTPALMH ABYX JICKADPCTBEHHBIX CPEACTB. Pazmepsl
CHHEPIHHM M AHTAarOHM3MAa OCHOBAHBI HA MOJCIM HE3aBHCHMOTO AHAJW3a MEXIICKAPCTBEHHBIX B3AMMOACHCTBHH
no bauccy, KoTopas mpeanonaaraeT, 4to 00a COSTHHEHU ACHCTBYIOT HE3aBUCHMO JIPYT OT APYra HA PasHbIC Lie-
mu. HaGop pacueTHsIx (pakunoHHBIX OTBETOB faAB B COOTBETCTBHM C MOJCIBIO HE3ABUCHMOTO AHAJTH3a MEXK-
JIEKAPCTBEHHBIX B3auMoaeicTeuil no bauccy paccunteiBaror kak faAB=faA+faB-faAxfaB, npu atom faA u faB
MPEACTABIAIOT COOOH (PPAKIMIO BO3SMOKHBIX OTBETOB, HAPUMEDP %o HHTHOMPOBaHUA coeXMHEHHH A U B coor-
BETCTBEHHO NpH KoauuecTBax dA u dB, u oH omuceiBaeT % HHrHOMPOBAHUS KOMOMHALIMHM COeIUHCHUH A u B
npu kommuectBe (dA+dB). Ecrm faAB>faA-+faB-faAxfaB, 1o momywaercs cuneprus mo bmuccy; ecnu
faAB<faA+faB-faAxfaB, To moayuaercs aHraronusm no biuccy. 95% pa3MepoB CHHEPrHH/aHTATOHU3MA MPE-

-7-



037206

CTaBaseT co00I CyMMHpOBAaHHE 3HAUYEHHUI pA3HOCTH MeXAy HalirolaeMbIM HHrHOUWpoBaHMeM U 95% nosepu-
TEJIbHBIM MPEJENIOM NMpH NMPOorHo3upoBaHuu faAB B COOTBETCTBUHM C MOJENBIO HE3aBUCHUMOIO aHaju3a MexJe-
KapCcTBEHHBIX B3aumozeicTeuii no bauccy. B Tabxn. 1 mokasaHbsl pa3Mepbl U COOTBETCTBYIOILME OMHCAHUS pa3-
MEPOB ISl PE3YyJbTaTOB HE3aBUCUMOr0 aHAJIM3a MEKJIEKaPCTBEHHbIX B3auMoaeicTBUi o bauccy. i aHanusza
JaHHbIX NpuMeHsnn MacSynergy 1.

Tab6suua 1
Onucanue pazmepoB ¢ nomolinpo MacSynergy 11
PasMmep (MKM?%) OnmucaHMe pasMepa
< 25 anIMTUBHOCTH
25-50 He3HAauUUTeJIbHEY CUHEPTU3M
50-100 3HAUUTEJIbHE CUHEPIU3M
> 100 CUJIBHBEI CUHEPTU3M

ITpumep 3. DKCEPUMEHTHI B OTHOLIEHHH aHATU3UPYyEeMOi koMOuHauuu 1y RSV,

Jlns oueHMBaHUS MX O0BEIMHEHHOTO NPOTHBOBHPYCHOTO 3¢ dekTa B oTHOWIEHHH RSV npoBoaunu uccie-
JoBaHMs komMOuHauu in vitro ¢ JNJ-53718678 ("coennHenne A") U pa3IMYHBIMU COEIMHEHUSMH C Pa3JIMUHbI-
MU MeXaHu3MaMu neiictBus ("coenunenue B"). Bkpartiie, 9 koHUEHTpaluii coequHeHuss A 00BeIUHSIIU ¢ 6 WIN
7 KOHIEHTpaUAMU onpezeseHHoro coenquHenus B. Kietkun HeLa undunuposanu ¢ nomouipto rgRSV224, pas-
paboTanHoro mrtamma RSV, koropsiit kogupyer eGFP (Hallak LK, Spillmann D, Collins PL, Peeples ME. Gly-
cosaminoglycan sulfation requirements for respiratory syncytial virus infection; Journal of Virology (2000),
74(22), 10508-13), B pUCYTCTBUH pa3IHUHBIX KOHLEHTpAlUHA COeMHEHUS A U COeIMHEHHs B Mo oTnenbHOCTH
WU B KOMOUHALIUH.

HcxonHbie pacTBOpBI COeUHEHUIT TpeacTaBIsin cob6oit 5 MM B 100% DMSO co crieayoummMu eKioue-
HusiMu: pubaBupuH, 20 MM; A 60444, 10 MM; CR9501, 141 mxM B PBS; nanusuzyma0, 156 mxkM B PBS; MDT
637, 100 MxM B MeTaHosie. Bo-nepBbIX, COEAMHEHU CEPUHHO pa3BOAMIIU B 3-KPaTHBIX CEPUSAX pa3BEACHHUS B
DMSO; CR9501 u nanususymab cepuitHO pa3BOJMIM B KJIETOYHOH KyabTypanbHOi cpene 1 MDT 637 - B meTa-
Hosie. Ceputo KOHLIEHTpauui pazBoauian 100-kpaTHO B KJIETOYHOW KyJbTYPAIbHOUM Cpefie ¢ JOCTHKEHHEM KOM-
OuHMpOBaHHOI MaTpulbl. 10 MKJI AaHHBIX PACTBOPOB COEMHEHUS MEPEHOCUIHN B yepHble 384-1yHOUHBIE 00pa-
OOTaHHbIE KYJbTYpOI TKaHEH MIAHILETHI ¢ MPO3payHbIM AHOM. 3aTeM A00aBisau 10 MK CyCNEeH3UH KIETOK
HeLa ¢ xonuentpauue#t 150000 knerok Ha 1 M aya goctrxkenus koHneHtpauuu 3000 kneTok B yHke. Hako-
Hell, 1o6aBnsanu 10 MK pa3BeleHHOrO MCXOJHOTO pacTBOpa, COAEpIKallero BUpyc, s aoctikenus MOI, co-
crapnstoniei 1. Koneunas koHueHtpauus DMSO Bo Bcex dyHkax coctaisia 0,5% DMSO 3a uckitoueHuem
ciyyas sxcnepumenta ¢ MDT 637, raoe oHa coctapnsiia 0,25% DMSO+0,25% metanona. Kaxxayro komOuHa-
M0 KOHLEHTpalHii COeTUHEHUI TeCTUPOBAIU B 4 MOBTOPHOCTAX Ha 3 OTACTBHBIX IUTAHIIETAX C MOJyUYeHHEM B
oOwieit cnoxkHoctH 12 nmoBTopHOCTEl. [lnanmeTs! HHKYOUpoBaiu B TedeHue 3 cyTok npu 37°C B yBIaXKHEHHON
atMocdepe nipu 5% CO,. Curnan GFP usmepsnu ¢ nmomouisto ycrpoiictea EnVision ot PerkinElmer ¢ npume-
HeHueM ¢uibTpa 405 HM.

Jlng craTuctuyeckoro aHanusa HaOmomaemsblid curHaid GFP Hopmanu3oBajiu ¢ MPUMEHEHHEM BHPYCHBIX
koHTposieit (VC) u kinetounsix koHTposied (CC) Ha cooTBeTcTByouieM miaHuete: oteeT=(GFP-CC)/(VC-CC),
rae CC BplUMCISAIN Kak MeauaHHoe 3HaueHue GFP nns Bcex xosocThix nyHOK (0e3 Bupyca) U VC BbIUHCIAIN
Kak MennaHHoe 3HaueHue GFP 114 BceX KOHTPOJIBHBIX JIyHOK (0€3 COeMHEHUS).

Jlns  oueHWBaHWS CHHEPTHM TNPUMEHsIM  MeTon  XapOpona (Statistics in  Medicine, 2010,
DOI:10.1002/sim3916). [IpumMenss ornpeneieHue JleBe, 1Ba COENUHEHUS OTMPEAENSAIOT KaK SBJSIOIIUECS alIH-
THBHBIMHU, CHHEPTHUECKUMH WJIM @HTArOHUCTUYECKUMH C MTOMOILBIO BBIPAKEHHS:

= 1. amZAUTUBHOCTDL
dy 4 dy
D y.1 D y.2

< 1. cuneprus
> 1. aHTaroHusm,

rae d; u d, npeacTaBiA0T co00i 03I IBYX COEAMHEHH, KOTOpble B KOMOMHALMK o0ecnieunBaroT 3ddexrt
y, 1 Dy 1 Dy, IpecTaBasoT co00i 103kl IByX COENMHEHHH, KOTOPbIE 00ECIEUMBAIOT TaKoH ke dPdeKT y npu
BBEJICHUHU B BUJE MOHOTepanuu. 3PL-monens (3-napaMeTpuuecKkyto Jorapu(pMUUeCKU-TOTUCTUYECKY 0 MOJIENB)
MPUMEHSITH ISl JAaHHBIX O 3aBUCUMOCTH "103a-3(PGeKT" nmpu MOHOTEpaIuu, TJie UCXOIHBIH YPOBEHb OTBETA YC-
TaHABJIMBAIM HA YPOBHE €AMHHULIBI.

B cootsercTBHM ¢ moaXoa0M XapOpoHa ClieAyolHe MOAEIH NPHCIocadIuBaIi K JAHHBIM:

"annuTUBHAA": UCXOIS U3 OTCYTCTBUS B3aUMOJEHUCTBUS MEXAY ABYMS COEAUHEHUAMM,

"oqHOpoIHAsA": KCXO/S U3 MOCTOSHHOTO MOKa3aTess B3aUMOACHCTBHS T BO BCeX KOMOMHALIUAX J103;

"nmuHelHas A": UCXOAS M3 TOTO, YTO MOKa3aTesb B3AaUMOACHCTBUS JIMHEHHO 3aBUCHUT OT log|y 03Bl coemu-
HeHus A 1=11+12 logo(da);

"oTnenbHas A'": UCXOAS U3 TOTO, YTO MOKa3aTeab B3aUMOJEHCTBHS T MPUHUMAET OTACNIbHOE 3HAUEHHE JUIS
KaxJ10# 1036l coeMHeHUs A.
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[Tocneqnue 1Be Mo/IENHU TaKKe paccMaTpUBaIM JUIs coeiMHeHus B:

"nmuHeiHas B'": ucxonM U3 TOro, 4TO MOKa3aTeslb B3aMMOJCHCTBUS T JIMHEHHO 3aBUCHUT OT log;y M03BI CO-
enunenus B: 1=t11+12 log;o(dp);

"oTnenpHas B": ucxonas U3 TOro, 4To mokazaTelsib B3aUMOJCHCTBUS T MPUHUMAET OTIEIbHOE 3HAUEHHUE TS
KaX10# 1036l coeTuHeHMs B.

"OrnenpHas A" Moienb OblTa BRIOpaHa U3 BCEX TECTHPYEMBIX KOMOMHALIMEN Ha OCHOBAaHMH WH(OPMAIIMOH-
Horo kputepus Axauke (AIC). PesynbTaTel TecTOB /111 KOMOMHAIIMHA COEAMHEHUS A ¢ Pa3IMYHBIMU COEIUHE-
HUSIMH B mipecTaBieHbl HUKE.

KombOuHanus: coequnenue A u myabmouuanoe coenunenue (N-(2-prop-6-meruidennn)-6-(4-(5-metun-2-
(7-okca-2-azacnupo[ 3.5 JHOHAH-2-HU1) HHKOTHHAMKI0 )0e H301I1)-35,6-nuruapo-4 H-6euso[ b]tueno[2,3-d]azenun-
2-kapOoKcamMu1) B Ka4ecTBe coeqUHECHUS B.

Tabmuna 2
HopmanuzoBanHble JaHHbIE 7151 COEAMHEHUS A B KOMOUHAIIMH C
MyJIBMOILMIHBIM COeIMHEHUEM (cpeHee u3 12 moBTOpHOCTEH)

A=0 A=0,19 A=0,57A=1,7 A=5,1 A=15 A=46 A=139 A=417 A=1250
B=0 0,94 0,96 0,92 0,78 0,56 0,43 0,36 0,20 0,11 0,06
B=0,058[0,99 0,99 0,93 0,81 0,56 0,39 0,28 0,17 0,08 0,04
B=0,17 [0,99 0,99 0,91 0,74 0,51 0,37 0,23 0,16 0,08 0,04
B=0,52 [1,04 0,96 0,87 0,70 0,45 0,31 0,23 0,14 0,07 0,04
B=1,6 [0,91 0,87 0,75 0,46 0,27 0,18 0,11 0,06 0,04 0,02
B=4,7 0,20 0,14 0,12 0,06 0,03 0,01 0,01 =-0,00 -0,00 =0,00
B=14 0,02 0,01 -0,00 -0,01 -0,01 -0,01-0,02 -0,01 -0,01 =-0,01
B=42 0,02 0,01 0,01 0,00 =-0,00 -0,01-0,01 -0,00 -0,00 =0,00

B Ta6:. 3 moka3aHo, 4TO MoOKa3aTeslb B3aUMOJICHCTBUA (T) ollcHUBaeTCA ¢ 95% NOBepUTEIBHBIMU HHTEpPBA-
namu (Cl) s "otaensHoit A" mozenu. [Ipu ycinoBuu, 4TO CTENeHb CHHEPTHU BapbUPYETCS B 3aBUCHUMOCTH OT
JI03 COeUHEHHUS A, OOHAPYKUBAETCS 3HAYMTEIbHAS CTENEHb CHHEPTHH MPH 103ax, cocTapysonmx 0,57 HM u
BbILIE. B 1Ie/IOM cTerneHb CHHEPruM yBEJIHMUYMBAETCs C MOBBIIIEHHEM YPOBHEH O3Bl MPH IJIaTO MpUMEpHO oT 5,1
Jo 139 uM.

Tabmuua 3
OrneHoYHbIE 3HAUCHUS Moka3aTesieit B3anmoaeicTus rpu 95% CI i "otnensHoit A" monenu. [TokazaTens
B3aumoieiicTBust 1pu 3HaueHUu ECsy anmpoKCUMHUPOBaIIH OCPEACTBOM JIMHEHHOM MHTEPHOJISILIMM OLEHOK Tay

IOoza (HM) OueHKa 95% CI
T 0,19 1,013 (0,955, 1,075)
T 0,57 0,93 (0,875, 0,989)
3 1,7 0,636 (0,601, 0,674)
T 5,1 0,479 (0,449, 0,51)
s 15 0,484 (0,443, 0,528)
T 46 0,544 (0,479, 0,618)
T 139 0,51 (0,412, 0,632)
T 417 0,234 (0,198, 0,277)
T 1250 0,073 (0,06, 0,088)
T EC 50 9,79 0,481 (H. m@., H. O.)
KomMOuHnanus: coeaquHeHre A U naqiuBu3yMad B KaueCcTBe coeIMHEHUS B.
Tab6nuua 4

HopmanusoBaHHble JaHHbIE U1 COSAMHEHHS! A B KOMOMHALIMH C
MaTMBU3yMa0OM B KauecTBe coenuHeHus B (cpennee u3 12 moBTOpHOCTEH)

A=0 A=0,19 A=0,57 A=1,7 A=5,1 A=15 A=46 A=139 A=417 A=1250
B=0 1,11 1,04 0,98 0,86 0,57 0,38 0,28 0,17 0,09 0,05
B=
0. 0061 1,05 0,99 0,93 0,77 0,51 0,34 0,26 0,15 0,08 0,04
B=0,018 |[1,01 0,94 0,88 0,74 0,44 0,30 0,19 0,12 0,06 0,03
B=0,055 | 0,97 0,90 0,84 0,69 0,42 0,26 0,20 0,12 0,06 0,03
B=0,165 |1,01 0,93 0,82 0,64 0,32 0,16 0,11 0,06 0,03 0,02
B=0,494 |0,89 0,78 0,61 0,25 0,08 0,04 0,02 0,00 0,00 0,00
B=1,482 |0,33 0,13 0,08 0,02 0,01 0,00 0,00 0,00 0,00 0,00
B=4,447 |0,06 0,03 0,02 0,01 0,01 0,00 0,00 0,00 0,00 0,00

B tabn. 5 nokaszaHo, 4TO Mokasaresb B3aMMOACHCTBHSA (T) OlleHUBaeTcs ¢ 95% noBepuTeTIbHBIMU HHTEPBA-
namu (CI) mis "otnensHoit A" mozmemu. CreayeTr 3aMeTUTh, YTO MOJEb Oblila oJg00paHa MOCPEJICTBOM yCTa-
HOBJIeHUS HakyoHa B 3PL-Mozenu nig coenuuenuss B ¢ oleHKoH, MojiydeHHO# B pe3ybTaTe noadopa MOHOTE-
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panuu. [Ipy ycrnoBum, 4To CTeNeHh CHHEPTUH BAPbUPYETCS B 3aBUCUMOCTH OT /103 COSIMHEHNS A, 00Hapy»KH1Ba-
€TCsl 3HAUMTENbHAS CTENIEHh CHHEPTHH /TSl BCEX PACCMATPUBAEMBIX YPOBHE#H /103bl. B 11€710M cTeneHs cuHepruu
YBEJIMUMBAETCS € NOBBILIEHUEM YPOBHEH 03Bl MPH MJ1aTo NpuMepHo ot 5,1 1o 139 uM.
Tabnuua 5
OueHovHbIe 3HaYeHUs Nokazartesielt B3aumonaekcTeus npu 95% CI nns "otaensHoit A" monenu. ITokaszarens
B3auMoieiicTBUsI py 3HaueHNH ECso anmpoKCUMUPOBAIN TTOCPEICTBOM JTIMHEHHON MHTEPTIOSIMU OICHOK Tay

Hosa (HM) OueHKa 95% CI
T 0,19 0,788 (0,726, 0,855)
T 0,57 0,626 (0,579, 0,678)
s 1,7 0,386 (0,357, 0,418)
T 5,1 0,248 (0,224, 0,273)
Ts 15 0,237 (0,206, 0,273)
6 46 0,31 (0,253, 0,38)
- 139 0,274 (0,185, 0,407)
Ts 417 0,101 (0,044, 0,232)
o 1250 0,036 (0,018, 0,076
T EC 50 7,6 0,245 (H. m., H. O.)
KomOunanus: coeaunenue A u AZ-27 B kauecTBe coequHeHus B.
Tabnuua 6

HopmanuzoBaHHbIe JaHHbBIE /1S COEJUHEHUSI A B KOMOUHAIMU
¢ AZ-27 B kauecTBe coenuuenus B (cpennee u3 12 moBropHocTeit

A=0 A=0,19 A=0,57 A=1,7 A=5,1 A=15 A=46 A=139 A=417 A=1250
B=0 0,99 0,98 0,96 0,89 0,71 0,45 0,25 0,17 0,07 0,04
B=17 1,03 0,98 0,97 0,86 0,60 0,34 0,20 0,12 0,05 0,03
B=51 1,00 0,93 0,90 0,72 0,45 0,23 0,13 0,07 0,03 0,02
B=154 0,53 0,43 0,38 0,22 0,10 0,05 0,03 0,02 0,01 0,01
B=463 0,07 0,05 0,04 0,03 0,00 -0,01 -0,00 -0,01 -0,01 -0,00
B=1389 |0,01 0,00 0,00 -o0,01 -0,01 -0,01 -0,00 -0,00 -0,00 -0,00
B=4167 (0,00 0,00 0,00 -0,00 -0,01 -0,01 -0,00 0,00 -0,00 0,00

B Ta6n. 7 mokazaHo, 4To mokasares B3auMoaeicTus (1) oueHuBaetcs ¢ 95% CI ans "otaensHolt A" Mo-
nenu. [lpu ycnoBuu, 4To CTENEHbh CHHEPTUU BapbUPYETCS B 3aBUCMMOCTH OT JI03 COSMHEHHST A, 00HapyK1Ba-
€TCsl 3HAUMTENbHAS CTENIEHh CHHEPTHH /TSl BCEX PACCMATPUMBAEMBIX YPOBHE# /103bl. B 11€710M cTeneHs cuHepruu
YBEJIMUMBAETCS C NOBBILIEHUEM YPOBHEH 03Bl MU M1aTo npuMepHo ot 5,1 1o 139 uM.

TaGnuua 7
OueHouHbIe 3HaYeHUs Nokazareneit B3aumoaencTBus npu 95% CI nns "otaensHoit A" mozaenu. Ilokaszarens
B3aumoeiicTBus npu 3HaueHu ECsy annpokcUMHPOBAIM IOCPEACTBOM JIMHEHHON HHTEPIOJISILIMH OLICHOK Tay

Hoza (HM) OueHKa 95% CI
T, 0,19 0,922 (0,896, 0,949)
T, 0,57 0,894 (0,867, 0,923)
T3 1,7 0,755 (0,724, 0,788)
T 5,1 0,609 (0,579, 0,642)
Ty 15 0,537 (0,499, 0,578)
T 46 0,582 (0,515, 0,658)
17 139 0,57 (0,43, 0,755)
Ts 417 0,312 (0,171, 0,57)
Tg 1250 0,126 (0,093, 0,17)
1 EC 50 11,99 0,559 (6. m., H. O.)
KomOunanus: coenunenne A u GS-5806 B kauectBe coenuHeHms B.
Tabmuua 8

HopmanuzoBaHHble JaHHbBIE /151 COEJUHEHUSI A B KOMOMHAIUU
¢ GS-5806 B kauectBe coenunenus B (cpennee u3 12 moBropHOCTE#H)

A=0 A=0,19 A=0,57 A=1,7 A=5,1 A=15 A=46 A=139 A=417 A=1250
B=0 1,06 0,99 0,93 0,83 0,47 0,30 0,21 0,11 0,06 0,03
B=0,051 [0,99 0,96 0,91 0,71 0,44 0,23 0,17 0,09 0,05 0,03
B=0,15 |0,98 0,91 0,87 0,68 0,39 0,22 0,17 0,08 0,05 0,02
B=0,46 |0,83 0,82 0,74 0,5 0,32 0,21 0,13 0,08 0,04 0,01
B=1,4 0,3 0,39 0,27 0,21 0,18 0,17 0,13 0,08 0,04 0,01
B=4,2 0,19 0,13 0,09 0,07 0,06 0,08 0,12 0,08 0,04 0,02
B=12,5 [0,06 0,05 0,06 0,03 0,03 0,04 0,04 0,04 0,04 0,03
B=37,5 [0,05 0,03 0,03 0,03 0,03 0,02 0,02 0,03 0,04 0,03
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B Tabn. 9 nokazaHo, 4TO Mokaszatelib B3aUMOJIEHCTBUS (T) OUeHUBAETCS ¢ 95% NOBEpUTENBHBIMU HHTEPBA-
namu (CI) mna "otaensHoit A" mozenu. [Ipu ycioBUH, YTO CTENEHb CUHEPTUU BAPBUPYETCS B 3aBUCUMOCTH OT
JI03 COeIMHEHUs A, 0OHApYKUBAETCsl 3HAUMTEJIbHAs CTENEHb CUHEPTMHU TNPHU J103aX, cocTapisomux ot 0,57 10
15 HM. Cnenyert 3aMETUTH, YTO MOKa3aTeslb B3aUMOJEICTBUS MPU caMOi BBICOKOH KOHLIEHTpALMU HE MO/ AaBa-
€51 OUEHUBAHUIO.

Tabnuua 9
OLueHOYHbIE 3HaUEHUs Nokazateneid B3aumoaeiicteus npu 95% CI ans "otaensHoit A" monenu. [Tokazarenb
B3auMozeiicTBUs npu 3HaueHHH ECsy anmpoKCUMHUPOBAIH MOCPEICTBOM JIMHEHHON MHTEPOJISILMN OLIEHOK Tay

Joza (HM) OueHka 95% CI
T 0,19 1,063 (0,985, 1,148)
T, 0,57 0,895 (0,832, 0,963)
T3 1,7 0,728 (0,678, 0,78)
Ty 5,1 0,678 (0,621, 0,74)
15 15 0,783 (0,684, 0,897)
Te 46 1,321 (1,091, 1,598)
T, 139 0,938 (0,469, 1,878)
Tg 417 0,037 (0,007, 0,204)
Tg 1250 0 (0. m., H. O.)
T EC 50 5,17 0,679 (. m., H. O.)

KomOunauus: coequnenne A u MDT-637 B kauecTBe coeauHeHus B.
Tabnauua 10
Hopmanu3oBaHHbIE JaHHBIE I COETUHEHUSI A B KOMOUHAIHH

¢ MDT-637 B kauectBe coequHenus B (cpeanee u3 12 noBTopHOCTE)

A=0 A=0,19 A=0,57 A=1,7 A=5,1 A=15 A=46 A=139 A=417 A=1250
B=0 1,01 0,98 0,97 0,85 0,43 0,26 0,16 0,06 0,02 -0,00
B=0,038| 1,01 0,98 0,90 0,76 0,41 0,22 0,11 0,04 0,01 -0,01
B=0,12 | 0,99 0,95 0,89 0,72 0,39 0,17 0,09 0,03 -0,00 -0,02
B=0,35 | 0,95 0,93 0,86 0,65 0,36 0,15 0,09 0,04 -0,01 -0,01
B=1 0,93 0,89 0,80 0,58 0,30 0,16 0,07 0,03 -0,00 -0,02
B=3,1 0,75 0,69 0,59 0,38 0,23 0,12 0,07 0,03 0,00 -0,01
B=9,3 0,14 0,11 0,10 0,10 0,11 0,11 0,08 0,04 0,00 -0,01
B=28 0,01 0,00 -0,00 -0,01 0,04 0,08 0,08 0,05 0,02 0,00

Cnenyert 3aMeTHUTh, YTO Uil OTACABHONH A MOJENU MOKa3aTeld B3aUMOJCIHCTBUS MPU JABYX CaMbIX BBICO-
KHX KOHIICHTPALMAX HE MOIIaBATHCh OLIEHUBAHHIO (Tg U Tg), U PE3YJIBTaThl OCHOBAHBI Ha 3HAUCHHH JIOKATHHOTO
ontuMyma. B Taba. 11 nokazaHo, 4yTo mokaszareb B3aUMOACHCTBUA (T) OLIEHUBAETCS ¢ 95% MOBEpUTENBHBIMHU
unrepanamu (CI) ans "otrnensHoit A" mozaenu. [Ipu yClnoBUH, 4TO CTEMEHb CUHEPTUH BAPhUPYETCS B 3aBHCH-
MOCTH OT J03 COEAUHEHUsI A, 0OHapY>KUBAETCS 3HAYUTENbHAS CTENEHb CHHEPTUU MPU 103aX, COCTABISIOMIUX OT
0,19 no 15 HM.

Tabnuua 11
OueHo4YHbIEC 3HAYEHUS MoKazateneit B3auMoaelicteust npu 95% CI mns "otaensHoit A" moaenu. [Tokazarens
B3auMoJeicTBUs Npu 3HaYeHUH ECsy annmpoKCUMHUPOBAIN MOCPEACTBOM JIMHEIHOIN HHTEPNOJSILIMY OLEHOK Tay

KomOunanus:

Noza (HM) O1eHKa 95% CI
T, 0,19 0,93 (0,87, 0,995)
T 0,57 0,865 (0,811, 0,924)
T3 1,7 0,756 (0,709, 0,806)
T4 5,1 0,668 (0,615, 0,726)
Ts 15 0,756 (0,665, 0,859)
Te 46 1,081 (0,875, 1,334)
T4 139 1,111 (0,542, 2,278)
Tg 417 0,225 (H. m., H. I.)
Tq 1250 0 (H. m., H. I.)
T EC 50 4,85 0,674 (H. @m., H. Io.)
coenuHeHe A W 4-amuHO-8-[3-[[2-(3,4-muMETOKCU(PEHMIT)ITUI ]aMHHO Jiponu]-6,6-
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TMeTHI-2-(4-MeTun-3-aurpodennn)-3H-umunazo[4,5-bluzoxunonun-7,9(6H,8H)-mmoH B kauecTBe coenuHe-
Hus B.
Tabnuua 12
HopmanuzoBaHHbIE AaHHbIE IJIS COEMHEHUS] A B KOMOUHALMK ¢ 4-aMUHO-8-[3-[[2-(3,4-1UMETOKCH-
(dennn)atun|amuto [nponun|-6,6-numeTun-2-(4-metun-3-aurpodenun )-3H-ummunazo[4,5-huzoxunonun-
7,9(6H,8H)-n1oroM B kauecTBe coequHeHus B (cpeanee u3 12 moBTopHOCTE)

A=0 A=0,19A=0,57 A=1,7 A=5,1 A=15 A=46 A=139 A=417 A=1250
B=0 1,020,99 0,96 0,83 0,50 0,31 0,19 0,10 0,06 0,04
B=1,9 |0,990,96 0,89 0,74 0,47 0,24 0,16 0,09 0,05 0,01
B=5,7 |0,970,94 0,85 0,73 0,43 0,24 0,13 0,08 0,04 0,02
B=17 |0,890,84 0,79 0,64 0,35 0,20 0,15 0,05 0,04 0,01
B=51 |0,740,65 0,60 0,47 0,22 0,18 0,09 0,05 0,02 0,01
B=154 |0,380,38 0,34 0,22 0,11 0,05 0,03 0,02 0,01 0,01
B=463 [0,050,03 0,04 0,03 0,01 0,01 0,01 -0,00 -0,00 -0,00
B=1389[0,010,01 0,00 0,00 -0,000,00 0,00 0,00 0,00 0,00

Crnenyet 3amMeTuTh, 4To B crojlue 1 B ruiaHuere 3 Obul 0OHAapYkeH AeEeKT U3rOTOBJIEHHS, COOTBETCT-
BYIOIIUI JTaHHBIM O MOHOTEpAINUH JUIs COSAMHEHUS B, U UTO Takue JaHHBIE HE YUMTHIBANCH B aHAJM3E (3TUM
o0ycinoBaeHo Hanuuue 10 BMecto 12 moBTopHOcTel). B TabGn. 13 nokaszaHo, 4To moka3aresib B3aUMOACHCTBUS
(1) oueHuBaetcsa ¢ 95% nosepurensHbiMu HMHTepBaTaMu (CI) mis "otmenbHoit A" moxenu. [lpu yciaoBuu, uTo
CTerneHb CHHEPTUHU BapbUPYETCS B 3aBUCUMOCTH OT /103 COEAMHEHHS A, 00Hapy»KMBAETCs 3HAUUTENIbHAs! CTENEHb
CHUHEPTrHH MPU KOHLEHTPAIMAX, COCTaBNsOMUX oT 0,57 mo 46 HM.

Tabnuua 13
OruieHOUHbIE 3HaUEHUS Noka3atelei B3aumonaeiicteus npu 95% CI ans "otaensHoit A" monenu. [Tokazarensb
B3auMoJeiicTBUs npu 3HaueHHH ECsy annmpokCUMHUPOBAIN MOCPEACTBOM JIMHEHHON MHTEPIOJSALMH OLIEHOK Tay

Hoza (HM) OueHKa 95% CI
T 0,19 0,954 (0,878, 1,037)
T 0,57 0,89 (0,821, 0,964)
T3 1,7 0,72 (0,668, 0,776)
T 5,1 0,49 (0,449, 0,534)
15 15 0,512 (0,453, 0,579)
Te 46 0,682 (0,57, 0,816)
T, 139 0,762 (0,548, 1,061)
Tg 417 0,847 (0,454, 1,583)
Tq 1250 0,85 (0,34, 2,129)
T EC 50 5,39 0,49 (H. m., H. O.)

KomOuHauums: coequHenre A U MOHOKJIOHaIbHOe aHTuTesio CR9501 B kauecTBe coequHeHus B.
Tabnuua 14
HopmanuzoBaHHbie JaHHbIE 1)1 COEIMHEHUS A B KOMOUHALIMU

¢ CR9501 B kavyecTBe coeinHeHus B (cpennee u3 12 noBTopHOCTE#H)

A=0 A=0,19 A=0,57 A=1,7 A=5,1 A=15 A=46 A=139 A=417 A=1250
B=0 1,06 1,05 1,01 0,89 0,64 0,41 0,28 0,21 0,10 0,06
B=0,002 |1,06 0,98 0,94 0,80 0,51 0,37 0,26 0,17 0,06 0,04
B=0,0061 | 0,99 0,94 0,89 0,73 0,43 0,30 0,21 0,13 0,05 0,04
B=0,018 |0,93 0,88 0,79 0,67 0,39 0,26 0,18 0,10 0,04 0,02
B=0,055 |0,99 0,92 0,80 0,52 0,24 0,15 0,07 0,04 0,02 0,01
B=0,164 | 0,77 0,66 0,49 0,26 0,07 0,03 0,01 0,00 0,00 0,00
B=0,493 |o0,28 0,18 0,09 0,03 0,01 -0,00 0,00 0,00 0,00 0,00
B=1,48 0,04 0,02 0,01 0,01 0,00 0,00 0,00 0,00 0,00 0,00 |

B Tabn. 15 nokaszaHo, 4To mokasaTenb B3aMMOACHCTBYA (T) OLEHUBAETCsA ¢ 95% NOBEPUTENILHBIMU UHTEP-
Bajamu (CI) qnis "otnenbHol A" Moaenu. [Tpu yCioBUM, UTO CTENEHb CUHEPTUU BAPbUPYETCS B 3aBUCUMOCTH OT
103 CoeIMHeHUs A, 00HApYy>KUBAETCS 3HAUUTENIbHAS CTETIEHb CHHEPTHH JIs BCEX 3HAUEHUI KOHIIEHTPALIUK.
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Tabnuna 15
OueHouHbIE 3HAUYEHUS MoKasaTenei B3anMoaehicTeus npu 95% CI mnd "otaensHoit A" moaenu. ITokasarens
B3auMoeiicTBUs npu 3HaueHUU EC5y annmpoKCUMHPOBAIN OCPEACTBOM JIMHEHHON MHTEPHOJISIIMY OLIEHOK Tay

Ioza (HM) OLeHKa 95% CI
T, 0,19 0,844 (0,772, 0,921)
T 0,57 0,599 (0,55, 0,652)
T3 1,7 0,375 (0,343, 0,41)
T 5,1 0,21 (0,187, 0,235)
Ts 15 0,217 (0,186, 0,253)
s 46 0,245 (0,195, 0,308)
Ty 139 0,243 (0,161, 0,367)
Tg 417 0,059 (0,009, 0,407)
To 1250 0,023 (0,003, 0,176)
T EC 50 8,93 0,212 (H. m., H. O.)

KomOuHanms: coenuHeHne A 1 pubaBUpHH B Ka4eCTBE COEAMHEHUS B.

Tabnuua 16

HopmanuzoBaHHbIE JaHHBIE /I COCAMHEHHUS A B KOMOMHAIIUH
¢ pubaBUPHHOM B KayecTBe coenHeHHs B (cpeanee u3 12 NOBTOPHOCTEIH )

A=0 A=0,19 A=0,57 A=1,7 A=5,1 A=15 A=46 A=139 A=417 A=1250
B=0 1,01 0,97 0,95 0,87 0,63 0,39 0,25 0,15 0,08 0,04
B=69 1,00 0,99 0,93 0,81 0,54 0,33 0,23 0,15 0,07 0,05
B=206 [0,98 0,95 0,85 0,77 0,51 0,34 0,23 0,14 0,07 0,04
B=617 [0,98 0,88 0,86 0,72 0,49 0,29 0,20 0,13 0,06 0,04
B=1852 [0,97 0,91 0,83 0,69 0,46 0,22 0,16 0,11 0,05 0,03
B=5556 [0,94 0,91 0,83 0,63 0,34 0,16 0,13 0,07 0,04 0,03
B=16667 [0,83 0,72 0,62 0,39 0,17 0,08 0,06 0,04 0,03 0,02
B=50000[0,13 0,12 0,09 0,05 0,02 0,01 0,02 0,02 0,01 0,01

B Tabn. 17 nokasaHo, 4TO mMoKa3aTesb B3aUMOAEHCTBYS (T) OLIEHUBAECTCSA ¢ 95% NOBEPUTEILHBIMU UHTEP-
asiamu (CI) s "otnensHoit A" Mozenu. Cnenyet 3aMeTUTh, 4To 2PL-MOAENb ¢ HIDKHEH TpaHULEH, yCTaHOB-
JICHHO# Ha HyJe, Obla nogoOpaHa /ulst JaHHBIX O MOHOTEpANUHU s coeuHeHus B. I1py ycnoBum, 4to creneHb
CHHEPrMU BapbUPYETCsl B 3aBUCUMOCTH OT 03 COCAMHEHUS! A, 0OHApyKUBAETCs 3HAYUTE/IbHAsK CTENEHb CUHEp-
TUU 1715 3HaueHui KoHueHTpauu ot 0,19 1o 139 M.

Tabnuua 17
OueHouHble 3HaYeHUs nokazareneit BzauMoaeicTeus npu 95% CI mns "otaenbHoit A" moaenu. ITokazarens
B3anMoieiicTBHsI Npyu 3HaYeHHH ECsy annmpoKkCHMUPOBAIM NOCPEACTBOM JIMHEHHONW MHTEPIOJISLIMU OLICHOK Tay

Hoza (HM) OL.eHKa 95% CI
T, 0,19 0,911 (0,852, 0,974)
1, 0,57 0,812 (0,761, 0,867)
15 1,7 0,61 (0,572, 0,651)
T 5,1 0,407 (0,377, 0,44)
Ts 15 0,338 (0,303, 0,376)
Tg 46 0,486 (0,419, 0,563)
1 139 0,648 (0,511, 0,822)
Tg 417 0,652 (0,378, 1,126)
T 1250 0,934 (0,347, 2,52)
T EC 50 9,04 0,379 (H. m., H. &O.)
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KomOunauus: coequnenne A u A-60444 B xauecTBe coeauHeHHs B.
Tabnuna 18
HopmanuzoBaHHbIe JaHHBIE AJIS1 COEAMHEHUS A B KOMOMHALIMH

¢ A-60444 B xauectBe coeauHeHus B (cpennee u3 12 noBTOpHOCTEH)
A=0 A=0,19 A-0,57 A=1,7 A=5,1 A=15 A=46 A-139 A=417 A=1250

B=0 0,97 0,96 0,95 0,83 0,55 0,38 0,28 0,14 0,07 0,04
B=34 1,00 0,97 0,92 0,82 0,59 0,36 0,23 0,15 0,09 0,04
B=103 1,00 0,96 0,87 0,82 0,58 0,34 0,23 0,14 0,07 0,04
B=309 0,96 0,93 0,88 0,75 0,52 0,30 0,22 0,16 0,07 0,04
B=926 0,93 0,92 0,86 0,73 0,55 0,30 0,22 0,16 0,08 0,03

B=2778 [0,93 0,92 0,83 0,71 0,52 0,27 0,17 0,12 0,07 0,03
B=8333 [0,75 0,72 0,62 0,45 0,16 0,08 0,05 0,03 0,02 0,01
B=25000(0,39 0,31 0,24 0,12 0,04 0,01 0,01 0,01 0,00 0,00

B Tabn. 19 nokasaHo, 4yTo moka3aTenab B3aMMOJAEHCTBUS (T) OLleHUBAaeTCs ¢ 95% NOBEPUTENBHBIMU UHTEP-
Banamu (CI) ans "otnensHoit A" moaenu. Cnenyer 3aMeTuTh, 4to 2PL-MOAens ¢ HUXKHEH rpaHMLEH, yCTaHOB-
JICHHO# Ha HyJe, Obla mogodpaHa ulst JAHHBIX O MOHOTEpanuu A coenHeHus B. [1py ycnoBum, 4to creneHb
CHHEPIMM BapbUPYETCs B 3aBUCUMOCTH OT 103 COCAMHEHUS A, 0OHapy>KMBaeTCs 3HAYUTENbHAs CTENCHb CUHEP-
TUU 1715 3HaUeHUi KoHueHTpauuu ot 0,57 1o 139 HM.

Tabnuua 19
OueHouHbIE 3HAYEHUS MOKasaTenei B3aumoneicTeus npu 95% CI g "otaensHoit A" moaenu. ITokasarens
B3auMoeicTBus mpu 3HaueHUH ECsy annpoKCUMUPOBAIN OCPEACTBOM JMHEHHONW MHTEPIOJISLIMM OLICHOK Tay

OHoza (HM) OlL.eHKa 95% CI
T, 0,19 1,072 (0,976, 1,177)
T 0,57 0,844 (0,769, 0,926)
15 1,7 0,635 (0,579, 0,696)
T4 5,1 0,407 (0,368, 0,45)
Ts 15 0,308 (0,27, 0,351)
Tg 46 0,409 (0,346, 0,484)
Ty 139 0,631 (0,502, 0,792)
T4 417 0,858 (0,585, 1,257)
Tg 1250 1,403 (0,768, 2,562)
T EC 50 7,89 0,379 (H. O., H. O.)
OOPMVIIA U30BPETEHUA

1. KomOuHauusi, npeHa3HaYeHHas [l JIeUeHHs WK ocnabneHus UHQEKUMH, BbI3BAHHONW PECIIMPAaTOPHO-
cMHUMTHATBHBIM BHpycoM (RSV), conepxamas 3-({5-xmop-1-[3-(metuncynbdponun)nponun]-1H-unnon-2-
unymetun)-1-(2,2,2-rpupropatun)-1,3-muruapo-2H-umunazo[4,5-cJnupuanH-2-oH win ero ¢GapMaleBTHUECKH
NPHEMJIEMYIO COJIb B KAUECTBE COCAMHEHUS A U pUOABUPHH MM €ro (apMaleBTUYECKH NPHEMIIEMYIO COJIb B
KaueCTBE COCIMHEHUS B, rie KOIMYeCTBO COCAUHEHUsT A COOTBETCTBYET 3HAUECHUIO KOHUEHTpauuu ot 0,19 no
139 HM ¥ KOJIMYECTBO COEIMHEHHS B COOTBETCTBYET 3HAUEHUIO KOHLIEHTpauuu ot 206 1o 50000 HM.

2. GapmaneBTHYeCKas KOMIO3HLKS, 00JIagaronas akTHBHOCTBIO MPOTHB RSV, coneprkainas TepaneBTHye-
cKkH 3(pPeKTHBHOE KOTMYECTBO KOMOMHAIMHU 1O 1.1 1 papMaleBTHUECKH TPHEMIIEMbIif HOCUTEb.
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