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KOMIIO3UIUU U CIIOCOBLI JIEYEHHSI CHHPOMA HJINONATHUYECKOM
TMNEPAKTUBHOCTH MOYEBOTI'O ITY3bIPSI U THIIEPAKTUBHOCTH
JAETPY30PA

POJACTBEHHBLIE 3ASABKHU
[0001] Hacrosas 3asBka ucnpaiuyubaeT NpUOPUTET NpeasapuTenbHoi 3asasku USSN
62/505382, nonannoii 12 mast 2017 roga, mosHOE comepskaHue KOTOPOI BKJIFOUEHO B JaHHBIN

AOKYMCEHT NMOCPEACTBOM CCBUIKH.

OBJACTDb TEXHUKH, K KOTOPO OTHOCHUTCSI HACTOSAIIEE N30BPETEHHUE
[0002] Hacrosiiee n3o0pereHne B LIEJIOM OTHOCHUTCS K O0JIACTH METUIIMHCKUX CPEICTB
TEPAINH JJIs1 YIIYULISHUS] OTHOTO WM HECKOJIbKUX CUMIITOMOB, CBSI3aHHBIX C TUC(HYHKIIUEH

rJIagKuX Mblmn. B vactHocTH, nucyHKIMEH r1aaKiux MBIIIL MOYEBOTO My3bIps.

BKJIIOUEHHUE NEPEUHS NOCJEJOBATEJIBHOCTEN
[0003] ITonuoe conepskanue TekctoBoro (aitna ¢ umeHem IONC-002-001WO_SeqList. txt,
coznansoro 11 mas 2018 roxa u umeromero pasmep 30 Kbaiit, BKIIOUEHO B JAHHBIH JOKYMEHT

MOCPEACTBOM CChUIKH.

NPEAITOCBIIIKHU U3OBPETEHUS
[0004] AHoManbHast QyHKIMS MOYEBOTO My3bIps ABJSIETCS PACTIPOCTPAHEHHON MPOOIeMOH,
KOTOpasi 3HAYUTEJIBHO BIUSAET HA KAYECTBO KU3HU MUJUIMOHOB MY>KYUH U XKEHIIVH B
Coenunennsix LllTatax. MHoOrue pacrpocrpaneHHble 3a0oneBanus (Hanpumep, BHP, caxaphsrit
nuadeT, paccesHHbIN CKIIEPO3 U UHCYJIBT) U3MEHSAIOT HOPMaJIbHYIO (QYHKIIMIO MOYEBOTO My3bIpSL.
3HauyHTeNbHBIE HEONATONPHUSITHbIE U3MEHEHUs! B ()YHKLIMH MOYEBOTO My3bIPs TAKIKE SBIISTFOTCS
HOPMAaJIBHBIM Pe3yJbTaToM cTapeHus. CyIecTBYIOT 1Ba OCHOBHBIX KIIMHUYECKUX MPOSIBICHUS
WU3MEHEHHOH (PH3HOIOTUN MOUEBOTO My3bIPs: ATOHUYECKUH MOUEBOM My3bIPb H
rurieppedIeKTOPHBIH MOYEBOH My3bIpb. ATOHHYECKUH MOYEBOH My3bIPb HIIN THIIOAKTHBHOCTD
AeTpy30pa NPUBOAUT K YMEHBLIEHUIO CIIOCOOHOCTH OMOPOXKHSTh €ro COAePKUMOE U3-3a
Hed(h(HeKTUBHON COKPATHMOCTH TJIaJKOW MBIIILBI AeTPy30pa (Hapy>KHOH IaAKONH MBIIIIIBI

CTC€HKH MQYECBOI'O I'[y3blp$[). HpI/I ATOHHYCCKOM HJIM T'HITIOAKTUBHOM COCTOAHHNU ITOHMXKCHHAA
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COKPAaTUMOCTbh IIAAKUX MBIIIL] PUYACTHA K STHOJIOTUU TUC(HYHKIIMH MOYEBOr0 My3bIpsi. Takum
o0pa3zom, HeyIHBUTENBHO, YTO (papMaKoIOrnieckas MOAYJISALMS TOHYCA TIaJKUX MBILIIT
HEZOCTATOUHA JUIsl KOPPEKLINM OCHOBHOH MpoOieMbl. DakTuuecky, B mpeodiaaoimeM crnocode
JIEUEHHsI 3TOTO COCTOSTHUSI UCTIONB3YIOT CTEPHIIBHYIO MEPHOANYECKYIO KaTETePU3ALIUIO; TPUYEM
3TO YCHEIIHOe CPENCTBO MPERYNPEKACHUS XPOHUIECKOH HHPEKIINI MOUYEBBIBOASAIINX My TeH,
nuenoHepuTa U BO3MOKHOM MOYEYHON HEJOCTAaTOYHOCTH. Takum oOpa3om, JieueHue
aTOHMYECKOT'O MOYEBOTO My3bIpsl YMEHbIIAET CUMIITOMBI 3a00JI€BaHMSI, HO HE YCTPaHsET
OCHOBHYIO IIPUYUHY.

[0005] C npyroii cropoHsl, runeppedIeKTOpHBIH, He MOJNAIOLIHICS TTOAABICHUI0 MOYEBOH
Ny3bIPb UM MOYEBOM My3bIpb, KOTOPBII NPOSBIISAET TUNEPAKTUBHOCTD AETPY30DPa,
CaMOITPOU3BOJIBHO COKPAIAETCSI BO BPEMsI HATIOJHEHHSI MOUEBOTO My3bIPsl; IPUYEM 3TO MOJKET
NPUBECTHU K YACTOMY MOYEUCITYCKAHUIO, YPIeHTHOCTU U YPI€HTHOMY HEIep KaHUI0, KOTa
YeJIOBEK HE MOXKET KOHTPOJIUPOBATh Mouencnyckanue. [ uneppediekTopHblii MOUEBO My3bIph
ABIIsieTCsl Ooee CI0KHOM podeMoii st iedeHust. JlekapCcTBeHHbIE penaparhl, KOTOpbIe
HCTIONIB30BANIUCH AJIS JIEYEHHSI TOIO COCTOSIHUSA, OOBIYHO SIBIISIFOTCS JIULIb YACTHYHO

5 PEKTUBHBIMH U HIMEIOT Cepbe3HbIe TOOOUHbIE 3 (PEeKThI, KOTOPbIe OrPAaHHYUBAIOT UX TPUEM
NIALIIEHTOM U ero 3HTy3ua3M. IIpuHsTHIE B HACTOsIIEe BpeMs BAPHAHTHI JISUEHUs (Harpumep,
OKCUOYTHHUH U TOJTEPAANH), KaK IIPABUJIO, ABISIOTCSA Hecleu(pUIecCKUMHU U Jallle BCero
IpeayCMaTPUBAIOT OJIOKay CUTHAIBHBIX MyTeH MyCKAPHUHOBBIX PELIENITOPOB H/UIIH KaJbLIHEBBIX
KaHAJIOB HA MUOLIUTAX MOYEBOI'0 My3bIpsl. Y UUTHIBAsl LEHTPATIbHOE 3HAYEHUE STUX JBYX
CHTHAJIbHBIX MyTeH B KJIETOYHOM (PYHKIIHOHUPOBAHUN MHOTHX CUCTEM OpPTraHH3Ma, TaKHe
TepaneBTUYECKHEe CTPATEerHH SIBJISIOTCS] HE TOJIBKO rPyObIMU cr1ocoOaMu MOZYJISILIH TOHYCa
TJIAIKUX MBILII MOYEBOT0 My3bIps; a CKopee, Onaroaapsi caMoMy MexXaHU3My(-aM) UX JIeHCTBus,
OHH TaKKe NMPAKTUYECKH rapaHTHPOBAHHO OyIyT XapaKTepH30BaThCsl 3HAUUTEIbHBIMU U
HesKeNnaTeNbHbIMU cUcTeMHbIMU 3 dexTamu. COOTBETCTBEHHO, CYLIECTBYET OObIIast
HOTPeOHOCTD B YJIYYLIEHHBIX BAPHUAHTAX JICUCHUS] AUCHYHKIIMHA MOYEBOTO My3bIpSL.

[0006] HecMoTpsi HA MHOTOUHCIIEHHBIE MTOTIBITKH pa3paboTaTh JEKAPCTBO UM CPENCTBO IS
JedeHus 3a00neBaHNi, BbI3BAHHBIX H3MEHEHHBIM TOHYCOM IIQAKUX MBIIIL, COBPEMEHHbIE
CpencTBa TePaIuH SBISFOTCS HEaJeKBaTHBIMHU, IIOCKOJIBKY OHU 00€CIIeUYNBAIOT OTPaHUYEHHYIO
3¢ deKTUBHOCTD W/MIH 3HaUMUTENbHBIEe T0O0UHBIE 3¢ dekThl. Takum 0Opa3zoM, B JTaHHOH 001acTH

JaBHO OIMYIIAeTCs MOTPEOHOCTh B (DapMalleBTHYECKOM H/UJIH MEAMIIMHCKOM BMeLIaTeIbCTBE
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JAJIA 60pb6bl C HepBOHquHHOﬁ HN3MEHCHUA TOHYCA MNIAAKKUX MBIIII] 3a CUCT MOBBIILICHWSA

3¢ GEKTUBHOCTH C MUHIMAJIbHBIMU TOOOYHBIMHU 3 ekTamu.

KPATKOE OIIUCAHUE U30BPETEHUSA
[0007] Hacrosinee n3obperenue npeaycmMaTpuBaeT CocoObl JIEYEHUS HITH YMEHBIIEHHS
BBIPAXKEHHOCTH MPHU3HAKA UJTH CUMIITOMA CHHJIPOMA TUIIEPAKTUBHOIO MOYEBOTO My3bIPs TN
TUIIEPAKTUBHOCTH IETPY30pa y CyObeKTa-ueoBeKa myTeM BHYTPUAETPY30PHOTO BBEEHHUS B 110
MEHbIIIEH Mepe IBa W 0oJiee Y4aCTKOB CTAHAAPTHOM T03bI KOMITO3UIINH, COAEPIKaIIe BEKTOP,
MpeAyCMaTPUBAIOIINI MPOMOTOP U HYKJIEMHOBYIO KUCJIOTY, KOTUPYIOIIYIO HENTU] KaHaa
Maxi-K. IIpomoTopom siBiisieTcst, HanpuMep, MPOMOTOP, CIEUUPUISCKUI TSI TIIAAKON MBIIILBI,
WJIA TIPOMEKYTOYHBIN paHHUM MPOMOTOp LuTOMeranoBupyca. CTaHmapTHast 103a MPEACTaBIISIET
co0OoH eqMHUYHYIO CTAHJAPTHYIO 103Y. AJIBTEPHATHUBHO, J1BE MM OOJIee CTaHIaPTHBIE H03bI
BBOJSITCS B Pa3HOE BPEMsl.
[0008] CranpapTHas 103a cocTaBisieT oT npudnusutenbHo S000 go S0000 mkr. Hampumep,
CTaHAapTHas A03a cocTaBisieT no MeHblel mepe 10000 Mkr. 1IpennodTurensHo crangapTHas
no3a cocrasiysier 16000 mxr mnu 24000 MKT.
[0009] Kommnosuiuro BBozat B 5, 10, 15, 20 unu Gonee y4acTKOB.
[00010] Tlpu3HAKOM WU CUMITOMOM SIBJISIETCS, HAIPUMEP, 9aCTOC MOUYEHCITYCKaHUE WUITH
YPILEHTHOCTD.
[00011] B HEKOTOpBIX aCMEKTaxX BEKTOP COAEPKUT 3JIEMEHTbI HYyKJIEMHOBON KUCJIOTHI,
PACIIONIO>KEHHBIE B CIEAYIOIIEM MOPSIKE: MOCIEA0BATENBHOCTh IPOMEKYTOYHOIO PAHHETO
IPOMOTOpa LIUTOMerajioBupyca yenoseka, tTakas kak SEQ ID NO: 1; mocnenoBarenbHOCTS caiita
npaiimupoBanus T7, Takas kak SEQ ID NO: 2; nocnenoBaTeabHOCTb OTKPBITON paMKu
cuntbiBanus hSlo, Takas kak SEQ ID NO: 7; curHanbHas ocjie10BaTeIbHOCTh
nojimanenuuposanus BGH, takas kak SEQ ID NO: 3; nocnenoBaTenbHOCTh, 0OeCnieunBaroias
yCTOHYMBOCTH K KaHaMHULIMAY, Takas kak SEQ ID NO: 5 u nocnenoBarenpHOCTb TOYKH Havaia
perumnkanuu pUC, takas kak SEQ ID NO: 4. B onpeneneHHbIX acniekTax MoCaeI0BaTeIbHOCTD
OTKPBITOH paMKHU CUUTBIBaHUS AS/0 comep KUT TOYeUHYI0 MyTauuio B nojoxkeHun 1054 SEQ ID
NO: 7, uto npuBoANT K 3aMeHe Ha cepuH B nojoxernu 352 SEQ ID NO: 8.
[00012] Hacrosimee nuzoOpeTeHne npeaycMaTpruBaeT BEKTOP, IIPU 3TOM BEKTOP CONEPKUT
3JIEMEHTBI HyKJIEMHOBOW KHUCJIOTBI, PACHOJIOKEHHBIE B CIEAYIOIIEM MOPSAKE:

MOCJICA0OBATECIIbHOCTD MPOMENKYTOUYHOI'O PAHHETO MTPOMOTOPA HUTOMETAJIOBUPYCA UCJIOBEKA,
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takas kak SEQ ID NO: 1; nocnenoBarenbHOCTS caliTa npaiimuposanus 17, Takast kak SEQ ID
NO: 2; nocnenoBarebHOCTh OTKPBITOM paMKH cHuThiBaHUs 4570, Takas kak SEQ ID NO: 7;
CUTHAJIbHAS MOCeA0BaTeIbHOCTD notuaneHumposaans BGH, Takas kak SEQ ID NO: 3;
MOCJIEIOBATEIbHOCTD, 00ECTIeYHBAIOINAs YCTOHUNBOCTh K KaHaMULIMHY, Takasi kak SEQ ID NO:
5, u mocnenoBaTeNnbHOCTh TOUKU Havana peruukanuu pUC, takas kak SEQ ID NO: 4. B
HEKOTOPBIX acreKTax BEKTOpa MOCJIe0BaTeIbHOCTh OTKPBITOM PaMKH CUYUThIBaHUS AS[0
COIEP’KUT OAHY TOUEUHYIO MyTalUIO B HykJeoTuaHoM nojoskeHnn 1054 SEQ ID NO: 7, u
yKa3aHHasl TOYe4Has MyTalusl IPUBOJIUT K 3aMeHe Ha cepuH B nojoskeHuu 352 SEQ ID NO: 8.
B HexoTOpBIX acnekTax BEKTOP MPeayCMaTPHUBAET IUIA3MHUTY, aJl€HOBUPYCHBIN BEKTOP, BEKTOP
Ha OCHOBE a/IeHOACCOLMMPOBAaHHOrO BUpyca (AAV), peTpoBUPYCHBIN BEKTOp Miu Jurnocomy. B
HEKOTOPBIX acreKTax Iia3Muza npencrasiser codoit pVAX.

[00013] Hacrosiee uzoOpereHue npeaycMaTpuBaeT papMaeBTHUECKYO KOMITO3ULIUIO,
COZEPIKAIYE0 MHOXKECTBO BEKTOPOB 10 HACTOSIIEMY H300PETEHHUIO U (hapMalleBTUIECKU
npueMyIeMblii pa30aBUTENb HIIM HOCUTENb. B HEKOTOPBIX acmekTax (apMaleBTHIYeCKast
KOMITO3ULIMSI COCTABJICHA JUIsl HHBEKLIUH B TJIQJIKYIO MBILILY. B HEKOTOPBIX acekTax MHOKECTBO
BEKTOPOB 00BerHEHO ¢ 20-25% caxapo30ii B PU3HOIOTHIECKOM PacTBOPE.

[00014] B HexoTOpBIX acmekTax papMareBTHIECKOH KOMIIO3UIMH IO HACTOSILIEMY
M300peTeHUIO CTaHAAPTHAS 103a MPeACTaBiIsgeT COO0M eAMHNYHYIO CTaHAApTHYIO 103y. B
HEKOTOPBIX acreKTax CTaHAapTHAas 103a COcTaBisieT oT npubnusureabHo S000 mo 50000 mkr. B
HEKOTOPBIX aCMEKTax CTaHAApTHAs 1032 COCTaBisAeT 1o MeHbiuel Mmepe 10000 mxr. B
HEKOTOPBIX aCHeKTax CTaHaapTHas no3a coctasisier 16000 Mxr nmu 24000 MKT.

[00015] Ecnu He yka3aHO MHOE, BCE TEXHUUECKUE U Hay4YHbIe TEPMUHbI, UCTIOJIb3YEMbIE B
JaHHOM JIOKYMEHTE, UMEIOT TO K€ 3HaU€HHE, KOTOPOe OOBIMHO MOHUMAIOT CIIELUAIUCTHI B
TaHHOHM O0JNIACTH TEXHHUKH, K KOTOPOM OTHOCHUTCS HAacTosiiIee n3odpereHue. XOTs CrocoObl U
MaTepHalibl, AaHAJOTHYHbIE WJIH SKBUBAJEHTHBIE TEM, KOTOPbIE OMKUCAHbI B HACTOSLLEM
JOKYMEHTE, MO>KHO UCIIOJIb30BATh MPU NPAKTHYECKOM OCYILIECTBICHUH HACTOSIIETO
n300peTeHus1, MOAXOASIINE CITOCOOBl M MaTepHasbl ONMUCAHbI HIKe. Bee myOmukaiuy, 3asiBKU Ha
MATEeHTBI, MATEHTHI U APYTHE CCUIKH, YIIOMSIHYThIE B JAHHOM JJOKYMEHTE, SIBHBIM 00pa3om
BKJIFOYEHBI TIOCPEICTBOM CChIJIKH BO BCel CBOel noHoTe. B ciy4ae koH(MKTa HACTOSIIIES

OMMUCAaHUE, BKJIIOYas1 ONPEACTICHUS, 6y/:[eT HUMETDb NMPEUMYIIECTBEHHYIO CUITY. KpOMe TOTO,
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MaTepHaJbl, CIIOCOOBI M MPUMEPBI, OMTUCAHHBIC B TAHHOM JOKYMEHTE, SIBJISIIOTCS] TOJIBKO
WLTIOCTPATUBHBIMY 1 HE TIPEHA3HAUEHBI JIJIsI OTPAHUYEHHSL.

[00016] [lpyrue OTIMYHUTENbHBIC IPU3HAKH U IPEUMYLIECTBA HACTOALIETO U300PETEHNUS
OyIyT OUeBHIHBI U3 ITOCIENYIOMEro MOAPOOHOro onucanus U GOpMyITbl H300pETeHUs 1

OXBAaTbIBAKOTCA UMU.

KPATKOE OTUCAHUE T'PA®OUYECKUX MATEPHUAJIOB
[00017] Ha ¢ur. 1 A-D npencraBieHa cepust U3 YeThIPpEX CTOJIOUYATHIX Tpad)MKOB, KOTOPbHIE
NIOKa3bIBAIOT MTAPAMETPhl MOUEHCITY CKaHUS TI0CIIe 2 Hellellb OOCTPYKIMH B IBYX IPYyIIIax
JIEUEHUS].
[00018] Ha dur. 2 A-C npencrasieHa cepusi U3 Tpex rpauKoB, KOTOPbIE JEMOHCTPUPYIOT
LIICTOMETPUYECKHE ITOKa3aHUs Nocie 2 Heneslb OOCTPYKLUH B KOHTPOJIbHOU rpynme (¢ur. 2A),
rpyrmre ¢ 06padboTkoii Tonbko BekTopoM (pVAX) (¢ur. 2B) u rpynme, nonaydasiueii 00pabOTKy ¢
nomotubto ASlo (¢pur. 2C).
[00019] Ha ¢mr. 3 nokasans! Tpu rpaduka LUCTOMETPUUYECKHUX [TOKa3aHUHN NI KPBIC,
noJy4daBuxX ToJabKo BekTop (pVAX) 1 300 u 1000 mxr pVAX/hSLO.
[00020] Ha ¢mr. 4 npencrasieH cronbuaTsiii rpaduK, KOTOPBIN MMOKa3bIBAET CPEeaHEE
komyecTBO Kormii BekTopa pVAX/hSLO B TKaHSAX CaMOK KpbIC MOcie AByX uHbekuuii 1000
MKT.
[00021] Ha ¢wmr. S npeacrasiaeHa cxema, KOTopas MOKa3bIBAE€T YYACTKH UHBEKLIUHU BEKTOPA
pVAX/hSLO y cyOBeKTOB-JIIONEH.
[00022] Ha ¢mr. 6 npencrasieH cTonOuaTeiii rpad UK, MOKa3bIBAOIINNA 00YCIOBIEHHOS
JIeYeHUEM U3MEHEHHUE CPEAHEro YUCia MOUYEUCITy CKAHUN B I€Hb C TEUEHUEM BPEMEHHU Y
cyObekToB-monei. [1naHku norpemHoCcTel NpenCcTaBIsIioT CTAHAAPTHYIO OLTHOKY CpeIHero
(SEM).
[00023] Ha ¢mur. 7 npencrasieH cTonOUaThIi rpad UK, MOKA3bIBAOLIHNA 00YCIOBIEHHOS
JieueHNEeM U3MEHEHHUE CPEHEro YHUCia SMU30/10B YPreHTHOCTH C TEYEHUEM BPEMEHH Y
cyObekToB-monei. [1naHku norpenrHocTei NpencTaBisioT CTAHAAPTHYIO OIIHOKY CPEIHETO
(SEM).
[00024] Ha dur. 8 npencrasneHa miasmugHas kapra pVAX/hSLO.

HOAPOBHOE OINTMCAHUE U30BPETEHUA
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[00025] Hacrosiiee nuzodpeTreHue npeaycMaTpUBaeT CIIOCOObl TEHHOM TEparuu s IEYeHUs
¢usnonornyeckux nucHyHKIMNE MOYEBOTO MMy3bIps. B uacTHOCTH, HacTosiee n300peTeHne
OCHOBAHO Ha OTKPBITHUH TOTO, YTO MPsSIMasi HHBEKIUS BEKTOPA, COAEPIKALIETO I'eH, KOTOPBIH
skcnpeccupyer kaHan Maxi-K genoseka (hMaxi-K), B riagkyto MbIIIIy CTEHKH MOYEBOTO
My3bIpsi, 3HAYUTEIHPHO YMEHBIIAET BBIPAXKEHHOCTh CUMITTOMOB TUIIEPAKTHBHOI'O MOYEBOTO
Ny3bIpsl K HEEPKAHNS MOYH Y JKEHIIWH. B 4aCTHOCTH, Y4aCTHUKH MOJyYasi OOLIyIO 03y,
cocTaBystomyro oo 16000 mkr, mudo 24000 mxr hMaxi-K, BBogumyto B Buae 20-30
BHYTPUMBIIIEYHBIX UHBEKLINNA B MOYEBOM My3bIpb. Y YaCTHUKOB OCMAaTPUBAIM 8 pa3 B TEUCHHE
24-Hene pHOTO TIepUo/Ia U MOCNEAYIoLIero HabmoaeHus yepes 18 mecsuen. CpenHue qaHHbIE U3
JTHEBHUKOB, cOOpaHHbIe 3a 7 AHEH 10 Ka)KI0ro BU3NTA, MOKA3aJI CTATUCTUYIECKU JOCTOBEPHOE
yMEHbIIEHHE KOJMUECTBA MOYEHUCITYCKAaHUH B JIEHb, & TAK)KE CPEeAHEe KOJIMYECTBO 3MH30/10B
YPTeHTHOCTH B A€Hb JIsI TEX YYACTHUKOB, KOTOpbIe moydainu hMaxi-K, mo cpaBHEHHIO ¢
nareo.

[00026] Kanan Maxi-K (Taxske nsBecTHbili kak kanaja BK) obecneunBaeTr myTh OTTOKa HOHOB
KaJIUsi U3 KJIETKH, BBI3bIBAS PACCITA0JIEHUE TJIaIKON MBIIILBI TyTeM WHTHOUPOBAHUS
4yBCTBHTEIBHOTO K HAMPsLKEHMIo KaHana Ca’’ 1, TakiM 06pasoM, OCYIIECTBIIAs HOPMATH3ALIHIO
paboThI OpraHa MyTeM CHUKEHHSI MATOJOTHYECKHU MOBBIIIEHHOTO TOHYCA IIAIKON MBIIILIBI.
Tepmunsr "kanan MaxiK" u "kanan BK" B 1aHHOM JOKYMEHTE HCIIONIB3YIOTCS
B3aHMO3aMEHSIEMO.

[00027] B orHOmeHuu cTpykTypsl kaHansl MaxiK cocrost u3 ansda- u 6era-cyobeauHuUIL.
Uetsipe anbdha-cyOpequHULBI 00pa3yIOT MOPY KaHala, U 3TH alb(pa-CyObeqMHHLIBI KOTUPYIOTCS
onHNM reHoM Slo/ (Taxxke Ha3bpIBaeMbIM S0, hSlo u noocemeticmeom Kanvyuii-QrmMueUpyemoix
kanueswvix kananoe M anvgpa-1 nin KCNMA 1). CyectByet derbipe OeTa-CyObeInHULIB,
KOTOpbIE MOTYT MOAYIMpoBaTh PyHKIMI0 kKaHana MaxiK. Kaxnas 6era-cyobenunuia
XapaKTePU3yeTCsl KOHKPETHBIMU TKaHECTIEU(UIECKON SKCTIpeccueit U (yHKIUSIMH MOAYJISILIUY,
npu 5ToM cydosenunuia oera-1 (peeyramopnasn cyowveounuya bema-1 Karoyuil-akmueupyemvix
Kkanuesvix kananoe noocemeticmeéa M wiu KCNMB1) B OCHOBHOM 3KCIIPECCHPYETCS B KJIETKaX
TJIQJIKUX MBILIII,

[00028] Crpareruueckue kiaacrepbl kaHanoB MaxiK B HEMOCpeACTBEHHOM OM30CTH OT
PUAHOIMH-1yBCTBUTENIBHBIX 3aI1aCOB KAJIbLIUS HIDKEJIEXKAIIero CapKoIa3MaTHIecKoro

PE€TUKYIYyMa 00€eCITeunBalOT BaKHBIN MEXAHH3M JIOKAJIbHOM MOAYJALUN CUTHAJIOB KaJIbIHA (T. €.
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WICKp) ¥ MEMOpPaHHOT'O MOTEHIMAaJIa B PA3HOOOPA3HBIX MNIAJAKHMX MBIIIIAX, BKIIFOYAs MOYEBOIl
Ny3bIpb. Y BEINYEHNE BHYTPUKIIETOYHOTO YPOBHS KaJIbLUsl YBEIUYNBAET BEPOATHOCTb OTKPBITHS
xaHana MaxiK, ysenuuupas TeM cambiM npikenre K HapyKy yepes dyBCTBHTENbHbII K
kanbipio kaHan MaxiK. Yreuka K Bbi3biBaeT CYMMapHO€ MepeMEIIEeHHUE MTOJOKNUTEIBHOTO
3apsizia 3a npeenbl KIEeTKHY, fAeas BHYTPEHHIO YacThb KJIeTKU Oosiee OTPULIATENbHO
3apsKEHHON MO OTHOIIEHHIO K BHEIIHEH CTOpoHe. IT0 00yCliaBIMBaeT ABAa OCHOBHBIX d(deKTa.
Bo-nepBbIX, MOBBIIEHHBIH MEMOpPaHHBINA MOTEHIUA TAPAHTHPYET, YTO KaJIbIHEeBbII KaHa
IPOBOAUT OOJIbIIE BPEMEHU B 3aKPBITOM COCTOSIHUH, Y€M B OTKPHITOM. BO-BTOpBIX, IOCKOJIBKY
KaJbLIMEeBBIN KaHaJ ¢ OOJbIIel BEpOSTHOCTBIO OYAET 3aKPhIT, HAOIIOAeTCsl CHUKEHUE
cymmapHoro nputoka Ca’" B KJIETKY M COOTBETCTBYIOLIIEE CHIKEHHE YPOBHEH CBOGOIHOrO
BHYTPHUKJIETOUHOTO KaJIbI¥si. CHUKEHHBIH BHYTPHUKJIETOYHBIH YPOBEHb KAJBIHS CIIOCOOCTBYET
paccnabnennto rmaakux Mol CiaenoBaTelbHO, OCHOBHOE 3HAUEHHE HAJMUHUS OOJbIIero
KoJMuecTBa kaHanoB MaxiK B kj1eTo4HO MeMOpaHe COCTOUT B TOM, YTO 3TO TOJKHO
NPUBOIUTD K YCHUJIEHUIO pacciIa0iIeH s KJIETOK IJIaJKUX MBIIIL B OTBET HA JIIOOOH TaHHBIH
CTUMYJI AJIs PeJIaKCaLuu.

[00029] VYcuneHHne MEXKIETOUHON KOMMYHUKALIUU MEXYy MUOLIUTAMH AETPY30pa
IPOUCXOAUT KaK B JKUBOTHBIX MOZEISIX YacTHUHOI obctpykimu yperpsl (PUO), Tak u 'y mozeli ¢
THMEPaKTUBHOCTHIO AeTpy3opa (DO). Uto kacaercst yCHIeHUs] MEKKIETOYHONH KOMMYHHKALIH,
BJIMSIHUE [TOBBIIIEHHOH Iepeiayyl CUTHAJIOB KaJbIUSI MOXKET ObITh YCHIJIEHO TIO CPABHEHUIO C
HOPMaJIbHBIM MOYEBBIM ITy3bIPEM C NOTEHIHUAIBHO O0Jiee HU3KUMU YPOBHAMH MEXKKIETOUHON
CBSI3H. DJTa MOBBIIEHHAS [1epeiaua CUTHAJIOB KaJIBLHS CIIOCOOCTBYET, MO KpaiiHel Mepe
YaCTHYHO, "COKpameHusM 0e3 MouencIyckanus", HabmonaeMelM B Mozessix Kpoic ¢ PUO.
OpnHako, eciii MPOU3OLLIO NMapajuIeIbHOE YBeInueHue skcnpeccun kanaina MaxiK (Hanpumep, B
pe3yibTaTe CBEpXIKCIPECCHH TPaHCTeHa, Koaupyromero kaHan MaxiK, nmpexycmarpruBaemMoro
KOMIO3HULIUEH HIIH CIIOCOOOM IO HACTOALIEMY U300PETEHUIO ), TO, MPENIONIOKUTENBHO,
THIOJTy4EeHHBIE B pPe3yJIbTaTe PEKOMOWHAHTHBIE H/MJIM TPAHCT€HHbIe KaHabl MaxikK,
SKCIPECCHPYEMBbIE STUMH TPAaHC(HULIMPOBAHHBIMHU KJIETKAMH, MOTYT "CpPBIBATh" aHOMAIBHO
MOBBIIICHHBIE CUTHAJIBI KAJIbLIUA. JTO MPEJOTBPAIIAET JalbHENIIee PACIPOCTPAHEHUE Yepes3
IeJIeBbIe KOHTAKTHI U, TAKUM 00pa3oM, MPeAOTBpaIlaeT JOCTATOUYHOE YCUIIEHHE aHOMAJIbHOH 1
NIOBBILIEHHON Nlepeiaul CUTHAJIOB KaJbLKs (HapuMep, 3a CUeT PEeKPYTHPOBAHUS He

MOJIBEPTHYTHIX TPAHCPHUIIUPOBAHHIO MHOLIMTOB) IJIsl OCIA0JIEHUS] aHOMAJIbHBIX COKPATHTENbHBIX
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peaxiuii. CHIKEHNE aHOMAJIBHBIX COKPATUTENIbHBIX PEAKLIUN B OTAEIBHBIX KJIETKAX WU
IpyImax KJIETOK 33 CUET CBEPXIKCIIPECCUH TPAHCTeHa, Konupyromero kanain MaxiK,
IpPenyCMaTPUBAEMOTr0 KOMIIO3UIIMEH HITH CITIOCOOOM MO HACTOSIIEMY M300PETEHHUIO, YCTPAHSIET
WUTH YMEHBIIAET COKpaIleHus: 0e3 MOYeHCITyCKaHus, XapakTepHble st DO, KITMHUYeCKoro
Koppessita ypreHTHocTd. C Apyroii CTOPOHBI, OCKOJBKY y4acTHE CIIUHAIBHBIX Pe(IIeKCcoB B
peaKLyi MOYEHUCITYCKAHUS BbI3bIBAE€T CKOOPAUHUPOBAHHBIE COKPALEHUS AETPY30pa,
3HAYUTENIBHO MPEBBILIAIOINNE AHOMAJIBHO MOBBILIEHHYIO Nepefady CUTHAJIOB KaJlbLUs,
csizanHyro ¢ DO, ceepxakcnpeccus Tpancrena MaxiK mosket 3¢ pekTHBHO CHIKATh MITH
NOAABIATH OoJiee cadblif aHOMAJIBHO TIOBBILIEHHBIH CHUTHAJ KaJIbIIHsL, KOTOPBIH CIIOCOOCTBYET
DO (4ro u3MepsitoT Ha MOJIENN Ha KMBOTHBIX Kak yMeHblieHue IMP (naBnenus mexny
MOYEHCIYCKaHHMSIMU ) WIH SA (CIIOHTaHHOW aKTHBHOCTH) MO CPABHEHHIO C KOHTPOJIBHBIMH
yPOBHsIMH), 6€3 3HAYUTEILHOTO WIIM 3aMETHOTO BIIUSHUS Ha OoJiee yCTOHUNBYIO PEaKLIUI0
COKPALIECHUsI IPU MOYEHCITYCKAHUU.

[00030] Crapenue u 3a0oneBaHNe MOTYT IPUBOIUTH K U3MEHEHHUSIM B SKCIIPECCHU KOHEYHOTO
npoaykTa reHa 45/o, reHa, KOTOpbIi SKCIPECCUpyeT 0-CyOBeIUHUI BhICOKOnoporooro Ca2+-
aKTHBUPYEMOT0, 4YyBCTBUTEJIBHOTO K HanpspkeHno kamuesoro (BKao) kanana. Otu usmeHeHns
IPUBOJAT K CHIDKEHHIO OpraHocnenuduieckoit pusnonornyeckoii MonnpuKanuyu TOHyca
TJIAIKOI MBILIIIBI, U3 KOTOPOH COCTOUT opraH. D(pdeKkToM sIBIseTCs MOBBILIEHHbIN TOHYC KJIETOK
TJIAKUX MBIIII B OPTraHax, 4yTo 0OyClaBIMBaeT TaKue 3a00IeBaHuUs YelIOBEeKa, KaK PEKTHIIbHAS
nuchyskuus (3/1) B HOJIOBOM UjieHe, yPreHTHOCTh, YaCTO€ MOUEHCITyCKaHUe, HUKTYPHSI 1
HeJlepKaHue MOUU B MOUEBOM IIy3bIpe (HanpuMep, CUHAPOM FHIIEPAKTUBHOCTH MOYEBOT0
ny3bips (OAB)), acTma B JIeTKUX, pa3apakeHre KUIIeYHNKA B TOJICTOH KUIIKe, IJIayKoMa B
riasax U nHppaBe3uKanbHas OOCTPYKIMs B PENCTATENbHOM JKenese.

[00031] Crnoco0bI cOrIacCHO HACTOSAIIEMY H300peTEHHIO

[00032] Hacrosiee nzodpereHue npeaycMaTpUBaeT Crioco0 reHHOW Teparuy ISl JICUEHUs
¢usnonornyeckux aucGHyHKIHUN TTIaJKON MBIIIIBEL. B 4acTHOCTH, CrTOCOOBI COTNIaCHO
HACTOALIEMY H300PETEHUIO HCIIONB3YIOTCS ISl JISYSHHUS MITH YMEHBIIEHHUsI BEIPAKEHHOCTH
CHUMIITOMOB CHHJIpOMa I'MIIEPaKTHBHOIO MO4eBOro my3bips (OAB) unm runepakTHBHOCTH

nerpysopa.
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[00033] Cunppom OAB xapaxTepu3yercs rpyInol CHMITOMOB, KOTOpPbIEe BKIIOUAOT Oe3
OrpaHUYEHUs] YPreHTHOCTb, YACTOE MOYEHCITyCKAHNE, HUKTYPUIO U Henep:kanue moun. OAB
nonpaszaensercs Ha uauonaruueckyro OAB u Heliporennyro OAB.

[00034] I'mmepakTUBHOCTH AETPY30pa OMPENEeNIeTCs KaK ypOIUHAMUYecKoe HabroieH e,
XapakTepusyrolieecss HePOU3BOJIbHBIMU COKpAIEHUSMH 1€TPY30pa BO BpeMs (a3bl
HAITOJIHEHHSI, KOTOPBIE MOTYT OBITh CIOHTAHHBIMH HJIH CIIPOBOLIMPOBAHHBIMU. | HTIEpaK THBHOCTH
AEeTpy30pa NoApa3AessieTcs: Ha UANONATUYECKYI0 THIIEPAKTUBHOCTD AETPY30pa U HEHPOTreHHYIO
TMIEPAKTUBHOCTD JETPY30pa.

[00035] Komno3uuuu u crocoObl COMNIACHO HACTOSIIIEMY H300PETeHHUIO PEayCMaTPUBAIOT
JOCTaBKy HYKJIEMHOBOH KHMCIIOTHI, kopupyroieit hMaxi-K, B kneTku cyObexra-uenoBexka uiu
HY>KIAIOLIErocsi B ’TOM NMallMeHTa. B HEKOTOPBIX Cydasx AOCTaBKAa HYKJIEHHOBOU KUCIIOTHI
MOKET Ha3bIBaThCsl TEHHON Tepamnuen.

[00036] Kommo3uius 1 crocoObl COTIIACHO HACTOSIIIEMY H300PETeHHIO MPEayCMaTPUBAIOT
mo0oi noaxosamui crnocod nocTaBky HykiIenHoBoH kuciaoTel hMaxi-K nnmm ee mytanra. B
HEKOTOPBIX CJIydasiX JOCTaBKa HYKJIEMHOBOM KHCIOTBI MOXKET OCYLIECTBIATHCS C
UCIIOJIb30BAHKEM JIFOOOTO MOAXOAAIIEro "BeKTopa" (MHOIIA TaKKe HA3bIBAEMOT'O CPEICTBOM IS
"nocTaBku reHOB" WK "mepeHoca reHos"). BekTop, cpeacTBo s JOCTaBKH, CPEACTBO IS
JOCTaBKH M'€HOB WJIM CPEACTBO IS TIEPEHOCA FE€HOB MOKET OTHOCUTBCS K JTI000H nmoaxosiueit
MaKpOMOJIEKYJIe HJIH KOMIUIEKCY MOJIEKYJI, COJEPIKAINUX TOTUHYKICOTH ] AJIsl JOCTaBKHU B
LIeJIEBYIO KJIETKY. B HEKOTOPBIX Cilyuasix LeseBoH KIeTKOH MOKeT ObITh JTr00ast KJIeTKa, B
KOTOPYIO OCTaBJISI€TCSl HYKJIEMHOBAsI KUCJIOTA WK I'eH. JlocTaBisieMblii MOMMHYKJIEOTH ] MOXKET
cofiep KaTh MPECTaBIAIOIYI0 HHTEPEC Il TeHHOH Tepanuy KOAUPYIOIIYIO
MIOCJIEIOBATEBbHOCTD , TAKYIO Kak T'eH hS/o.

[00037] T'en ASlo BBOAUTCS B IIQAKOMBIIIEYHYIO KJIETKY MOYEBOTO My3bIPs MyTEM MPSMOi
WHBEKLUU B MBIIILY E€TPYy30pa.

[00038] Hanpumep, NOAXOASIINE BEKTOPI MOTYT BKIIFOYAaTh O€3 OrpaHUYeHUsT BUPYCHBIE
BEKTOPBI, TAKHE KaK aIecHOBUPYCHI, aIeHOaCCOLMNPOBaHHbIE BUPYCHI (AAV) U peTpOBUPYCBHI,
JIMIIOCOMBI, APYTHE JIUMUACOAEP:KALIIE KOMIUTIEKChI U IPYTHe MAKPOMOJIEKYIIPHBIE KOMILIEKCHI,
CIIOCOOHBIE OIOCPENOBATh TOCTABKY IMOJIMHYKJICOTHIA K LIEJIEBOH KIIETKE.

[00039] AunbrepHaTUBHO, reH AS/0 MEPEeHOCUTCS B KJIETKH TJIAIKUX MBIIII TyTeM epeHoca

rojioit JIHK ¢ ucnonb3oBanrem BekTOpa 1uist Skcnpeccud B miekonuTaromux. ""onas JIHK" B
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naHHOM noKkyMeHTe omnpenensercs kak JJHK, coneprxarasicst B HeBUPyCHOM BEKTOPE.
ITocnenosarensHOCTh JIHK MOkeT OBbITE OOBENHEHA CO CTEPUIBHBIM BOJHBIM PACTBOPOM,
KOTOPBIi MPEANOYTUTENBHO SBJISETCS N30TOHUYHBIM KPOBU peLunueHTa. Takoi pacTBOp MOXKET
ObITh moNyueH nytem cycnennuposanus JJHK B Boze, conepkaineii puznonorunyecku
COBMECTHMBIE BELIeCTBA (TaKHe KaK XJIOPUA HaTpUs, IIIULUH U TOMY IIO00HOE), OAePKUBast
OydepnbIii pH, coBMecTHMBIN ¢ HU3HONOTHUECKUMH YCIOBUSIMH, U JIeJlasi PACTBOP CTEPHIIbHBIM.
B npeanouruTensHOM BapHaHTe OCyIlecTBlIeHNs HacToswero nsooperenus JJHK oObeauHsIoT ¢
20-25% pacTBOpOM caxapo3bl B (PU3HOIOTHIECKOM pacTBope (Hanpumep, GpochaTHO-CONEeBbIM
Oydepom) npu MOATOTOBKE K BBEACHHIO B KJIETKY TJIAJKON MBIIILIBI.

[00040] Kaxk onucaHo B JAHHOM JOKYMEHTE, HyKJIEUMHOBBIE KUCIOTBI MOTYT OTHOCUTBCS K
noJiuHyKJIeotuaaM. HykienHoBast KHCIOTa U MOJMHYKJIEOTH]] MOTYT HCIIONb30BAThCS
B3aMMO3aMeHsieMO. B HEKOTOpBIX Cilyudasix HyKJI€MHOBbIE KUCIOThI MOTYT MPEAyCMaTpUBaTh
JHK nnu PHK. B HEeKOTOpBIX acneKkTax HyKJIEHMHOBbIE KUCAOTHI MOTyT BKIro4aTh JAHK nnu
PHK nnst sxcripeccun Maxi-K. B HEKOTOPBIX acrekTax HyKI€HHOBbBIE KUCIIOTHI,
npeacrasstomue coboit PHK, moryT BkitodyaTs 06€3 orpaHHueHHs TPAHCKPUIT
IPECTABIISIONIEr0 HHTEpeC reHa (Harpumep, S/0), HHTPOHBI, HETPaHCIHpyeMble 00J1acTH,
TEPMUHHPYIOLINE TIOCIEA0BATEIbHOCTH U TOMY ITOJ00HOE. B Apyrux ciyvasx HyKJI€HHOBbIE
KUCJOTBI, npeacTasstomue codoit JIHK, moryT BitodaTs 0e3 orpaHuueHMs Takue
HIOCJIEI0BATEIIBHOCTH, KaK ITOCIE0BATEIbHOCTH THOPUIHOTO MPOMOTOpA I'eHa,
NOCJIEI0BATEIbHOCTH CUJIBHOTO KOHCTUTYTUBHOIO POMOTOPA, MPEACTABJISAIOLNI HHTEPEC T'eH
(mampumep, S/o), HeTpaHCIHpyeMble 0OJIACTH, TEPMUHHUPYIOIIHE TTIOCIEAOBATEILHOCTH U TOMY
nogo0Hoe. B HEKOTOPBIX Cilydasix MOXeT ucnofib3oBarbest komOunanus JIHK u PHK.

[00041] Kak onucaHo B HACTOSIIIEM H300PETEHUH, TEPMUH "SKCIIPECCUOHHAS KOHCTPYKIIHS"
HOApa3yMeBaeT BKIFOUYEHHE JF0OOro TUIA TeHETHYeCKON KOHCTPYKLUH, CoAep Kariei
HYKJIEMHOBYIO KUCJIOTY WJIM MOJUHYKJIEOTH/I, KOJUPYIOLHE T'€HHbIE IPOAYKTHI, B KOTOPBIX
YaCTh WM BCSI TTOCIIEAOBATEIbHOCTD, KOAUPYIOIIAsl HYKJIEHHOBYIO KHCIIOTY, CIIOCOOHA
TpaHCKpUOMpoBaThCs. TpaHCKPUNT MOKeT ObITH TPAHCIHPOBAH B OeJIOK. B HEKOTOpBIX acnekTax
OH MOXe€T OBbITh YaCTUYHO TPAHCIMPOBAH UM He OBITh TPAHCIUPOBAH. B onpeneneHHbIX
ACTIEKTax 3KCIPECCHsI BKIIOYAET KaK TPAHCKPHUILINIO reHa, Tak u Tpancsinuio MPHK B npoaykr
reHa. B npyrux acnexkrax 3KCIpeccHs BKIIOYAET TOJNIbKO TPAHCKPUILIMIO HYKJIEUHOBBIX KUCIIOT,

KOAUPYHOWUX MPEACTABIIAIOINE UHTCPEC I'CHBIL.
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[00042] HykyienHOBasi KMCIOTA MOKET ObITh U3MEPEHA KaK KOJHUYECTBO HYKJIEHHOBOMU
kucyotel. Kak npasuio, mo0oe noaxozsinee KOJIUIeCTBO HYKJIEHHOBOH KHUCIOTHI MOXKET ObITh
HCTIONIB30BAHO C KOMITO3ULIUAMU U CIIOCOOaMU COTJIACHO HACTosALIeMy U300peTeHuto. B
HEKOTOPBIX CITyYasiX KOJUYECTBO HYKJIEMHOBOM KHCIIOTBI MOJKET COCTABJIATH 10 MEHBIIIEH Mepe
npubmusurensHo 1 or, 10 or, 100 or, 1 or, 10 nr, 100 nr, 200 nr, 300 nr, 400 nr, 500 nr, 600
rr, 700 rr, 800 rr, 900 rr, 1 mkr, 10 Mk, 100 mkr, 200 MkT, 300 MkT, 400 MkT, 500 MkT, 600
MKr, 700 Mkr, 800 Mxkr, 900 mkr, 1 Hr, 10 #r, 100 Hr, 200 Hr, 300 Hr 400 Hr, 500 Hr, 600 Hr, 700
ar, 800 ur, 900 =r, 1 mr, 10 mr, 100 mr, 200 mr, 300 mr, 400 mr, 500 mr, 600 mr, 700 mr, 800
Mmr, 900 mr, 11,2 1,3 1,4 ruu S r. B HEeKOTOPBIX Cly4asx KOJIUYECTBO HYKJIEUHOBOM KHUCIIOThI
MOJKET COCTaBJIATh He Oonee npudmausutensyo 1 or, 10 nr, 100 or, 1 nr, 10 nr, 100 nr, 200 mr,
300 mr, 400 mr, 500 1, 600 nr, 700 nr, 800 nr, 900 nr, 1 mkr, 10 mkr, 100 mxr, 200 mMkT, 300
MKT, 400 Mkr, 500 mxkr, 600 Mxkr, 700 mxr, 800 Mkr, 900 Mkr, 1 Hr, 10 ur, 100 ur, 200 ur, 300 Hr
400 H=r, 500 =r, 600 Hr, 700 =Hr, 800 =Hr, 900 Hr, 1 Mr, 10 Mr, 100 Mr, 200 Mr, 300 mr, 400 mr, 500
mr, 600 mr, 700 mr, 800 mr, 900 mr, 1 1, 21, 31,4 runmu Sr.

[00043] B HEKOTOPBIX Ciy4asx KOJIUYECTBO HYKJIEUHOBOU KUCIIOTHI MOXKET COCTABJIATh 110
MeHbinei Mepe npubdnusutenbio 5000 mkr, 7500 mxr, 10000 mkr, 12500 mkr, 15000 mkr, 16000
MKr, 17500 mxr, 20000 Mkr, 22500 Mmkr, 24000 Mmkr, 25000 mkr, 30000 mxkr, 35000 mxr, 40000
MKT, 45000 Mxr unu S0000 MK,

[00044] B xoHTEKCTE HACTOSIIETO JOKYMEHTAa MUKPOIPAMM U MKT UCHIOJIb3YIOT
B3alMO3aMEHSIEMO.

[00045] Hacrosimee nzoOpereHne, B YaCTHOCTH, PEAyCMaTPUBAET CIIOCOO IeHHOM Teparnmy,
rre Oesnok kananga MaxiK, yuacTByrouuii B peryjisiiui TOHYCa TJIaJAKUX MBILIL, MOIYJUPYET
pacciaalbneHne raAKuX MBI, JTH OesKku OyIyT ClOCOOCTBOBATD MIIK YJIy4INATh pacciadiieHue
TJIQJAKUX MBILII] U, TAKUM 00pa3oM, CHHUYKATh TOHYC MIAAKUX MBIIIL. B 4aCTHOCTH, €Clii TOHYC
TJIQJIKUX MBILII] B MOYE€BOM IMY3bIPE CHIDKAETCSI, EMKOCTh MOYEBOIO My3bIpst OyaeT
YBEJIUYUBATHCSL.

[00046] Kpome Toro, HacTosiiee H300peTeHne, B YaCTHOCTH, IPEIYCMAaTPUBAET CIIOCO0
peryJupOBaHMs TOHYCA TJIAJAKUX MBILII] MOYEBOTO My3bIps Y CyOBbEKTa, BKIIOUAIOLINI BBEICHHE
B KJIETKH IJIaJKUX MBIIIL MOYEBOTO My3bIpsi cyObekTa nocienoarenbHoctu JJHK, konupyromieit
OeJIOK, yYaCTBYIOIIUH B PEryJISILHA TOHYCA MIAAKUX MBIIIL, 1 00€CIIEYeHUN SKCIIPECCHH B

AOCTATOYHOM KOJHUYCCTBE KJICTOK I'NTaAKHUX MBI MOYCBOT'O ITY3bIPA CY6"beKTa AJI YCHIICHUSA
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penaKcaly MOYeBOroO My3bIpsi y cyObekTa. B TaHHOM BapHaHTe OCYINECTBIICHHS CIIOCO0
COTJIACHO HACTOSIIIEMY H300PETeHUIO UCTIONB3YIOT AJIl YMEHbLIEHUS BBIPA’KEHHOCTH COCTOSIHUS
runeppedIEeKTOPHOro MOYeBOro my3bipsi. [ uneppedaeKkTopHbIi MOUEBOI My3bIPh MOXKET
SABJIATBHCS CJIIEACTBUEM PA3JIUYHBIX HapymeHI/IfI, BKJIKOYas HeflpOl"eHHbIe " ApTEPUOTCHHBIC
AUC(YHKLNY, a TaKKe IPyTrHUe COCTOSIHUSA, KOTOPBIE BBI3BIBAIOT HEMOJIHOE pacciabieHne nin
MOBBIIEHHYIO COKPATHMOCTD TJIaJKOW MBIIILBI MOYEBOTO My3bIpst. [IalineHT MOKET SBISIThCS
JKUBOTHBIM WJIA YCJIOBEKOM, a MPEATIOYTUTEIIBHO ABJISICTCA Y€JIOBCKOM.

[00047] PexoMOWHaHTHBIE BEKTOPHI U MJIA3MHUIBI COTJIACHO HACTOSIIIEMY M300PETEHHIO TaKKe
MOTYT COZepPKaTh HYKJICOTHIHYIO TIOCJIEA0BATEIbHOCTD, KOAUPYIOLIYIO TTOAXOSIIIE
PEryJIATOPHBIE SIEMEHTHI, YTOOBI BJIMATH Ha SKCIPECCUI0 BEKTOPHOM KOHCTPYKIIMH B
NonXosIIel KieTke-xo3sinHe. Mcrmop3yemblii B JaHHOM TOKyMEHTe TePMUH "sKcrpeccus”
OTHOCHUTCS K CIIOCOOHOCTH BEKTOpa 00ecreunBaTh TPAHCKPHIILIHIO BCTABJIEHHON
nocaenosarenpbHocTH JJHK B MPHK, uT008B1 pon3omen cuaTes Oenka, KOTUpyeMoro
BCTaBJICHHOW HYKJIEMHOBOH kHcnoTol. CrieriuanicraM B JaHHOW oOnacTu OyieT MOHSTHO
crenyroiee: (1) 4To psAn pasnUYHBIX SHXAHCEPOB U IPOMOTOPOB MOIXOAUT JUIS CTIONb30BAHUSA
B KOHCTPYKIMSX COTJIACHO HACTOALIEMY N300peTeHHI0; U (2) 4TO KOHCTPYKLUH OyAyT
COACPIKATD H606XOI[I/IMI:;IC CTAapPTOBLIC, TCPMUHUPYIOIIUE U PETYJIATOPHBIC MMOCJIEA0BATCIIbHOCTHU
1151 obecniedeHrs MPaBUIbHOM TPAaHCKPUIIIMHU B 00paboTku nocnenosarensuocta JJHK,
KOAMPYIOLIEH OeIOK, y4aCTBYIOLIHIA B PETyJISILUN TOHYCA TJIAJKUX MBILILI, TIPU BBEICHUH
PEKOMOMHAHTHOW BEKTOPHOH KOHCTPYKIIMH B KIIETKY-XO35IMHA.

[00048] HeBupycHble BEKTOPBI, IPEAyCMaTPHUBAEMbIe HACTOSIIUM U300peTeHHEM, TJIs
HKCIPECCHHU B KJIETKe IIIaaKol Mbliel nocnenosarenbHoct JJHK, kogupyromeii 6emok,
y4YaCTBYIOIIUI B peryJsILIMU TOHyCA INIAAKON MBILILB], MOTYT BKJIIOUATh BECh MJIH YacTh JIFOOOro
U3 CIIEAYIOUINX BEKTOPOB, N3BECTHBIX CIIELUAINCTAM B JAHHOW OOIACTH TEXHHUKH: pVax
(Thermo Fisher Scientific), pPCMVp (Invitrogen), pcDNA3 (Invitrogen), pET-3d (Novagen),
pProEx-1 (Life Technologies), pFastBac 1 (Life Technologies), pSFV (Life Technologies),
pcDNAZ2 (Invitrogen), pSL301 (Invitrogen), pSE280 (Invitrogen), pSE380 (Invitrogen), pSE420
(Invitrogen), pTrcHis A,B,C (Invitrogen), pRSET A,B,C (Invitrogen), pYES2 (Invitrogen),
pAC360 (Invitrogen), pVL1392 u pV11392 (Invitrogen), pPCDMS (Invitrogen), pcDNA I
(Invitrogen), pcDNA I(amp) (Invitrogen), pZeoSV (Invitrogen), pRc/CMV (Invitrogen),
pRc/RSV (Invitrogen), pREP4 (Invitrogen), pREP7 (Invitrogen), pREP8 (Invitrogen), pREP9

12
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(Invitrogen), pREP10 (Invitrogen), pCEP4 (Invitrogen), pEBVHis (Invitrogen) u APop6. [Ipyrue

BEKTOPbI OyyT OUEBUAHBI IJIs1 CIIELUANCTA B TaHHOW 00s1acTu. [IpeanodTuTeibHO BEKTOPOM

siBJIsieTCs pVax.

[00049]

B HEkoTOpBIX BapuaHTax OCYLIECTBJIEHHUS MOCIE0BATEIbHOCTD BeKTOpa pVax

COOCPKUT MOCIENOBATCIIBHOCTD!

1

6l
121
181
241
301
36l
421
481
541
601
66l
721
781
841
901
961
1021
1081
1141
1201
1261
1321
1381
1441
1501
1561
le21
le8l
1741
1801
1861
1921
1981
2041
2101
21el
2221
2281
2341
2401
2461
2521
2581
2641
2701
2761
2821

GACTCTTCGC
ATAGTAATCA
ACTTACGGTA
AATGACGTAT
CTATTTACGG
CCCTATTGAC
ATGGGACTTT
GCGGTTTTGG
TCTCCACCCC
AAAATGTCGT
GGTCTATATA
AATTAATACG
ACCGAGCTCG
GGCCGCTCGA
GTTGCCAGCC
CTCCCACTGT
ATTCTATTCT
GCAGGCATGC
AAGCGAACCG
AAACTGGATG
AGAGACAGGA
GGCCGCTTGG
TGATGCCGCC
CCTGTCCGGT
GACGGGCGTT
GCTATTGGGC
AGTATCCATC
ATTCGACCAC
TGTCGATCAG
CAGGCTCAAG
CTTGCCGAAT
GGGTGTGGCG
TGGCGGCGAA
GCGCATCGCC
CCTGATGCGG
ACTTTTCGGG
ATGTATCCGC
CTTCATTTTT
ATCCCTTAAC
TCTTCTTGAG
CTACCAGCGG
GGCTTCAGCA
CACTTCAAGA
GCTGCTGCCA
GATAAGGCGC
ACGACCTACA
GAAGGGAGAA
AGGGAGCTTC

GATGTACGGG
ATTACGGGGT
AATGGCCCGC
GTTCCCATAG
TAAACTGCCC
GTCAATGACG
CCTACTTGGC
CAGTACATCA
ATTGACGTCA
AACAACTCCG
AGCAGAGCTC
ACTCACTATA
GATCCACTAG
GTCTAGAGGG
ATCTGTTGTT
CCTTTCCTAA
GGGGGGTGGG
TGGGGATGCG
GAATTGCCAG
GCTTTCTCGC
TGAGGATCGT
GTGGAGAGGC
GTGTTCCGGC
GCCCTGAATG
CCTTGCGCAG
GAAGTGCCGG
ATGGCTGATG
CAAGCGAAAC
GATGATCTGG
GCGAGCATGC
ATCATGGTGG
GACCGCTATC
TGGGCTGACC
TTCTATCGCC
TATTTTCTCC
GAAATGTGCG
TCATGAGACA
AATTTAAAAG
GTGAGTTTTC
ATCCTTTTTT
TGGTTTGTTT
GAGCGCAGAT
ACTCTGTAGC
GTGGCGATAA
AGCGGTCGGG
CCGAACTGAG
AGGCGGACAG
CAGGGGGAAA

CCAGATATAC
CATTAGTTCA
CTGGCTGACC
TAACGCCAAT
ACTTGGCAGT
GTAAATGGCC
AGTACATCTA
ATGGGCGTGG
ATGGGAGTTT
CCCCATTGAC
TCTGGCTAAC
GGGAGACCCA
TCCAGTGTGG
CCCGTTTAAA
TGCCCCTCCC
TAAAATGAGG
GTGGGGCAGG
GTGGGCTCTA
CTGGGGCGCC
CGCCAAGGAT
TTCGCATGAT
TATTCGGCTA
TGTCAGCGCA
AACTGCAAGA
CTGTGCTCGA
GGCAGGATCT
CAATGCGGCG
ATCGCATCGA
ACGAAGAGCA
CCGACGGCGA
AAAATGGCCG
AGGACATAGC
GCTTCCTCGT
TTCTTGACGA
TTACGCATCT
CGGAACCCCT
ATAACCCTGA
GATCTAGGTG
GTTCCACTGA
TCTGCGCGTA
GCCGGATCAA
ACCAAATACT
ACCGCCTACA
GTCGTGTCTT
CTGAACGGGG
ATACCTACAG
GTATCCGGTA
CGCCTGGTAT

13

GCGTTGACAT
TAGCCCATAT
GCCCAACGAC
AGGGACTTTC
ACATCAAGTG
CGCCTGGCAT
CGTATTAGTC
ATAGCGGTTT
GTTTTGGCAC
GCAAATGGGC
TAGAGAACCC
AGCTGGCTAG
TGGAATTCTG
CCCGCTGATC
CCGTGCCTTC
AAATTGCATC
ACAGCAAGGG
TGGCTTCTAC
CTCTGGTAAG
CTGATGGCGC
TGAACAAGAT
TGACTGGGCA
GGGGCGCCCG
CGAGGCAGCG
CGTTGTCACT
CCTGTCATCT
GCTGCATACG
GCGAGCACGT
TCAGGGGCTC
GGATCTCGTC
CTTTTCTGGA
GTTGGCTACC
GCTTTACGGT
GTTCTTCTGA
GTGCGGTATT
ATTTGTTTAT
TAAATGCTTC
AAGATCCTTT
GCGTCAGACC
ATCTGCTGCT
GAGCTACCAA
GTCCTTCTAG
TACCTCGCTC
ACCGGGTTGG
GGTTCGTGCA
CGTGAGCTAT
AGCGGCAGGG
CTTTATAGTC

TGATTATTGA
ATGGAGTTCC
CCCCGCCCAT
CATTGACGTC
TATCATATGC
TATGCCCAGT
ATCGCTATTA
GACTCACGGG
CAAAATCAAC
GGTAGGCGTG
ACTGCTTACT
CGTTTAAACT
CAGATATCCA
AGCCTCGACT
CTTGACCCTG
GCATTGTCTG
GGAGGATTGG
TGGGCGGTTT
GTTGGGAAGC
AGGGGATCAA
GGATTGCACG
CAACAGACAA
GTTCTTTTTG
CGGCTATCGT
GAAGCGGGAA
CACCTTGCTC
CTTGATCCGG
ACTCGGATGG
GCGCCAGCCG
GTGACCCATG
TTCATCGACT
CGTGATATTG
ATCGCCGCTC
ATTATTAACG
TCACACCGCA
TTTTCTAAAT
AATAATAGCA
TTGATAATCT
CCGTAGAAAA
TGCAAACAAA
CTCTTTTTCC
TGTAGCCGTA
TGCTAATCCT
ACTCAAGACG
CACAGCCCAG
GAGAAAGCGC
TCGGAACAGG
CTGTCGGGTT

CTAGTTATTA
GCGTTACATA
TGACGTCAAT
AATGGGTGGA
CAAGTACGCC
ACATGACCTT
CCATGGTGAT
GATTTCCAAG
GGGACTTTCC
TACGGTGGGA
GGCTTATCGA
TAAGCTTGGT
GCACAGTGGC
GTGCCTTCTA
GAAGGTGCCA
AGTAGGTGTC
GAAGACAATA
TATGGACAGC
CCTGCAAAGT
GCTCTGATCA
CAGGTTCTCC
TCGGCTGCTC
TCAAGACCGA
GGCTGGCCAC
GGGACTGGCT
CTGCCGAGAA
CTACCTGCCC
AAGCCGGTCT
AACTGTTCGC
GCGATGCCTG
GTGGCCGGCT
CTGAAGAGCT
CCGATTCGCA
CTTACAATTT
TACAGGTGGC
ACATTCAAAT
CGTGCTAAAA
CATGACCAAA
GATCAAAGGA
AAAACCACCG
GAAGGTAACT
GTTAGGCCAC
GTTACCAGTG
ATAGTTACCG
CTTGGAGCGA
CACGCTTCCC
AGAGCGCACG
TCGCCACCTC
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2881 TGACTTGAGC GTCGATTTTT GTGATGCTCG TCAGGGGGGC GGAGCCTATG GAAAAACGCC
2941 AGCAACGCGG CCTTTTTACG GTTCCTGGGC TTTTGCTGGC CTTTTGCTCA CATGTTCTT

(SEQ ID NO: 10). B HekOTOpBIX BapHaHTaX OCYLIECTBIIEHUS MOCIEN0BATEIbHOCTE pVAX
COIEPIKUT MOCIEA0BATENBHOCTD € MO MeHblIeH Mepe 95%, o MeHbLIel Mepe 96%, o MeHbIIel
mepe 97%, no menbieit Mmepe 98% unu o menbieit Mepe 99% unentuaroctu ¢ SEQ ID NO:
10. B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHHS MOCaenoBaTeabHOCTh pVAX npenycmaTpuBaet
3ameny G Ha A B monoskernu 2 SEQ ID NO: 10, nononautenbubiii G B monoskennu S SEQ ID
NO: 10, 3ameny T Ha C B nonoxenuu 1158 SEQ ID NO: 10, orcyrcTue A B nonoxernuu 2092
SEQ ID NO: 10, 3ameny T na C B monoxxenun 2493 SEQ ID NO: 10 nian ux KoMOUHALHIO.
[00050] ITpomoTOpbI, MOAXOASIINE AJIST HACTOSIIEro H300pPETeHNUs, BKIFOYAI0T Oe3
OTrpaHUYECHUST KOHCTUTYTHBHBIE IPOMOTOPBI, TKAHECTIEU(UIHBIE IPOMOTOPBI H
UHIYIUOeTbHbIE MPOMOTOPBL. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS IPOMOTOP
npeACcTaBsieT COOOH MPOMOTOP, CrieU(UYHBIN I MIAAKUX MBI, B npyrux BapuaHTax
OCYILECTBJICHUSI IPOMOTOP MPEACTABISAET COOOH MPOMOTOP, CrIEHU(UIHBIN IS MbILIEYHOMN
kyeTku. [IpennouTuTeIbHO MPOMOTOP HE SIBJISIETCS] CrIeMMUYHBIM J1JIs1 SKCTIPECCHH B YPOTETHUH
IIPOMOTOPOM.

[00051] B onHOM BapuWaHTe OCYIIECTBIEHHUS HACTOSAIIETO U300PETEHUS SKCTIPECCHs
nocienosarensroct JJHK, xoqupyroreii 6e10K, y9acTBYIOLIHN B PEryJIsILUI TOHYCa MIIAAKUX
MBILIL], KOHTPOJUPYETCS U 3aBHCUT OT KOHKPETHOTO BEKTOPA, B KOTOPBIi ObliIa BBEIEHA
nocnenosarenbHocTs JJHK. HekoTopble sykaproTHdeckre BeKTOPbI ObUTH CKOHCTPYHUPOBAHBI
TaKiM 00pa3oM, 4TOOBI OHU MOTJIH 3KCIIPECCHPOBATH BCTPOSHHbBIE HYKJICHHOBBIE KHCIIOTHI C
JOCTHKEHHUEM BBICOKMX YPOBHEH B KJIETKe-X03s1HE. Taknue BEeKTOPBI CIONb3YIOT OAUH U3 psizia
MOIIIHBIX TIPOMOTOPOB ISl 00eCIIeueH s BHICOKOTO YPOBHS 3KCIIpecCui. B sykaprnoTnyecknx
BEKTOPAaX UCIOJIb3YIOTCS] IPOMOTOPHO-3HXAHCEPHBIE NOCIIEI0BATEIbHOCTH BUPYCHBIX [€HOB,
0COOEHHO reHOB OIMYXOJIEBBIX BHPYCOB. J{aHHBII KOHKPETHBIN BAPHAHT OCYINECTBIICHHS
HACTOALIEro N300peTeHHs PEAYyCMaTPUBAET PETYJILILHUIO SKCIIPECCHH TTOCIIeIOBATEIbHOCTH
JAHK, kopupyromeii Oenok, myTeM HCIIONIb30BAHUS HHAYLHOEIBHBIX TPOMOTOPOB.
HeorpanuuunBaroririe mpuMepbl HHAYLHHOEbHBIX TPOMOTOPOB BKJIFOYAIOT METAIJIOTHOHUHOBBIE
MIPOMOTOPBI U MPOMOTOPBI BUPYCa OMyXOJIH MOJIOYHOM keJie3bl MbIlu. B 3aBrcMMOCTH OT
BeKTOpa 3kcnpeccust nocnenosarenbHocTi JJHK B kiieTke rnaakoi MbIIisl Oyaer
UHIYLIPOBaHa 100aBJIEHHUEM ONPEeIEHHOIO COeUHEHNS B ONPeIeIeHHbIIl MOMEHT IHKJIa

pocra kieTku. Jpyrue npuMepbl IPOMOTOPOB M SHXAHCEPOB, 3(P(HEKTUBHBIX JJIST UCTIOJIb30BAHMS
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B PEKOMOMHAHTHBIX BEKTOPAX COTTACHO HACTOSLIEMY N300pPETEHHIO, BKIFOUAIOT 0e3
orpannyernss CMV (mmromeranosupyc), SV40 (supyc obesbsia 40), HSV (Bupyc npocroro
repneca), EBV (Bupyc Dnmreiina-bappa), petpoBupyc, aaeHOBUPYCHBIE TPOMOTOPHI U
SHXAHCepH! U criennpuIecKue Uil MIaJKUX MBI TPOMOTOPBI B SHXaHcepbl. IIpumepom
crienu(prUeCcKOro AJs MAAKUX MBIIIL] TpoMoTopa ABisiercss SM22a. MnnmocTpaTuBHbIe
NPOMOTOPBI, crieluduuecKue sl rIaakoil MbIbl, onucaHbl B mateHte CIIIA Ne 7169764,
MIOJTHOE COZIEpKaHUe KOTOPOrO BKJIIOYEHO B AAHHBIN JOKYMEHT MTOCPEACTBOM CCHUIKH.
[00052]

B npennouruTenbHBIX BapUAHTaX OCYIIECTBIICHUS IPOMOTOP MPEACTABISAET COOOH

MOCJIeIOBATEbHOCTD MpoMoTopa SM220. 1 MOXKET BKJIOYATh O€3 OrpaHUYeHHs TAKUE

nocjaeaoBaTCJIbHOCTH, KaK

gaattcagga
tgacccttcc
cagccaggcet
gttctgggtyg
ccctcectecect
gacaccacta
cagatagggg
tcagaccatc
tcececttecca
aggatctttc
ttaccctagt
aaggggccag
gcataccata
aggccacttt
ataaagggga
gtcaagacta
ccttgcaggt
agagcagacc
ttcceggecg
cagcttatta
agacatagca
acccgctcta
cttgtttgtc
cggctgcccec
agcctgtgtyg
tccatgggceca
cctaggcggce
cccagcccag
ccttgtaagt

cgtaatcagt
ttcagatgcc
ggctgtagtyg
agactgaccc
ctccctcetet
aagccttacc
cagaggagag
aggtgtgata
agaccactga
acgataagga
gtctccagcec
ggttgacttg
cctgtgggceca
gaacctcaat
acgtgaaagg
gttcccacca
tcetttgteg
caagtccggg
ccctcagcac
tagcttaaac
ggtactgaac
gcccgctaga
ttctcattga
cgacagactg
gagtgagtygg
gggaggggcg
ctttaaaccc
acaccgaagc
gcaagtcat

ggctggaaag
acaaggaggt

gattgagcgt
tgcctgaggg
ctgtttcctg
ttttaagaag
ctggttctgt
gcagttgtct
agctaggtgc
ctattttgaa
ttgccaggcec
ctgctaaaca
ggatgaccca
tttctcaact
aaggcgtttg
actcgatttt
ggccaaactc
taacaaggaa
cgccccgcecc
cctgcagcca
gtctcacctg
agccttggaa
taaaaggttt
ctccaacttg
ggcggcccgg
ccagcggacg
ctcacccagc
tactctcctt

(SEQ ID NO:

caagagctct
gctggagttc
ctgaggctgc
ttctctectt
aggtttccag
ttgcattcag
ctccactgtg
ttaaccctaa
aagataagtg
gggagggagg
ttaaacatcc
aggcactccc
tgttctgcca
gttaaatggg
catagtgcct
aaagccttgc
tagaatgcct
gggtttcagg
cgacccccgc
actcctttcet
ctgaggtggt
ctatctcata
aagcatgcag
gtgtctttcc
ggtggtgagc
gcagaggggt
cggcgcccca
ccagtccaca
9).
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agaggagctc
tatgcaccaa
acctctctgg
ccctcetetet
gattggggat
tgagtgtgtg
tttggtcttyg
ccctgagect
gggacccttt
gtgacactgt
gcccattgtc
tagagaagca
cgcacttggt
gtggtaactg
ggttgtgcag
aagaaggtygg
cccecetttet
gtcctgccca
agcatctcca
gggactcaga
cctagtcctc
ccaggctgca
agaatgtctc
ccaaatatgg
caagcagact
gacatcactg
gcccgtetge
aacgaccaag
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[00053] B mpeanoyTHTENbHBIX BAPHAHTAX OCYIIECTBICHHS MPOMOTOP MPENCTaBIIsIeT COOOM
NOCJIeI0BATEIbHOCTD IIPOMEKYTOYHOI'O PAHHETO MPOMOTOPA LIUTOMETAJIOBUPYCa YeJIOBeKa U
MOXET BKJIIOUaTh O3 OrpaHUYeHNUs TaKue MOCIe]0BATEIbHOCTH, KaK
CGTTACATAACTTACGGTAAATGGCCCGCCTGGCTGACCGCCCAACGACCCCCGCCCATTGACG
TCAATAATGACGTATGTTCCCATAGTAACGCCAATAGGGACTTTCCATTGACGTCAATGGGTGG
AGTATTTACGGTAAACTGCCCACTTGGCAGTACATCAAGTGTATCATATGCCAAGTACGCCCCC
TATTGACGTCAATGACGGTAAATGGCCCGCCTGGCATTATGCCCAGTACATGACCTTATGGGAC
TTTCCTACTTGGCAGTACATCTACGTATTAGTCATCGCTATTACCATGGTGATGCGGTTTTGGC
AGTACATCAATGGGCGTGGATAGCGGTTTGACTCACGGGGATTTCCAAGTCTCCACCCCATTGA
CGTCAATGGGAGTTTGTTTTGGCACCAAAATCAACGGGACTTTCCAAAATGTCGTAACAACTCC
GCCCCATTGACGCAAATGGGCGGTAGGCGTGTACGGTGGGAGGTCTATATAAGCAGAGCT (SEQ
ID NO: 1).

[00054] B HexkOTOpPBIX acmekTax MOXeT ObITh BKJIFOUEH caiiT npaliMuposanus T7, kak
HampuMmep Oe3 OrpaHUYEHHUs] TaKUe MOCIEA0BaTENbHOCTH, Kak TAATACGACTCACTATAGGG nmox
SEQ ID NO: 2.

[00055] B HEKOTOpBIX acrekTax PpeKOMOWHAHTHBIN BUPYC /WK TUIA3MHJIA, HCIIONb3YeMbIe
nuist sxcrpeccun nocaenosarenvbHocTH JIHK nnm Genka cornacHo HacTosmeMy H300peTeHHIO,
COIEPIKUT MOCIIENOBATENIBHOCTD MONUA (TIONMAACHUINPOBAHMS ), TAKYIO KaK
HIOCJIEI0BATEIbHOCTH, PECTABICHHBIC B TAHHOM JJOKYMEHTE (Hampumep, MocIeJ0BaTeIbHOCTh
nosuA BGH). Kak npasuiio, mo0as moaxoasimas nociaeI0BaTeIbHOCTb MOJTHA MOKET
UCMOJIb30BATHCA AJIS XKEeJIAeMOH SKCIPecCun TpaHcrena. Hanpumep, B HEKOTOPBIX ClTydasix
HacTosilIee N300peTeHre pelyCMaTPUBAET ITOCIEA0BATEIbHOCTD, COAEPIKAILYIO
nocnenosarenbHOCTh NoJuA BGH unu vacts nocnenosarensHoctu nonuA BGH. B Hekotopeix
CJIydasix HaCTOsIIEe PACKPBITHE MPENyCMaTPUBAET MTOCIEA0BATENIbHOCTU OJUA, cozleprKalninue
KOMOMHALIUIO OAHOM MJIM HECKOJNIBKUX MOCIIE0BATEIbHOCTEN HIIN 3JIEMEHTOB
MIOCJIEA0BATEIbHOCTU MONUA. B HEKOTOPBIX CiIyuasiX MOCIeA0BAaTeIbHOCTb OJUA He
UCTOJb3yeTcsl. B HEKOTOPBIX Clyyasx OfHA WM HECKOJIBKO MOCIE0BATEIbHOCTEHN MONMUA MOTYT
onpenensThes kak Herpancaupyemsie oonacta (UTR), 3'-UTR wnu tepmunupyromme
MOCTIEIOBATEIbHOCTH.

[00056] JlnuHa nmocneaoBaTENbHOCTH MOJMUA MOXKET MPeNyCMaTPUBATh AJIUHY,

cocrasysiromnyro 1-10 . o, 10-20 m. 0., 20-50 m. 0., 50-100 m. 0., 100-500 1. 0., 500 m. 0. -1 T. m.
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H,lTnH-2T0nH,2T 0LH-3T0H,3T0H-4T 0 H,4T. I H-5T. 0. H, 5T 0. H. -
6T MH,6TNH-7TNLH,7TITH-8TNH,8T M. H-9T N HUIT. M H -10T 0. H
JIMHa MocnenoBaTeIbHOCTH NOJUA MOKET MPeNyCMaTPUBATh JJIMHY, COCTABIIAIOIIYIO MO
MeHbiieii Mmepe 1 m. 0,2mn. 0,3 0. 0,4mo,5n.0,6n0,7nm0,8mo0,9mn0,10m o, 20
mo0.,30m o0.,40n.0.,50m 0.,60n.0.,70mn. 0,801 0,901 o, 100 . 0., 200 m. 0., 300 11. 0.,
400m. 0.,500m. 0.,600m 0., 700m. 0.,800m.0.,900m. o, 1T o u,2T. mH,3T. I H,4T I
H,5TmH,6T. 0 H,7T. M H,8T. 1M H, 9T 1. H. u 10 T. 0. H. J[11HA MOCE0BATENHEHOCTH
MOJIMA MOKET MPeayCMaTPUBATh JJIMHY, COCTABIISIFOIINYIO He Oonee 1 m. 0., 2 m. 0., 3 m. 0., 4 1.
o,5mo,6mo,7mo0,8mo0,9mo0,10m0.,20m 0.,30m0,40m 0.,50m o.,,60m o, 70
m o0.,80m 0,9 . o, 100 0. 0., 200 . 0., 300 1. 0., 400 1. 0., 500 m. 0., 600 1. 0., 700 1. 0.,
800m o0,900mo,ltTmH,2TonH,3T 0. H, 4T H,ST 0 H,6T. 0. H,7 T.11. H, 8 T. I
H,9T. muH ul0T m 1

[00057] B Hekoropbix cinyuasx noauA BGH moker Bkiro4atTh 0e3 orpaHUYEeHUs TaKue
MOCJIEN0BATENbHOCTH, KaK

agcctcgact gtgceccttcta gttgccagecce atctgttgtt tgcccctcecc
ccgtgectte cttgaccctg gaaggtgcca ctcccactgt cctttcectaa
taaaatgagg aaattgcatc gcattgtctg agtaggtgtc attctattct
ggg9ggtggg gtggggcagg acagcaaggg ggaggattgg gaagacaata

gcaggcatgc tggggatgcg gtgggctcta gtgggctct (SEQID NO: 3).

[00058] B HexkOTOpPBIX Ciy4asx MOCIEAOBATENBHOCTH MOJMUA MOTYT ObITh ONITUMH3HPOBAHEI B
OTHOLICHUH PA3JINYHBIX MAPAMETPOB, BIUSIOMINX HA KCIPECCUIO Oenka, BKIovas 6e3
orpanmyenus Bpems nonyxkuznu MPHK Tpancrena B xierke, crabunsaocte MPHK TpaHcrena
WIH PETYJSIUI0 TpaHcKkpunuuu. Hampumep, nmocnenoBaTeIbHOCTH MOJUA MOTYT OBbITh
W3MEHEeHbI Ui yBenudeHus: Tpanckpunun MPHK TpancreHa, 4To MOXKeT MpuUBECTH K
YBEJIMYESHHIO SKCIIPECCHU Oelika. B HEKOTOPBIX ClTydasix MOCIEAOBATEIbHOCTH MOJUA MOTYT
OBITh N3MEHEHBI 1JIsl YMEHbBLICHUS] BpeMeHH Moy ku3Hu Tpanckpunta MPHK Tpancrena, uto
MOJKET MPUBECTH K CHUKEHHUIO KCIIpeccuu Oeka.

[000S9] B HEKOTOpBIX aCHEKTax BEKTOP COAEPIKUT MOCIEA0BATENBHOCTD, NPEICTABIIOLIYIO
co0oii mocnenoBaTeIbHOCTb, KOMUPYIOLIYIO TOUKY Ha4yaia PerIHKaliy, KaK HalpUMep TaKOBbIe

npeayCMOTPECHHBIC B IaHHOM JOKYMCHTC. HOCJ’[GL[OBaTeJ'IbHOCTI/I TOYKHU Ha4daJia pCIJIMKAaluu, KakK
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IpaBuio, obecrieunBaeT MOCJICA0OBATECIIbHOCTD, IMMOJIE3HYIO OJIs1 BOCIIPOU3BOACTBA

TUTa3MHIbI/BEKTOPA

[00060]

BKJIIOUATh 0Oe3 OTPaHUYCHUS TaKUE NTOCICAOBATCIIBHOCTHU, KaK

ccgtagaaaa
atctgctgcet
gccggatcaa
gagcgcagat
cacttcaaga
gttaccagtg
actcaagacg
ggttcgtgca
atacctacag
aggcggacag
agggagcttc
tcgceccacctce
ggagcctatg
ttttgctggce

[00061]

gatcaaagga
tgcaaacaaa
gagctaccaa
accaaatact
actctgtagc
gctgctgcca
atagttaccg
cacagcccag
cgtgagctat
gtatccggta
cagggggaaa
tgacttgagc
gaaaaacgcc
cttttgctca

tcttcttgag
aaaaccaccg
ctctttttecc
gtccttctag
accgcctaca
gtggcgataa
gataaggcgc
cttggagcga
gagaaagcgc
agcggcagygg
cgcctggtat
gtcgattttt
agcaacgcgg

catgttctt (SEQID NO: 4).

atcctttttt
ctaccagcgg
gaaggtaact
tgtagccgta
tacctcgcectc
gtcgtgtctt
agcggtcggg
acgacctaca
cacgcttccc
tcggaacagg
ctttatagtc
gtgatgctcg
cctttttacg

B HEKOTOpPBIX cyyasix, MOCIEN0BATEIbHOCTD TOUKHU Hadana peruukanun pUC Moxer

tctgcgcgta
tggtttgttt
ggcttcagca
gttaggccac
tgctaatcct
accgggttygg
ctgaacgggg
ccgaactgag
gaagggagaa
agagcgcacg
ctgtcgggtt

tcaggggggc
gttcctgggce

BexkTop Takke MOXKET comepIKaTh CeNeKTHpyeMblil Mapkep. CenexTupyemble

MapKepbl MOTYT OBbITh NOJOXKUTENBbHBIMH, OTPULIATEbHBIMY WM ON(YHKLIHOHATBHBIMU.
[TonoxuTenbHbIE CENEKTHPYEMbIE MapKephl MO3BOJISIIOT OCYIIECTBIISITh OTOOP KJIETOK, HECYIUX
MapKep, TOTrJja Kak OTPHULIATENbHbIE CEIEKTHPYEMbIE MapKephl IO3BOJIAIOT U30HUPATENBHO
UCKJIIOYATh KJIETKHU, HecyInue Mapkep. OMHUCaHO MHOKECTBO TAKUX MapKEPHBIX I€HOB, BKJIIOYas
OuyHKINOHAIBHBIE (TO €CTh MOJIOKHUTENbHbIE/OTPHLIATENbHBIE) MapKephl (CM., HAaTIpuMep,
Lupton, S., WO 92/08796, onybnukoBanHbiii 29 mast 1992 r.; u Lupton, S., WO 94/28143,
onyOnukoBaHHbIH 8 nexkadpst 1994 r.). [IpuMepbl OTPUIIATENBHBIX CEIEKTHPYEMBIX MAPKEPOB
MOTYT IIPEeAyCMaTPUBATh BKIIOUEHHE T'€HOB YCTOWYMBOCTH K aHTUOMOTHKAM, TAKUM KaK
AMITULIMJUIMH WM KaHAaMUIUH. Takne MapKepHble TeHbl MOTYT 00€CTIeUNTh AOTOIHUTEIbHYIO
Mepy KOHTpPOJISA, KOTOpasi MOKeT 00J1afaTh NPEeUMyIECTBOM B KOHTEKCTE FeHHOM TepaIuH.
bonbiioe pasHOOOpasue TakUX BEKTOPOB U3BECTHO B JAHHOM 00J1aCTH U, KaK MIPaBUIIo,
JOCTYIIHO.
[00062] B HEkOTOpBIX Ciy4asx HyKJIEHMHOBas KUCJIOTA, KOAUPYIOLIAs yCTOMYUBOCTD K
KaHAMHLIMHY, MOXKET BKIIFOUaTh 0€3 OrpaHUueHHs TAKHeE MTOCIIEA0BATENIbHOCTH, KaK

ttcgcatgat tgaacaagat ggattgcacg caggttctcc ggccgcettgg
gtggagaggc tattcggcta tgactgggca caacagacaa tcggctgctc
tgatgccgecc gtgttccggce tgtcagcgca ggggcgcecccg gttcetttttg
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tcaagaccga
cggctatcgt
cgttgtcact
ggcaggatct
atggctgatg
attcgaccac
aagccggtcet
gcgccagccg
ggatctcgtc
aaaatggccg
gaccgctatc
tggcggcgaa
ccgattcgca

cctgtccggt
ggctggccac
gaagcgggaa
cctgtcatcet
caatgcggceg
caagcgaaac
tgtcgatcag
aactgttcgc
gtgacccatg
cttttctgga
aggacatagc
tgggctgacc
gcgcatcgcec

gccctgaatg
gacgggcgtt
gggactggct

caccttgctc
gctgcatacg
atcgcatcga
gatgatctgg
caggctcaag
gcgatgcctg
ttcatcgact
gttggctacc
gcttcctegt
ttctatcgcee

aactgcaaga
ccttgcgcecag
gctattgggc
ctgccgagaa
cttgatccgg
gcgagcacgt
acgaagagca
gcgagcatgc
cttgccgaat
gtggccggct
cgtgatattg
gctttacggt
ttcttgacga
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cgaggcagcg
ctgtgctcga
gaagtgccgg
agtatccatc
ctacctgccc
actcggatgg
tcaggggctc
ccgacggcga
atcatggtgg
gggtgtggcg
ctgaagagct
atcgccgetce
gttcttctga

(SEQ ID NO: 5).

[00063] PexoMOMHAHTHBINA BEKTOP/TIIA3MHIA COAESPIKUT MOJUHYKIEOTU, KOTUPYIOIIUN

6enok Maxi-K venoseka, MyranTHbIH Oenok Maxi-K mnm ero ¢yHKIMOHANBHBIH (parMeHT.
WnnrocTpaTuBHAs HYyKJIEMHOBAs KUCIIOTA, Kopupyomas oenok Maxi-K, mogxomsiuii ais
MICTIONIB30BAHMS B HACTOSIINEM H300PETEHHH, BKIIFOUAET ITOCIEI0BATEIbHOCTD HYKJIEHHOBON
kucjotel mog SEQ ID NO: 6.

[00064] ASlo

ATGGCAAACGGTGGCGGCGGLCGEGCGEGCGGCAGCAGCGGLGGLGGCGGELEGELEGGCGGCGGAGGCA
GCGGTCTTAGAATGAGCAGCAATATCCACGCGAACCATCTCAGCCTAGACGCGTCCTCCTCCTC
CTCCTCCTCCTCTTCCTCTTCTTCTTCTTCCTCCTCCTCTTCCTCCTCGTCCTCGGTCCACGAG
CCCAAGATGGATGCGCTCATCATCCCGGTGACCATGGAGGTGCCGTGCGACAGCCGGGGCCAALC
GCATGTGGTGGGCTTTCCTGGCCTCCTCCATGGTGACTTTCTTCGGGGGCCTCTTCATCATCTT
GCTCTGGCGGACGCTCAAGTACCTGTGGACCGTGTGCTGCCACTGCGGGGGCAAGACGAAGGAG
GCCCAGAAGATTAACAATGGCTCAAGCCAGGCGGATGGCACTCTCAAACCAGTGGATGAAARAAG
AGGAGGCAGTGGCCGCCGAGGTCGGCTGGATGACCTCCGTGAAGGACTGGGCGGGGGTGATGAT
ATCCGCCCAGACACTGACTGGCAGAGTCCTGGTTGTCTTAGTCTTTGCTCTCAGCATCGGTGCA
CTTGTAATATACTTCATAGATTCATCAAACCCAATAGAATCCTGCCAGAATTTCTACAAAGATT
TCACATTACAGATCGACATGGCTTTCAACGTGTTCTTCCTTCTCTACTTTGGCTTGCGGTTTAT
TGCAGCCAACGATAAATTGTGGTTCTGGCTGGAAGTGAACTCTGTAGTGGATTTCTTCACGGTG
CCCCCCGTGTTTGTGTCTGTGTACTTAAACAGAAGTTGGCTTGGTTTGAGATTTTTAAGAGCTC
TGAGACTGATACAGTTTTCAGAAATTTTGCAGTTTCTGAATATTCTTAAAACAAGTAATTCCAT
CAAGCTGGTGAATCTGCTCTCCATATTTATCAGCACGTGGCTGACTGCAGCTGGGTTCATCCAT
TTGGTGGAGAATTCAGGGGACCCATGGGAAAATTTCCAAAACAACCAGGCTCTCACCTACTGGG
AATGTGTCATTTACTCATGGTCACAATGTCCACCGTTGGTTATGGGGATGTTTATGCAAAAACC
ACACTTCGGCGCCTCTTCATGGTCTTCTTCATCCTCGGGGGACTGGCCATGTTTGCCAGCTACG
TCCCTGAAATCATAGAGTTAATAGGAAACCGCAAGAAATACGGGGGCTCCTATAGTGCGGTTAG
TGGAAGAAAGCACATTGTGGTCTGCGGACACATCACTCTGGAGAGTGTTTCCAACTTCCTGAAG
GACTTTCTGCACAAGGACCGGGATGACGTCAATGTGGAGATCGTTTTTCTTCACAACATCTCCC
CCAACCTGGAGCTTGAAGCTCTGTTCAAACGACATTTTACTCAGGTGGAATTTTATCAGGGTTC
CGTCCTCAATCCACATGATCTTGCAAGAGTCAAGATAGAGTCAGCAGATGCATGCCTGATCCTT
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GCCAACAAGTACTGCGCTGACCCGGATGCGGAGGATGCCTCGAATATCATGAGAGTAATCTCCA
TAAAGAACTACCATCCGAAGATAAGAATCATCACTCAAATGCTGCAGTATCACAACAAGGCCCA
TCTGCTAAACATCCGAGCTGGAATTGGAAAGAAGGTGATGACGCAATCTGCCTCGCAGAGTTGA
AGTTGGGCTTCATAGCCCAGAGCTGCCTGGCTCAAGGCCTCTCCACCATGCTTGCCAACCTTCT
CCATGAGGTCATTCATAAAGATTGAGGAAGACACATGGCAGAAATACTACTTGGAAGGAGTCTC
AAATCAAATGTACACAGAATATCTCTCCAGTGCCTTCGTGGGTCTGTCCTTCCCTACTGTTTGT
GAGCTGTGTTTTGTGAAGCTCAAGCTCCTAATGATAGCCATTGAGTACAAGTCTGCCAACCGAG
AGAGCCGTATATTAATTAATCCTGGAAACCATTTTAAGATCCAAGAAGGTACTTTAGGATTTTT
CATCGCAAGTGATGCCAAAGAAGTTAAAAGGGCATTTTTTTACTGCAAGGCCTGTCATGATGAC
ATCACAGATCCCAAAAGAATAAAAAAATGTGGCTGCAAACGGCTTGAAGATGAGCAGCCGTCAA
CACTATCACCAAAAAAAANGCAACGGAATGGAGGCATGCGGAACTCACCCAACACCTCGCCTAA
GCTGATGAGGCATGACCCCTTGTTAATTCCTGGCAATGATCAGATTGACAACATGGACTCCAAT
GTGAAGAAGTACGACTCTACTGGGATGTTTCACTGGTGTGCACCCAAGGAGATAGAGAAAGTCA
TCCTGACTCGAAGTGAAGCTGCCATGACCGTCCTGAGTGGCCATGTCGTGGTCTGCATCTTTGG
CGACGTCAGCTCAGCCCTGATCGGCCTCCGGAACCTGGTGATGCCGCTCCGTGCCAGCAACTTT
CATTACCATGAGCTCAAGCACATTGTGTTTGTGGGCTCTATTGAGTACCTCAAGCGGGAATGGE
AGACGCTTCATAACTTCCCCAAAGTGTCCATATTGCCTGGTACGCCATTAAGTCGGGCTGATTT
AAGGGCTGTCAACATCAACCTCTGTGACATGTGCGTTATCCTGTCAGCCAATCAGAATAATATT
GATGATACTTCGCTGCAGGACAAGGAATGCATCTTGGCGTCACTCAACATCAAATCTATGCAGT
TTGATGACAGCATCGGAGTCTTGCAGGCTAATTCCCAAGGGTTCACACCTCCAGGAATGGATAG
ATCCTCTCCAGATAACAGCCCAGTGCACGGGATGTTACGTCAACCATCCATCACAACTGGGGTC
AACATCCCCATCATCACTGAACTAGTGAACGATACTAATGTTCAGTTTTTGGACCAAGACGATG
ATGATGACCCTGATACAGAACTGTACCTCACGCAGCCCTTTGCCTGTGGGACAGCATTTGCCGT
CAGTGTCCTGGACTCACTCATGAGCGCGACGTACTTCAATGACAATATCCTCACCCTGATACGG
ACCCTGGTGACCGGAGGAGCCACGCCGGAGCTGGAGGCTCTGATTGCTGAGGAAAACGCCCTTA
GAGGTGGCTACAGCACCCCGCAGACACTGGCCAATAGGGACCGCTGCCGCGTGGCCCAGTTAGC
TCTGCTCGATGGGCCATTTGCGGACTTAGGGGATGGTGGTTGTTATGGTGATCTGTTCTGCAAA
GCTCTGAAAACATATAATATGCTTTGTTTTGGAATTTACCGGCTGAGAGATGCTCACCTCAGCA
CCCCCAGTCAGTGCACAAAGAGGTATGTCATCACCAACCCGCCCTATGAGTTTGAGCTCGTGCC
GACGGACCTGATCTTCTGCTTAATGCAGTTTGACCACAATGCCGGCCAGTCCCGGGCCAGCCTG
TCCCATTCCTCCCACTCGTCGCAGTCCTCCAGCAAGAAGAGCTCCTCTGTTCACTCCATCCCAT
CCACAGCAAACCGACAGAACCGGCCCAAGTCCAGGGAGTCCCGGGACAAACAGAAGTACGTGCA
GGAAGAGCGGCTTTGATATGTGTATCCACCGCCACTGTGTGAAACTGTATCTGCCACTCATTTC
CCCAGTTGGTGTTTCCAACAAAGTAACTTTCCCTGTTTTCCCCTGTAGTCCCCCCCTTTTTTTT
TACACATATTTGCATATGTATGATAGTGTGCATGTGGTTGTCATTTTTATTTCACCACCATAAA
ACCCTTGAGCACAACAGCAAATAAGCAGACGGGCTCCGGAATTCCTGCAGCCCGGGGGATCCAC
TAG (SEQ ID NO: 6)

[00065] Mopudukarun resa AS/o MOXXHO HCTIONB30BATh IS ) (PEeKTUBHOTO JIeYeHUs

3a005eBaHNUs YeOBeKa, KOTOPOE BbI3BAHO, HAIIPUMEP, U3MEHEHUSIMHU SKCIIPECCUU, aKTUBHOCTH,
COOBITHI BOCXOASIIIEH Nepeiaduy CUTHAJIOB W/WITH COOBITHI HUCXOASIIEH epeadyn CUrHAJIOB
BK-kxanana. Moaudukanny HyKJI€OTHAHON WM ENTHIHON TMOCNIeoBaTenbHOCTH AS/o nukoro
THUIAa MOTYT BKJIFOUaTh 0€3 OrpaHWYEHHs ACIELNH, HHCEPLUH, CIBUTH PAMOK CUHTHIBAHUS,
3aMeHbl 1 nHBepcuu. Hanpumep, npennonaraemble Mogudukanuu nociaenosarenbHocty hSlo

JTUKOTO THTA BKJIFOYAKOT 3aMEHbI OJTHOTO HyKjieoTuaa B nmocnegosareapaocty JIHK, kJIHK nnn
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PHK, xomupyromeii hSlo, n/umm oquHOYHBIE AMUHOKHCIIOTHBIE 3aMEHBI B ITOCIIEIOBATEIbHOCTH
NenTHIA WU MOoUNenTraa, konupyroiei hSlo. 3amena ogHOro HykJIeoTHAA B
nocnegosarenbHocTu JJHK, kJIHK wau PHK, kogupyromeit hSlo, w/vwnm ogHOM aMUHOKHCIOTHI
B MIOCJIEIOBATEIbHOCTH MENTHAA WK Nojunentuaa, kogupyroineit hSlo, Takske obo3Hauaercs
Kak TodeuHas myTauus. 3amensl B nocaeaosarenpHoctd JHK, k/IHK wnu PHK, xonupyromeii
hSlo, w/unu nenTUAHON WK MOJTUIENTHAHON MOCIEA0BATENBHOCTH, Koaupytomei hSlo, MoryT
OBITb KOHCEPBATUBHBIMHU UM HEKOHCEPBATHBHBIMU.

[00066] IIpenmoururenvHas Momudukanus B reHe AS/o BKIIFOYaeT TOYSUHYIO MYTAIUIO B
nojioskeHnu 1054 HykJIeMHOBOM KHUCIOTHI Ipu HyMepauuu B coorsercTuu ¢ SEQ ID NO: 7.
JlaHHas ToueyHast MyTalisl IPUBOAUT K aMUHOKUCIIOTHOW 3aMeHe B TOJIoskeHUH 352 Oenka
kaHaja MaxiK npu Hymepaiuu B cootBerctBruu ¢ SEQ ID NO: 7. Hanpumep, ToueuHas
MyTauus npencTasisier codoii 3ameny cepuna (S) Ha TpeonuH (T) (manpumep, T352S).
Heo0s3arensHO 1ONMONHUTENBHBIE MOAU(DUKALUH B reHe /75/0 BKIF0Ya0T TOUEUHbIE My TALIUY,
KOTOpbIE IPUBOJSAT K OJHOHN I HECKOJIBKUM aMHHOKHUCIOTHBIM 3aMEHAM B MOJIOXKEHHUSX
aMuHOKHCIOT 496, 602, 681, 778, 805 unu 977 npu Hymepauuu B coorserctsuu ¢ SEQ ID NO:
8.

[00067] JlomosHUTENbHBIE MyTaLMM B AMUHOKHCIOTHOH nocnenosatenbHoctu (SEQ ID NO:
8) Takke BBIIENAIOTCS OeNbIME OYKBaMH Ha Y€PHOM (POHE U COMPOBOXKAAOTCS HA3BAHUEM
myTauuu (Hanpumep, C977A (C1), C496A (C2), C681A (C3), M602L (M1), M778L (M2) n
MSBO0SL (M3)).

1 ATGGCAAATGGTGGCGGCGGCGGCGGCGGCAGCAGCGGCGGCGGCGGCGGCGGCGGAGGC 60
1M A N G G G 6 G 6 G 8 &8s 6 G 6 6 G 6 G G

61 AGCAGTCTTAGAATGAGTAGCAATATCCACGCGAACCATCTCAGCCTAGACGTGTCCTCC 120
21 s s L. R M 8 §$ N I H A N H L S8 L D V S8 s

121 TCCTCCTCCTCCTCCTCTTCCTCTTCTTCTTCTTCCTCCTCCTCTTCCTCCTCGTCCTCG 180
41 8 8 S S 8 8 8 8 8 8 8 8 8 8 S8 s s s s s

181 GTCCACGAGCCCAAGATGGATGCGCTCATCATCCCGGTGACCATGGAGGTGCCGTGCGAC 240
61 vV H E P K M D A L I I P V T M E V P C D

241 AGCCGGGGCCAACGCATGTGGTGGGCTTTCCTGGCCTCCTCCATGGTGACTTTCTTCGGG 300
8l 8$s R 6 Q R M W W A F L. A 8 8 M VvV T F F G

301 GGCCTCTTCATCATCTTGCTCTGGCGGACGCTCAAGTACCTGTGGACCGTGTGCTGCCAC 360
10l ¢ L F I I L L W R T L K Y L W T V C C H
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361
121

421
141

481
161

541
181

601
201

661
221

721
241

781
261

841
281

901
301

96l
321

1021

341

1081

361

1141
381

1201
401

126l
421

1321
441

1381
461

1441

TGCGGGGGCAAGACGAAGGAGGCCCAGAAGATTAACAATGGCTCAAGCCAGGCGGATGGC 420
C 6 6 K T K E A Q K I NNG S S Q A D G

ACTCTCAAACCAGTGGATGAAAAAGAGGAGGCAGTGGCCGCCGAGGTCGGCTGGATGACC 480
T L K P V D E K E E A V A A E V G W MT

TCCGTGAAGGACTGGGCGGGGGTGATGATATCCGCCCAGACACTGACTGGCAGAGTCCTG 540
S v X D WA GV M I S A Q T L T G R V L

GTTGTCTTAGTCTTTGCTCTCAGCATCGGTGCACTTGTAATATACTTCATAGATTCATCA 600
v v L V. F AL 8 I 6 A L V I ¥ F I D s s

AACCCAATAGAATCCTGCCAGAATTTCTACAAAGATTTCACATTACAGATCGACATGGCT 660
N P I E $S C @ N F ¥ K D F T L @ I D M A

TTCAACGTGTTCTTCCTTCTCTACTTCGGCTTGCGGTTTATTGCAGCCAACGATAAATTG 720
F N V F F L L ¥ F 6 L R F I A A N D K L

TGGTTCTGGCTGGAAGTGAACTCTGTAGTGGATTTCTTCACGGTGCCCCCCGTGTTTGTG 780
W F W L E V N §$ V VD F F T V P P V F V

TCTGTGTACTTAAACAGAAGTTGGCTTGGTTTGAGATTTTTAAGAGCTCTGAGACTGATA 840
S v ¥ L N R S WL G L R F L R A L R L I

CAGTTTTCAGAAATTTTGCAGTTTCTGAATATTCTTAAAACAAGTAATTCCATCAAGCTG 900
Q F s E I L ¢ F L N I L K T s N 8 I K L

GTGAATCTGCTCTCCATATTTATCAGCACGTGGCTGACTGCAGCCGGGTTCATCCATTTG 960
v N L L s I F I 8§ T w L T A A G F I H L

GTGGAGAATTCAGGGGACCCATGGGAAAATTTCCAAAACAACCAGGCTCTCACCTACTGG 1020
v E N S G D P W EDNVF Q NN Q@ A L T Y W

GAATGTGTCTATTTACTCATGGTCACAATGTCCACCGTTGGTTATGGGGATGTTTATGCA 1080
ATGGTCACAATGTCC CCGTTGGTTATGGGGAT (SEQ ID NO:11)
E ¢ v ¥y L L M V T M S v 6 ¥ G D V Y A

AAAACCACACTTGGGCGCCTCTTCATGGTCTTCTTCATCCTCGGGGGACTGGCCATGTTT 1140
K T T L. 6 R L F M V F F I L 6 G L A M F

GCCAGCTACGTCCCTGAAATCATAGAGTTAATAGGAAACCGCAAGAAATACGGGGGCTCC 1200
A S ¥ v P E I I E L I G N R K K Y G G s

TATAGTGCGGTTAGTGGAAGAAAGCACATTGTGGTCTGCGGACACATCACTCTGGAGAGT 1260
Y §s A vV $ G R K HI vv C G H I T L E S8

GTTTCCAACTTCCTGAAGGACTTTCTGCACAAGGACCGGGATGACGTCAATGTGGAGATC 1320
vV $S N F L K D F L H K D R D D V N V E I

GTTTTTCTTCACAACATCTCCCCCAACCTGGAGCTTGAAGCTCTGTTCAAACGACATTTT 1380
vV F L H N I 8 P N L E L E A L F K R H F

ACTCAGGTGGAATTTTATCAGGGTTCCGTCCTCAATCCACATGATCTTGCAAGAGTCAAG 1440
T Q V E F ¥ @ 6 $s vV L N P H D L A R V K

ATAGAGTCAGCAGATGCATGCCTGATCCTTGCCAACAAGTACTGCGCTGACCCGGATGCG 1500
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481

1501

501

1561
521

le21
541

1681
561

1741
581

1801

601

1861

621

1921
641

1981

661

2041

681

2101
701

216l
721

2221
741

2281
761
2341
781
2401
801

2461
821

I E s A D A CUL I L A N K Y A D P D A
GAGGATGCCTCGAATATCATGAGAGTAATCTCCATAAAGAACTACCATCCGAAGATAAGA
E D A S N I MRV I 8 I K N Y H P K I R

ATCATCACTCAAATGCTGCAGTATCACAACAAGGCCCATCTGCTAAACATCCCGAGCTGG
I I T ¢ M L Q ¥ H N K A H L L N I P S W

AATTGGAAAGAAGGTGATGACGCAATCTGCCTCGCAGAGTTGAAGTTGGGCTTCATAGCC
N W K E 6 D D A I CULAZETULI KIULGU F I A

CAGAGCTGCCTGGCTCAAGGCCTCTCCACCATGCTTGCCAACCTCTTCTCCATGAGGTCA
Q s ¢ L A Q G L s TM L A NL F s M R S

TTCATAAAGATTGAGGAAGACACATGGCAGAAATACTACTTGGAAGGAGTCTCAAATGAA
F I K I E E D T W @ K ¥ ¥ L E G V S N E

ATGTACACAGAATATCTCTCCAGTGCCTTCGTGGGTCTGTCCTTCCCTACTGTTTGTGAG
Y T E ¥ L §$ 8§ A F V G L 8 F P T V C E
CTGTGTTTTGTGAAGCTCAAGCTCCTAATGATAGCCATTGAGTACAAGTCTGCCAACCGA

L ¢ F v K L KL LM I A I E Y K S A N R

GAGAGCCGTATATTAATTAATCCTGGAAACCATCTTAAGATCCAAGAAGGTACTTTAGGA
E s R I L I N P G N H L K I Q E G T L G

TTTTTCATCGCAAGTGATGCCAAAGAAGTTAAAAGGGCATTTTTTTACTGCAAGGCCTGT
F *F I A 8§ D A K E V K R A F F Y C K A
CATGATGACATCACAGATCCCAAAAGAATAAAAAAATGTGGCTGCAAACGGCTTGAAGAT

H D D I T D P K R I K K C G C K R L E D

GAGCAGCCGTCAACACTATCACCAAAAAAAANAGCAACGGAATGGAGGCATGCGGAACTCA
E @ P S T L s P K K K Q R N G G M R N s

CCCAACACCTCGCCTAAGCTGATGAGGCATGACCCCTTGTTAATTCCTGGCAATGATCAG
P N T s P K L. M R H D P L L I P G N D Q

ATTGACAACATGGACTCCAATGTGAAGAAGTACGACTCTACTGGGATGTTTCACTGGTGT
I p N M D S NV K K Y D S T G M F H W C

GCACCCAAGGAGATAGAGAAAGTCATCCTGACTCGAAGTGAAGCTGCCATGACCGTCCTG
A P K E I E K Vv I L T R S E A A T V L
AGTGGCCATGTCGTGGTCTGCATCTTTGGCGACGTCAGCTCAGCCCTGATCGGCCTCCGG
S G H vVv v ¢ I F G D V s s A L I G L R
AACCTGGTGATGCCGCTCCGTGCCAGCAACTTTCATTACCATGAGCTCAAGCACATTGTG

N L V P L R A 8 N F H Y H E L K H I V

TTTGTGGGCTCTATTGAGTACCTCAAGCGGGAATGGGAGACGCTTCATAACTTCCCCAAA
F v 6 s I E ¥ L K R E W E T L H N F P K
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1560

1620

1680

1740

1800

1860

1920

1980

2040

2100

2160

2220

2280

2340

2400

2460

2520
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2521
841

2581
861

2641
881

2701
901

2761
921

2821
941

2881
961

2941
981

3001
1001

3061
1021

3121
1041

3181
1061

3241
1081

3301
1101

3361
1121

3421
1141

3481
7)
1161

GTGTCCATATTGCCTGGTACGCCATTAAGTCGGGCTGATTTAAGGGCTGTCAACATCAAC 2580
v 8 I L P 6 T P L 8 R A D L R A V N I N

CTCTGTGACATGTGCGTTATCCTGTCAGCCAATCAGAATAATATTGATGATACTTCGCTG 2640
L ¢ pM C V I L 8 A N N NI DD T S L

CAGGACAAGGAATGCATCTTGGCGTCACTCAACATCAAATCTATGCAGTTTGATGACAGC 2700
Q D K E ¢C I L A 8 L N I K s M Q F D D s

ATCGGAGTCTTGCAGGCTAATTCCCAAGGGTTCACACCTCCAGGAATGGATAGATCCTCT 2760
I 6 VvV L. @ A N S Q G F T P P G M D R S S8

CCAGATAACAGCCCAGTGCACGGGATGTTACGTCAACCATCCATCACAACTGGGGTCAAC 2820
P DN S PV HGMULURQ P S8 I T T G V N

ATCCCCATCATCACTGAACTAGTGAACGATACTAATGTTCAGTTTTTGGACCAAGACGAT 2880
I p I I T E L V N D T N V Q@ F L D Q@ D D

GATGATGACCCTGATACAGAACTGTACCTCACGCAGCCCTTTGCCTGTGGGACAGCATTT 2940
D D D P D TE L Y L T Q P F A G T A F
GCCGTCAGTGTCCTGGACTCACTCATGAGCGCGACGTACTTCAATGACAATATCCTCACC 3000
AV s v L D s L M s A T Y F N DNTIULT
CTGATACGGACCCTGGTGACCGGAGGAGCCACGCCGGAGCTGGAGGCTCTGATTGCTGAG 3060
L I R T L V T 6 G A T P E L E A L I A E
GAAAACGCCCTTAGAGGTGGCTACAGCACCCCGCAGACACTGGCCAATAGGGACCGCTGC 3120

E N A L R G G ¥ 8§ T P Q@ T L A N R D R C

CGCGTGGCCCAGTTAGCTCTGCTCGATGGGCCATTTGCGGACTTAGGGGATGGTGGTTGT 3180
R v. A ¢ L. AL L D G P F A DL G D G G C

TATGGTGATCTGTTCTGCAAAGCTCTGAAAACATATAATATGCTTTGTTTTGGAATTTAC 3240
Y 6 DL F ¢C K A L KT Y NMTULTCU FG I Y

CGGCTGAGAGATGCTCACCTCAGCACCCCCAGTCAGTGCACAAAGAGGTATGTCATCACC 3300
R L R D A HL s TP S @ €C T KR Y V I T

AACCCGCCCTATGAGTTTGAGCTCGTGCCGACGGACCTGATCTTCTGCTTAATGCAGTTT 3360
N P P ¥ E F E L V P T D L I F C L M @Q F

GACCACAATGCCGGCCAGTCCCGGGCCAGCCTGTCCCATTCCTCCCACTCGTCGCAGTCC 3420
D H N A G Q S R A S L 8 H s S8 H s s Q s

TCCAGCAAGAAGAGCTCCTCTGTTCACTCCATCCCATCCACAGCAAACCGACAGAACCGG 3480
S 8 K K 8 8 8 V H 8 I P 8 T A N R Q N R

CCCAAGTCCAGGGAGTCCCGGGACAAACAGAAGTACGTGCAGGAAGAGCGGCTT 3538 (SEQ ID NO:

P K S R E 8 R D K @ K Y vV Q E E R L (SEQ ID NO: 8)
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[00068] Hacrosiuee u3oOpeTeHue AOMOJHUTENBHO MPEAyCMaTPUBAET KJIETKY TJIaAKOH
MBIIILBI, KOTOPasi SKCIPECCHPYET Mocie0BaTebHOCTD dk30reHHol JIHK, kogupyromyro 0enok,
YUYaCTBYIOIIUI B PEryJsILUMM TOHyCA MIaAKUX MbIIL. Fcnonb3yeMslil B JaAHHOM TOKYMEHTE
TepMuH "3k30reHHas" o3HavaeT modyro JJHK, koTopast BBOIUTCS B OpraHU3M HMJIH KJIeTKy. B
HEKOTOPBIX BAPUAHTAaX OCYIECTBIEHUs 3K30reHHas nocnenosarenbHocts JJHK konupyer hSlo.
[00069] @apmaneBTHYECKHE KOMIIO3HIIHH

[00070] DapmaneBTHUECKAST KOMIIO3HLIUS MPEACTABIISIET COOOH COCTAB, CONEP KA OTUH
WJIA HECKOJIbKO AKTUBHBIX MHIPEAUEHTOB, & TAK)KE OJHO MJIM HECKOJIBKO BCIIOMOIaTENbHBIX
BEIECTB, HOCUTENEH, CTabUIN3aToOpoB WiIH 00beMOOOPA3YIOINX CPEACTB, KOTOPBIH MOAXOAHUT
11 BBEJIEHUsI TALIUEHTY-4€JI0OBEKY AJIsl JOCTUKEHHS JKEIaeMOro JUarHOCTUYECKOrO Pe3yJbTaTa
WM TEPAneBTUYECKOro Wiu npodunaktudeckoro sdgdexra. s cTabuabHOCTH NPU XpaHEHUH U
ynobcrea obpaieHus papmMarieBTHUECKasi KOMIIO3HLINS MOKET ObITh COCTaBJICHA B BUE
JTUOPUIN3UPOBAHHOTO (TO €CTh BBICYIIEHHOTO MyTeM 3aMOPaKMBAHUS) WIIN BBICYLIEHHOTO B
BaKyyMe MOPOIIKA, KOTOPBIH MOXKET ObITh pa3BeIeH B COJIEBOM PACTBOPE WIIH BOJE MEpen
BBE/ICHUEM IALIUEHTY. AJIBTEPHATHBHO, (hapMalieBTH4YeCcKas KOMITO3ULIUSA MOXKET OBbITh
COCTaBJIEHA B BUJI€ BOMHOIO pacTBopa. @apmMarieBTHUeCKast KOMIIO3ULIUS MOKET COAEPKATh
OenKOBbIM aKTUBHBIN HHIPeANEeHT. Pa3nmiuHble BCIOMOraTeabHbIe BEIIECTBA, TAKHE KaK
anbOYMUH U JKeNaTHH, UCIOJIb30BAIMCH C Pa3HOM CTEMEHBIO YCIexa, YTOObI MOMbITaThCA
CTa0MITM3UPOBATH OEJIKOBBIN AKTHBHBIN HHIPEAUEHT, IPUCYTCTBYIOIINH B (papMaieBTHIeCKON
komno3uuuu. Kpome Toro, KpuonpoTeKkTophl, TAKUE KaK CIIUPTHI, UCIOIb3YIOTCS AJIs
YMEHBIIECHUsSI IeHATypauuy Oeka B YCIOBHUSIX 3aMOPAKHBAHUS MPH JTHOPIITU3ALHH.

[00071] PapmalLeBTUUYECKHE KOMITO3ULINH, TOAXOASIINE Il BHYTPEHHETO NPUMEHEHUS,
BKJIFOYAIOT CTEPUJIbHBIEC BOJHBIE PACTBOPBI MM JUCTIEPCUH U CTEPUIIbHBIE TOPOIIKH 1JIs1
SKCTEMITOPAIBbHOTO MOJYYEHHUsI CTEPUIIbHBIX PACTBOPOB WJIN AUCTIEPCUI ISl HHBbeKIui. Jiis
BHYTPUBEHHOT'O BBEJIEHHs OAXOAIINE HOCUTENHN BKIIIOYAIOT (PU3NOJIOTMYECKHI COIEBOI
pacTBop, OakTeprocTaTHUECKYIO Boay mim (ocdaTHo-coneBoii Oydep (PBS). Bo Beex cnyyasix
KOMITO3HIINS TOJKHA ObITh CTEPHIIBHON U TOJDKHA OBbITh XKUAKON 10 TAKOH CTENeHH, YTOOBI ee
MOXHO OBIJIO JIErKO BBOAUTH uepe3 wmpuil. OHa 1oykHa ObITh CTAOMIBHON B YCIOBUSAX
HOJTyUeHHsI ¥ XPAHEHHsI U IOJDKHA ObITh 3aIMUINEHa OT 3arpsi3HSOLIero AeHCTBHS
MHUKpPOOPTraHU3MOB, TaKUX Kak Oakrepuu u rpuOku. Hocurens MokeT ObITh pacTBOPUTENEM WU

IUCTIEPCUOHHOM CPeoi, Coaep Kalleil, HampuMep, BOAY, TAHOJ, MOJUOJ (HAIpUMep, TITHLIEPHH,
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MPOMMICHTJIUKOIb U KUAKHHA MOJMATHJICHIJIUKOJb M TOMY NOZOOHOE) M UX MOIX OJSIIHE CMECH.
Hannesxamas TekyuecTb MOKET NOAAEPKUBATHCS, HAIPHUMED, ITyTeM HCIIOJIb30BAHUS ITOKPBITHS,
TaKOro KaK JIELUTHH, IyTeM MOAAep KaHus TpeOyeMoro pa3Mepa 4acTHUI B ClIydae JUCTIEPCUU U
IIyTeM HCIIOJIb30BaHMS OBEPXHOCTHO-AKTHBHBIX BEIIECTB, TAKMX KaK MOJIUCOPOaThI

(Tween. TM.), nopeunicynbdar HaTpus (JlaypuiCyibhaT HATPHsI), JayPUIAUMETHIAMAHOKCH]L,
ueruntpumerunammonuiiopomun (CTAB), mOMTU3TOKCHITMPOBAHHBIE CITUPTBI,
nojuokcuaTHIeHcopouTaH, okrokcuHo (Triton X100.TM.), N,N-numerunnonernuiaMuH-N-
okcup, rekcageuunTpumMermnammonus opomun (HT AB), mpocroit naypunossiii 3¢up
noyuokcuna 10, Brij 721.TM, conu >keTIHbIX KUCIOT (I€30KCUXOJIAT HATPUs, XOJaT HATPHs),
ropoHoBble kuchoThl (F-68, F-127), noanokcun kacroposoro macia (Cremophor. TM.),
stokcunaT HoHunpenona (Tergitol. TM), LUKIOAEKCTPUHBI U STHIIOEH3ETOHUSI XJIOPU
(Hyamine. TM.). IIpenotspatierne n1eficTBUS MUKPOOPTaHU3MOB MOKET OBITH JOCTUTHYTO C
TIOMOLIBIO PA3JINYHbIX AaHTHOAKTEPUABHBIX U MPOTHBOIPUOKOBBIX CPEACTB, HAIIPUMED,
napabeHoB, xjopOyTanona, peHosa, ackopOMHOBOM KHCIIOTHI, TUMEPOCaia U TOMY MOAOOHBIX.
Bo MHOrux cnyyasx Oyner NpeanoYTUTeNbHO BKIIIOYaTh B KOMITO3UIIMIO H30TOHUYECKHE
areHThbl, HAPHMep, caxapa, MOJHUCIIUPTEL, TAKHE KaK MAHHUT, COPOUT, XJIIOPHI HATPHSL.
JlnurenbHas aOcopOLHst KOMIIO3ULIMH U1 BHYTPEHHETO IIPUMEHEHHsI MOKeT ObITh JOCTHTHYTA
MyTeM BKJIFOYEHHS B KOMIIO3HUIIMIO CPENICTBA, KOTOPOE 3aAepKuBaeT abCcopOLuio, HampuMep
MOHOCTeaparta aJlFlOMHHHUS U JKeJIaTHHA.

[00072]  CrepunbHbIE pacTBOPBI MOTYT OBITh IOJIyYEHbI IyTEM BKJIIOUEHHSI aKTHBHOTO
COeTMHEHHsI B HEOOXOAMMOM KOJIMYECTBE B MOAXOSAIINI PACTBOPUTENb C OJHUM HJIA
KOMOMHAaLMeH HHIPEeIUEeHTOB, IIEPEUNCIICHHBIX BBIIIE, 10 Mepe HEOOXOAMMOCTH, C
nocneayoolei crepunuzanueil gpunsTpoanueM. Kak mpaBuio, AUCIEPCUH MONYYal0T IyTeM
BKJIFOUEHHSI aKTUBHOT'O COSTUHEHNUS B CTEPUIIbHYIO CPEAY-HOCHTEINb, KOTOPAast CONEPIKUT
OCHOBHYIO AHCIIEPCHOHHYIO Cpely U HEOOXOaUMBbIe APYTHe HHIPEIUEHTHI U3 IePeUNCIeHHBIX
BhIlLIE. B Cciiydae cTepuiibHBIX MOPOIIKOB JJIs TOJMYYEHUs] CTEPUIIbHBIX PACTBOPOB JJIsl MHBEKLHH
criocobaMu TONTyUeHHs SIBJSIIOTCS BAKYYMHAs! CYIIKA U CYIIKa IyTeM 3aMOPaKUBAHUS, KOTOPBIE
o0ecrednBaroT MoyydeHHe MOpoIlKa aKTUBHOTO HHIPEUEHTA IIJIF0C JIF000H AONOIHUTENbHBIN
JKeJIaeMbIii HHIPEINEHT U3 UX MPEABAPUTENIBHO CTEPIIIBHO OTQMIBTPOBAHHOTO PACTBOPA.
[00073] DapmarieBTHUECKHE KOMITO3UIIMH MOTYT OBITh BKJIIOYEHBI B KOHTEHHED, YIIAaKOBKY

HJIK J03aTOp BMECTE C MHCTPYKIUAMU OJII BBEACHUA.
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[00074] HekoTopbie KOMIIO3UIUK COTJIACHO HACTOSIIEMY H300PETEHHIO TAKIKE BKIFOYAIOT
COEMHEHUsI-HOCUTENHU B cocTaB. Mcronb3yemblii 371eCb TEPMUH "COeIMHEHUE-HOCUTENb" NN
"HOCHUTEJNB" MOJKET OTHOCUTBCS K HyKJICMHOBOM KHCIIOTE HJIU €€ aHAJIOTy, KOTOpasi sIBJISIETCS
MHEPTHOM (TO ecTh cama 1o cebe He o0agaer OMOIOrHYeCKOH aKTUBHOCTHIO ), HO PACTIO3HAETCS
KaK HyKJIEMHOBasl KUCJIOTA MPOLIECCAMH, TPOUCKOSIIUMH in VIVO, KOTOPbIe CHUXKAIOT
OMOIOCTYIMHOCTb HYKJIEHHOBON KUCIIOTHI, 00aaaroieii OMoJIorn4eckol ak THBHOCTHIO,
HarpuMep, MyTeM pa3pyLIeHus: OHOJOrHYeCK! aKTUBHON HYKJIEMHOBOW KHUCIIOTHI WIIH
CrIocoOCTBOBaHUS ee yAaleHUIo n3 KpoBooOpaieHus. COBMECTHOE BBEIEHUE HYKJIEMHOBOM
KHCJIOTBI U COEAUHEHUA-HOCUTEJISA, KaK MPaBUIIo, C I/136I>ITKOM IIOCJICAHEIO BEIECTBA MOXKXET
NPUBECTU K 3HAYUTEIIbHOMY CHI)KEHHIO COZlePKaHUs HyKJIEHHOBOM KHCIIOTBI, OOHAPYKUBaeMOM
B TIEYEHH, MTOYKAX WIH APYTHX pe3epByapax BHE KPOBOOOpAIIEHHsI, TPEAMOIOKHUTEIbHO N3-32
KOHKYPEHLIH MEXAY COeTNHEHNEM-HOCUTENIEM U HyKJIEHHOBOI KHCIOTOH 3a 00IHii perenTtop.
Hanpumep, oOHapyskeHHe 4aCTUYHO MOAUDULIMPOBAHHOTO (GOCHOPOTHOATOM OJUIOHYKIIEOTH A
B TKaHU NNEYCHU MOXKET 6I:>ITI> CHUMIKCHO IMTPpU OCYLIECTBJICHUHU €0 BBEACHUsI COBMECTHO C
NIOJIMUHO3MHOBOH KHCJIOTOH, NEKCTPaHCYIb()aTOM, MOTULUTHAHON KHUCIOTON WK 4-aleTaMuao-
4'-y3oTHONMAaHO-CTHIILOCH-2,2'-nucyIb(poHOBOI kucioToi (Miyao et al., Antisense Res. Dev.,
1995, 5, 115-121; Takakura et al., Antisense & Nucl. Acid Drug Dev., 1996, 6, 177-183).
[00075] BekTop MOKET ObITh BKJIFOUEH B (papMarieBTUYECKHUE KOMITO3ULINH JUIsI BBEIEHUS
NnanueHTaMm, NpeacTaBIAO UM CO6OI>1 MJICKOIIUTAO WX, B YaCTHOCTH JIFOASAM. BeKTOp NN
BUPHOHBI MOTYT OBITh COCTAaBJIEHbI C HETOKCUYHBIMH HHEPTHBIMH (DapMaLleBTUYECKH
IPUEMIIEMBIMH BOIHBIMH HOCHTEJISIMH, TIPEATIOUTHTEIBHO pu pH B nuamasone ot 3 go 8, Oonee
MPEANOUTUTENIBHO B Uana3oHe oT 6 10 8§, Haubosee MPEANOYTUTENBHO B ANaNa3oHe oT 6,8 1o
7,2. Takue cTrepuIbHbIE KOMITO3ULIMK OYIyT COAEPIKATh BEKTOP, COAEPIKAIINI HYKIEHHOBYIO
KHCJIOTY, KOIUPYIOIIYIO TEPANIeBTUYECKYIO MOJIEKYJTY, PACTBOPEHHBIH B BOIHOM Oydepe,
XapaKTepU3yIUMCs npuemiieMbiM pH npu pa3seneHum.

[00076] B HekoTOpBIX acnekTax (apMaleBTHUYECKHE KOMIO3HUILIMHU, TIPEAYCMOTPEHHBIE B
AaHHOM JOKYMEHTEC, COACPKAT TEPANICBTUICCKU 3(1)(1)6KTI/IBH06 KOJIUYECTBO BEKTOPA B CMECHU C
(apManieBTHUECKU NPHEMJIEMbIM HOCUTENIEM W/UIIN BCTIOMOTaTeIbHBIM BEIIIECTBOM, HAIIPUMED
COJIEBBIM pacTBOPOM, (hocarHo-coneBbM Oydepom, hochaToM 1 aMHHOKUCIOTAMH,
NOJIUMEPaMHU, MOJIUOJIAMH, caxapoMm, Oydepamu, KOHCEPBAHTAMHU U IPYTHUMH O€JIKaMH.

I/I.]'I.]'[I-OCTpaTI/IBHbIMI/I AMHUHOKHUCJIOTAMH, MOJIUMEPAMU U CaxapaMu U T. II1. ABJIAKOTCA COCAUHECHUA
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OKTHJI() €HOKCHITOIMATOKCUITAHOIIA, COSAMHEHHSI MOHOCTEapaTa MOJHITHIICHIJIUKOIIS, CIIOKHbIE
3(¢UpPbI MOJMOKCUITUIIEHCOPOUTAHA U KUPHBIX KUCIIOT, caxapo3a, PpykTosa, JeKCTpo3a,
MaJIbT03a, IJIF0K03a, MAHHHT, JEKCTPaH, COPOUT, MHO3HUTOJ, TaJTAKTUTOJ, KCHIIHT, JIAKTO34,
Tperano3a, ObIYUI NI YeJIOBeUeCKUIl ChIBOPOTOUHBIN abOyMUH, LIUTPAT, alleTaT, paCTBOPbI
Punrepa u XsHka, UCTEUH, AprUHUH, KADHUTHH, aJJAHUH, TJIMLWH, JTU3UH, BAJIUH, JEHLIHH,
MOJUBUHIITUPPOIIUIOH, ITOJIUATUIIEH U TJIUKOJIb.

[00077] B HekoTOpbIX acnekTax (apMaLeBTUYECKast KOMIIO3ULIMS, MPEIYCMOTPEHHAs B
IAHHOM JTIOKYMeHTe, conepkuT Oydep, Takol kak ¢pocharHo-conesoii Oydep (PBS) unmu Harpuii-
docdarublit/HaTpuii-cynpdatHelii Oydep, Tpuc-Oydep, rUIHHOBBIH Oydep, CTepUIBHYIO BOAY
u npyrue Oydepbl, N3BECTHBIE CIIELIUANNCTY, Takue Kak onucanHble B Good et al. (1966)
Biochemistry 5:467. IIpennoururenbHast (hapMalieBTUYECKasi KOMITO3UIUS COAEPKUT pocdar
HaTpus, XJOPUJ HATPUSI U Caxaposy.

[00078] B HekoTOpbIX acrekTax apMaleBTHIeCKass KOMITO3ULIMSI, TPeIyCMOTPEHHAs B
AaHHOM JOKYMEHTE, COACPIKUT BELIECTBA, KOTOPBIC YBEJIIMIUBAIOT BA3KOCTD CYCIICH3UU, TAKUE
KaK KapOOKCHMETUJILIEIUIF0I03a HAaTpus, COPOUT, caxapo3a WU JeKCTPaH, B KOJMYECTBE
npubnuzutenbHo 1-30 npouenTos, Hampumep, 1,2, 3,4, 5, 6,7, 8,9, 10, 11, 12, 13, 14, 15, 16,
17, 18, 19 umu 20 nponenTos (00./00.). [TpeanouTuTensHO caxapo3a COCTABIISIET
npudmusuTeabHo 10-30% (06./06.), Hanboee MpeanoUTUTEIHHO CaXapo3a COCTABIISIET
npubnuzurebHo 20% (00./00.).

[00079] Ilepen BBeneHueMm apmarieBTUIECKas KOMIIO3UINS HE COAEPKUT KOMIIOHEHTOB,
HCIIOJIb3YEMBIX B XOZI€ MOJIYYEHUSs], HAIIPUMepP, KOMIIOHEHTOB KYJIbTYpPbI, OeJlka KIeTKH-XO351Ha,
JHK knerku-xos3sauHa, miasmuanon JIHK u no cyTu He COREepKUT 3arpsA3HEHUI MUKOILUIa3MaMU,
SHAOTOKCMHAMU U MUKpoopranusMamu. IIpeanoururensHo papmarieBTHIeCKas KOMIIO3HLINS
xapakrepusyercst mernee 10, 5, 3, 2 unu 1 KOE/ma3ok. Hanbonee npeanodrutenbHO
komrnosunus xapakrepuszyercs 0 KOE/mazok. YpoBeHb 3HIOTOKCHHA B (papMaLieBTHUECKOI
KoMno3uiun cocrasisger MeHee 20 ED/mu, menee 10 ED/mn unu menee 5 ED/mu.

[00080] Habops1

[00081] Komno3uuuu U peareHThbl, MOJIE3HbIE IJIs1 HACTOSIIErO H300PETEHUs], MOTYT OBITh
yIakoBaHbI B HAOOPBI AJIsl OOJIErYeHns] IPUMEHEHHsI HAacTOosIIIero n3odpereHns. B HEKOTOPbIX
acrekTax criocod 1o HacToseMy U300pETeHHUIO IpeycMaTpUBaeT Habop, Coaep Kaluii

PEKOMOMHAHTHYIO HYKJICHHOBYIO KHCIIOTY COIJIACHO HACTOSIIEMY H300peTeH 0. B HEKOTOpBIX
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acreKkTax Crocod Mo HACTOSIIIEMY MU300PETEHHIO MPeayCMaTPUBAET Habop, Comep kAL
pPEeKOMOMHAHTHBIN BUPYC MO HACTOAIIEMY H300peTeHmo. MTHCTpyKIuy MOryT OBITh B JIFOOOI
xenaeMol ¢popme, BKIIOUas O3 OrpaHUUEHUsT HalleyaTaHHbIe Ha BKJIaIbIme Hadopa,
HariedyaTaHHbIC HA OAHOM HJIN HECKOJIBKUX KOHTeﬁHean, a TaKXKE€ XPaHUMBIC B 3JICKTPOHHOM
BUJI€ UHCTPYKIMH, TIPEIOCTABICHHbBIE HA SJIEKTPOHHOM HOCHTEJIE JaHHBIX, TAKOM KaK
MAIIMHOYNTAEMbI HOCUTENb JaHHBIX. Takke HeoOs3aTeIbHO BKIFOUEH MaKeT MPOrPaMMHOTO
obecrnieyeHust Ha MAIIMHOYHTAEMOM HOCHTEJIE JaHHBIX, KOTOPbIH MO3BOJISIET MOJIb30BATEINIO
UHTErPUPOBATH HHPOPMALIUIO U PACCYUTHIBATH KOHTPOJIBHYIO 103Y.

[00082] B apyrom acrekTte HacTosiiee H300peTeHue nmpeaycMaTpuBaeT Habop, ComepIKaImii
(apMarieBTHUECKHE KOMIIO3HIIUH, TIPEAYyCMOTPEHHbIE B TAHHOM JOKyMeHTe. B ere ogHom
acriekTe U300peTeHre MmpeaycMaTpuBaeT HabopbI [ist JieueHus 3a00IeBaHUM.

[00083] B oxgHOM acnekre HaOOp COmEpsKUT: (a) peKOMONHAHTHBIN BUPYC, MPEAYCMOTPEHHBIIH
B IAHHOM JTOKYMeHTe, U (0) MHCTPYKIUH MO BBEACHUIO B KJIETKU WJIH UHIUBHIYYMY
TepaneBTHYecKH 3P PeKTHBHOro KOJINYECTBa PEKOMONHAHTHOTO BUpyca. B HEKOTOPBIX acmekTax
HaOOp MOKET conepKaTh (hpapMaLleBTUUECKHU MPUEMJIEMbIE COJTA HJIH PACTBOPBI AJisi BBEIECHUS
pekoMOuHaHTHOTO BHpyca. HeobOsi3aTenbHO, HAOOp MOKET TOTIOJHUTEIBHO COAEPKATD
WHCTPYKLHH IS MOAXOMSIIUX pabounX napamerpoB B (OpMeE STUKETKH WIH OTAEIBHOTO
BKJanbina. Harmpumep, B HAOOpe MOTYT HAXOAUTHCS CTAHAAPTHBIE HHCTPYKLIUH,
uH(pOpMUpyOIHe Bpada UK JadOpaHTa B OTHOIIEHUH NOJTyYeHHH J03bI peKOMOWHAHTHOTO
BUpYCA.

[00084] Heobsi3aTenbHO HAOOP MOXKET AOMOJHUTENBLHO COMEPKaTh MHOOPMALIUIO B
OTHOIIEHNH CTAHAAPTA WM KOHTPOJIS AJIs TOrO, 4T00bI 00paser] maueHTa MOKHO ObLIO
CPaBHHUTB C KOHTPOJBHOIN MHPOPMALIMEH B OTHOLICHUH CTAHIAPTA, YTOOBI OMPENENIUTh, SIBJISIETCS
JI1 TECTUPYEMOE KOJIUICCTBO peKOM6I/IHaHTHOFO BHPYyCa TCPANICBTUICCKUM KOJIUICCTBOM.
Heobs3aTensHo HaOOp MOXKET JOTOJHUTEIBHO COAEPIKATh YCTPOICTBA AJIsl BBEACHUS, TAKUE KAK
IIPHL, WA ¢ PUIIBTPOM, YAJHHHUTENIbHAS TPYOKa U KAHIOJIS.

[00085] Omnpenenenus

[00086] Komno3uuuu u crmocoObl COTNIACHO HACTOSIIEMY H300PETEHHUIO, KaK OMUCAHO B
JAHHOM JOKYMEHTE, MOT'YT IPEAyCMaTPUBATh UCIIOJNB30BAHNE, €CIIH HE YKA3aHO UHOE,
OOIIENPUHSITHIX METOUK M OTMUCAHUN MOJIEKYJIIPHOM OHOIOTHH (BKJIFOUasi pEKOMOMHAHTHBIE

METOIMKH), KJIIETOYHON OMOIOTHH, OMOXUMHH, UMMYHOXUMHUHU U OPTaIbMOJIOTHH, KOTOpbIE

29



WO 2018/209351 PCT/US2018/032574

W3BECTHBI CMIELIMATUCTAM B TaHHOM 00yacT TeXHUKU. Takue oOLenpUuHSIThIE CIIOCOOBI
BKJIFOUAIOT B ce0s1 CrIocOObI HAOMIOACHNS 1 aHAJIN3a CeTYaTKH UJIH 3PEHHUs ¥ CyOBeKTa,
KJIOHHPOBAHUSI U PACIPOCTPAHEHUsI PEKOMOMHAHTHOTO BUPYCA, COCTABICHUS
(I)apMaHeBTquCKOﬁ KOMIIO3UIIUU U 6I/IOXI/IMI/ILIGCKOI71 OYUCTKU U UMMYHOXHUMUU. KOHerTHbIe
WUTIOCTPATUBHBIE IPUMEPbI MOAXOASLIMX METOJMK MOYHO MOJYYUTh NOCPENCTBOM CChUTKH HA
NpUBENEHHbIE B JAHHOM JIOKYMeHTe puMepbl. OTHAKO SKBUBAJICHTHBIE OOIIENPUHSTHIE
nmpoueaypbl, KOHEYHO, TAKXKE MOT'YT 6bITb HUCIOJIB30BaHbL. Takue O6LL[erI/IH$[TbIC METOAbI U
OIUCAHMS MOKHO HAHTH B CTAHAAPTHBIX JJAOOPATOPHBIX PYKOBOACTBAX, TAKMX Kak Green, et al.,
Eds., Genome Analysis: A Laboratory Manual Series (Vols. I-IV) (1999); Weiner, et al., Eds.,
Genetic Variation: A Laboratory Manual (2007); Dieffenbach, Dveksler, Eds., PCR Primer: A
Laboratory Manual (2003); Bowtell and Sambrook, DNA Microarrays: A Molecular Cloning
Manual (2003); Mount, Bioinformatics: Sequence and Genome Analysis (2004); Sambrook and
Russell, Condensed Protocols from Molecular Cloning: A Laboratory Manual (2006) u
Sambrook and Russell, Molecular Cloning: A Laboratory Manual (2002) (Bce ot Cold Spring
Harbor Laboratory Press); Stryer, L., Biochemistry (4th Ed.) W.H. Freeman, N.Y. (1995); Gait,
"Oligonucleotide Synthesis: A Practical Approach" IRL Press, London (1984); Nelson and Cox,
Lehninger, Principles of Biochemistry, 3rd Ed., W.H. Freeman Pub., New York (2000) u Berg et
al., Biochemistry, 5th Ed., W .H. Freeman Pub., New York (2002), Bce U3 KOTOPBIX MOJTHOCTBHIO
BKJIFOYEHbBI B JAHHBIN JOKYMEHT TIOCPEICTBOM CCBUIKH ISl JIFOOBIX LEJIeH.

[00087] Icnonb3yemble B JaHHOM JIOKYMEHTE ()OPMbI €TUHCTBEHHOT'O YHCIIa MTPEeIHA3HAYEHBI
TaKXKe IJIsl BKIIIOUSHHsT (POPM MHOMKECTBEHHOT'O YHCIIA, €CITH KOHTEKCT SIBHO HE YKa3bIBaeT Ha

uHoe. Kpome Toro, B TOi1 cTenenu, B KOTOPOH TepMUHBI "BKtodast”, "Brirodaer", "uMerommii",

"umeer", "c" WM UX BapUAHTHI HCIIOJIB3YIOTCS B MOAPOOHOM ONMHUCAHUU H/HIK popMyJie
nu300peTeHus1, TAKHe TEPMHUHBI MPETHA3HAYESHBI /ISl BKIFOUEHHS], aHAJIOTHYHO TEPMUHY
"conmepkaiuii”.

[00088] JInama3oHbI MOTYT OBITh BEIPAXKEHBI B JAHHOM JOKYMEHTE KakK OT "MPUOIU3UTENHHO"
OIHOTO KOHKPETHOTO 3HaUeHHs W/WIN 10 "MPUOIN3UTENbHO" APYroro KOHKPETHOro 3HaUeHus. B
APYrOM Cllydae TaKOH ITUama3oH MPH €ro YKa3aHUH BKIIFOYAET 3HAYSHHS OT OTHOIO KOHKPETHOTO
3HAUEHUS /WK IO IPYroro KOHKpeTHOro 3HadeHust. [TomoOHbIM 00pa3om, Korja 3HaueHust

BBIPA>XCHbBI B BUIC aHHpOKCI/IMaI_II/IfI C UCIIOJIB30BAHUEM TMPEABAPAIOIIETO CJIOBA

"pubnu3uTeabHO", OyAeT MOHSITHO, YTO KOHKPETHOE 3HAYeHUE TIPEACTaBIsET COOOM npyroi
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ciy4ait. Kpome Toro, Oyner moHATHO, YTO KOHEYHbIE TOUYKH Ka)/IOT0 U3 INANa30HOB SIBISIFOTCS
3HAYUMbBIMHU KaK [0 OTHOLICHUIO K JPYroil KOHEYHOH TOYKe, TaK U HE3aBUCHMO OT JIPYrou
KOHEYHOH TOUKH. MICNOIb3yeMblil B JAHHOM TOKYMEHTE TEPMUH "MPHOIN3UTEIBHO" OTHOCUTCS
K IMAIa30Hy, KOTOPBIH COCTABIISIET TUIFOC WM MUHYC 15% OT 3asBJI€HHOIO YHCIOBOTO 3HAYECHHUS
B KOHTEKCTE KOHKPETHOTO UcToyb3oBanus. Hampumep, npudausurensHo 10 Oyner BKIFOYATh
nuamas3oH ot 8,5 no 11,5. Tepmun "npubau3uTenbHO" Tak:Ke YYUTHIBAET TUITHYHYIO OLIMOKY HIIH
HETOYHOCTh U3MEPEHHSI 3HAUSHHIA.

[00089] B koHTekcTe HacTOsIIEero H300PETEHUSI TEPMUH "OCYIIEeCTBIIEHUE JIeUeHUs" I
"nedeHne", Kak MCIONb3yEeTCs B JAHHOM JOKYMEHTE, O3Ha4aeT Perpeccuio, yMEHbIIeHNe
BBIPAKEHHOCTH, TIOAABJICHUE PA3BUTHS WM NPEAYIIPEKACHUE HAPYIIEHUS UJTH COCTOSIHUS, B
OTHOIIEHUH KOTOPOTO MPUMEHSIIOT TAaKOH TEPMHH, WJIM OJJHOTO MJIM HECKOJIBKUX CUMIITTOMOB
TAKOTO HAPYLICHHsI UJTH COCTOSTHUS (HAMIPUMEp, CHHAPOMA UAHONATHYECKONW MMITePAKTUBHOCTH
MOYEBOIO My3bIPs).

[00090] CornacHo HacTOSIIIEMY U300PETEHHUIO TEPMHH "MALIMEHT" WK "MALUEHT,

Hy KJIaroIuiics B 3TOM" IpefHa3HaueH [ 4eJIOBeKa M MJIEKOIUTAIOIIEro, He SIBJISIOIIErocs
YeJIOBEKOM, 3aTPOHYTHIX, HIIH KOTOPbIE, BEPOSTHO, MOTYT OBITh 3aTPOHYTHI CHHAPOMOM
UIHONATHYECKOTO TUIEPAKTUBHOTO MOUEBOTO My3bIPS.

[00091] Wcnmonb3yemblid B JAHHOM JIOKYMEHTE TEPMUH "IeTpy30p" uiu "Mblina aerpysopa”
O3HauaeT MBIy MoueBoro my3bips. [log "BHYyTpuaeTpy30pHO" moapa3syMeBaeTcsi BBEICHUE B
MBIIILY AEeTPy30pa.

[00092] Kak monpa3ymeBaeTcsi B JAHHOM JJOKYMEHTE, BbIpAXKEHNE "BbIACICHHAs HY KJICMHOBAsI
KHCJIOTA" OTHOCUTCS K TFOOOMY THIY BBIAEIEHHON HYKJIEMHOBOH KUCIIOTHI, B YACTHOCTH OHA
MO’KeT ObITh TpupoaHOH niau cuaterndeckol, JIHK unu PHK, ogHOUEIoueyHOM nitn
ABYXLIENOYeYHOH. B 4acTHOCTH, ecii HyKJIEMHOBAsI KHCJIOTA SIBJSIETCS] CHHTETUYECKON, OHA
MOJKET COIEeP KATh HEMPUPOAHbIE MOAUDUKAIIMM OCHOBAHUI UJTH CBSI3€H, B 4ACTHOCTH IS
MOBBIIICHUS] YCTOMYMUBOCTHU K AeTpajallii HyKJIeHHOBOW KUCIOThL. Koraa HykienHoBast KUCIIOTa
npexcrasiser codoit PHK, Monudukanum, B 4aCTHOCTH, BKIIIOYAIOT KIMTHPOBAHUE €€ KOHIOB
i MoAnGUKaIMIO 2'-MONI0kKEeHNsT puOO3HOIO OCTOBA, YTOOBI CHU3UTh PEAKLINOHHYIO
CHOCOOHOCTb TMIPOKCUIBHOMN TPYIIbI, HAIPUMED, TYTEM TMOAABIEHUS TUAPOKCUIBHON TPYIIIIbI

(c nmonyuenueM 2'-ne30Kcuprud03bl WK 2'-1e30Kcupr0030-2'-PpTopubO3bI) UK 3aMEHBI
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THAPOKCHIBHOM IPYIIIBI AIKUIBHOM IPYIION, TAKOW KaK METUJIbHAS TPyNIa (¢ moTy4eHueM 2'-
O-meTupubo3b).

[00093] /IBe aMMHOKHUCJIOTHBIE IMOCIEAOBATEILHOCTH UJIH TIOC/IEIOBATEIbHOCTH
HYKJIEMHOBBIX KHCJIOT SIBJISIIOTCS "TI0 CYyTH TOMOJIOTMYHBIMU" M "TIO CYyTH aHAJIOTUYHBIMH ",
korga 6onee 80%, npennoututensHo 6osee 85%, npeanoururenasuo 6onee 90%
AMHUHOKHCJIOTHBIX TTOCJIEIOBATENBHOCTEH WIIH MTOCIEN0BATEIbHOCTENH HYKJIEHHOBBIX KHCIIOT
SBIISFOTCS UAGHTHYHBIMY WK Gosee yeM npubnusurensHo 90%, npenmnourutensHo Oonee 95%
ABJIIFOTCS CXOKUMHU ((PYHKLIMOHAJIBHO UASHTUYHBIMH). UTOOBI ONpeenTh MPOLEHTHYIO
UJIEHTHYHOCTh ABYX aMHHOKHCIIOTHBIX MOCIIENOBATEIbHOCTEH HITH IBYX HYKJIEHHOBBIX KHCIIOT,
IIOCJIEI0BATEIbHOCTH BBIPABHUBAIOT C LEJIBK0 ONTHMAJIBHOTO CPaBHEHUS (HampuMep, MOTYT
OBITH NOOABIIEHBI I3I1bI B IEPBON AMUHOKHCIIOTHOH MMOCIEIOBATEIbHOCTH HITH
NIOCJIEA0BATENBbHOCTH HYKJIEMHOBOH KHCIIOTBI IJIsl ONITUMAJIBHOTO BBIPABHUBAHMS CO BTOPOIi
AMMHOKHCJIOTOMN TOCJIE€A0BATENbHOCTBIO WU TIOCIIE0BATENbHOCTHIO HYKJIEHHOBOM KUCIIOTHI).
3aTeM CpaBHHUBAIOT AMUHOKHCIIOTHBIE OCTATKH WJIK HYKJIEOTHUIBI B COOTBETCTBYIOINX
AMMHOKHCJIOTHBIX NOJIOKEHUSIX WIIN HYKJIEOTUAHBIX MonokeHusx. Koraa nojoxxeHue B nepBoi
MIOC/I€A0BATEIbHOCTH 3aHSTO TEM K€ AMUHOKHCJIOTHBIM OCTaTKOM WJIH HYKJIEOTUAOM, 4TO U
COOTBETCTBYIOIIEE ITOJIOKEHHE BO BTOPOH IMOCIEI0BATEIbHOCTH, TO MOJIEKYJIbI B 3TOM
NOJIOXKEHUH UAECHTHYHBI. [IpOolieHTHAsI HAEHTHYHOCTh MEXIY ABYMs [10CIIEI0BATENIbHOCTSIMU
ABISIETCS PYHKIHEH KOJNMYECTBA ACHTHYHBIX MOJOKEHUH, SBISFOLINXCS] OOIIMMU JIJIsT
nocienoBareabHOCTel. B 0HOM BapuaHTe OCYIIECTBIIEHUS BE MTOCIE0BATENIbHOCTH UMEIOT
OJIMHAKOBYIO AnuHY. OnpeneneHne NpOLeHTHON HAEHTUYHOCTU MEXIY ABYMs
HIOCJIEA0OBATENBHOCTSIMU MOYKET OBITh BBIIIOJHEHO C HCIIOJIB30BAHUEM MaTEMaTHIECKOTO
anroputma. [IpennoyTurenbHO aHAIOTHYHBIE T TOMOJIOTMYHbIE [10CIIEIOBATEIbHOCTH
UIeHTH(OUIUPYIOTCS yTeM BBIPABHUBAHHUSI C HCIIOJIb30BAHUEM, HAIPUMED, IIPOTrPaAMMBbI
Hanoxenus: GCG (Genetics Computer Group, PykoBoacTso o padore ¢ mporpaMMHBIM
naketoM GCG, Bepcust 7, ManucoH, BuckoHCHH) 1K JIFOOOTO U3 aJrOPUTMOB CpaBHEHHS
nocnenoBarenbHocTel, Takux kak BLAST, FASTA u np.

[00094] Vcnosbp3yeMblil B JTaHHOM AOKYMEHTE TEPMUH "BEKTOP" OTHOCUTCS K MOJIEKYJIe
HYKJIEMHOBOH KHCIIOTBI, CIIOCOOHON TPAaHCIIOPTHPOBATH JPYTYIO0 HYKJIEHHOBYIO KHUCIIOTY, C
KOTOpOH OHa Oblia cBsizaHa. OXHUM TUIIOM BEKTOpa SBJIIETCS "Tua3Muna”, KOTopasi OTHOCUTCS K

KOJIbLIeBOH nByXx1enouednoi nerie JJTHK, B KOTOpyro MOTYT OBITH IUTHPOBAHBI
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ponoaHutenbHble cerMeHThl JIHK. /Ipyrum THIIOM BeKTOpa SIBJISIETCS] BUPYCHBIN BEKTOp, TE
nononHuTenbHble cerMeHTs! JJHK MoryT ObITh MUrupoBaHbl B BUPYCHBIH reHoM. OrnpeneneHHble
BEKTOPBI CIIOCOOHBI K aBTOHOMHOMH PEIUIHKALIUH B KJIETKE-XO35IMHE, B KOTOPYIO OHU BBEAEHBI
(mampumep, OakTepHabHbIE BEKTOPHI, HMEIOIINe OaKTepHabHYIO TOUKY Havdalla peTUIHKaY, U
3MHUCOMAJIbHBIE BEKTOPBI AJIsl SKCIIPECCHH B MIIEKOTIUTAIONINX ). JIpyrue BeKTops! (Hanpumep,
HE3THCOMAIIbHBIE BEKTOPBI JIJISL SKCIIPECCUU B MIIEKOITUTAIOIINX ) HHTETPUPYIOTCS B TEHOM
KJIETKU-XO35IHA TIPU BBEJICHUH B KJIETKY-XO351MHA U, TAKUM 00pa30M, PerIHLHPYIOTCS BMECTe C
reHOMOM XO035ilMHa. bojiee TOro, HEKOTOpbIe BEKTOPBI, BEKTOPBI 3KCIIPECCUH, CIIOCOOHBI

YIIPaBIIATE SKCIPECCHel TeHOB, C KOTOPBIMH OHHU (PYHKIIIOHAJIBHO CBSI3aHBL.

JAPYI'HE BAPUAHTHI OCYHIECTBJIEHHUA
[00095] Xors HacTositiee n3oOpeTeHre ObUIO OMUCAHO B COYETAHUU C €r0 MOAPOOHBIM
OMHCAHUEM, BBIIIEMTPUBEIEHHOE ONMUCAHUE MTPEIHAZHAYCHO JIJIs1 WJUTFOCTPALMH, & HE IS
orpanuveHus oobemMa U300peTeHsI, KOTOPBIN OnpenessieTcss 00beMOM IpUiaraeMoi (GOopMyJibl
nu3o00peTenus. Jlpyrue acneKkThl, MPeUMyLIecTBa U MOAU(UKALIMY HAXOSATCS B Mpeneiax oobema

crenyrouei Gopmybl u300peTeHus.

IIPUMEPDBI

IIpuMEP 1. JOKJIHHUYECKHUE UCCJIEJJOBAHUSA B OTHOINEHUU ITIEPEHOCA
T'EHA HMAXI-K

Kpuicor

[00096] ITarodusmonorus 4YaCTUIHON OOCTPYKLNHU BBIXOAHOTO OTBEPCTHUS
MOYEHCITYCKATEeNbHOIO KaHajla B KPbICUHON MOZENIN NOBTOPSIET MHOTHE BAXKHbBIE ACMIEKThI
COOTBETCTBYIOLIUX CUMITOMOB, IIPOSIBJISIEMBIX B OTHOLIEHUU HHXKHUX MOUYEBBIBOSIINX MyTEH,
HaOmoAaeMbIx y mojeil. OTMedeHHble (PU3NO0NOrHYeCcKue U NaTOPU3HONIOTHYECKHUE CXOICTBA
JAI0T OCHOBAaHMUSI IPEATIONOKUTD, YTO UCCIEAOBAHUS HA MOYEBOM ITy3bIPE KPBICHI TO3BOJISAT
HIOHSATb, IO KpaliHel Mepe, HEKOTOpBIE acTeKThl (PU3HONIOTUN U AUCHYHKIMH MOYEBOTO ITy3bIpsi
YeJIOBEKa.

[00097] ITockonbKy (PHU3MONOTHSI MOYEBOTO Iy3bIPsi KPHICHI AaHAJIOTHYHA MHOTHM acIeKTaM
MOY€EBOT0 Iy3bIpsl YeJIOBEKA, B XOJI€ UCCIIeIOBaHUH OblIa H3yueHa MOTEeHIUaIbHAs

IMPUMEHUMOCTb NIPEAYyCMaTPUBAIOLIEH BBEAEHUE B MOUEBOH My3bIpb K-kaHanma reHHON Tepanuu
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¢ ucnonb3oBanreM kJIHK AS/o (1. e. kanana maxi-K) mist ynydrneHus nposiBieHui
TUIIEPAKTUBHOCTH MOYEBOTO Iy3bIPsI B MOAEIH KPBIC C YACTHYHON OOCTPYKIMEH BBIXOLHOTO
OTBEPCTHUsI MOYEHCITYyCKAaTEIbHOTO KaHaNa.

[0081] B ogHOM HccenoBaHUH ABAALATh ABE CAMKH KpbIC Sprague-Dawley Obuti mogBepruyThI
4aCTUYHON OOCTPYKLMH YPETPBI (TO €CTh BHIXOHOTO OTBEPCTUSI MOYEHCITY CKAaTEJIbHOTO KaHaa,
PUO), npu 3ToM 17 10KHOOTIEPUPOBAHHBIX KOHTPOJBHBIX KPBIC H3y4anu napajuesbHo. [Tocne 6
HeJeJIb OOCTPYKIUH HalJIOOKOBbIE KaTeTepbl XUPYPTUUYECKUM ITyTEM ITOMELIAIN B Ky
MOY€BOT0 My3bIps Y BCeX KpbIC. JIBeHanLIaTH KpbIcaM ¢ 0OCTpyKLelH HHCTUIIIUPOBAIU B
MoueBoit my3sipb 100 Mxr AS/o/pcDNA B 1 Mn 20% caxapossl B PBS Bo Bpemst karerepusanmy,
u emte 10 kpoic ¢ obcTpykimelt momyyanu 1 mn 20% caxapossl B PBS (7 kpeic) nmm 1 mi 20%
caxapo3sbl B PBS, conep:xameit Tonbko pcDNA (3 kpbicel). Uepes aBa qHs ocie
XUPYPrU4eCcKON Onepalyy Il BCEX )KUBOTHBIX MPOBOIMIIN HUCTOMETPHIO AJIST H3Y4YEeHUS
XapakTepUCTUK pedJiexca MOUYEUCITYCKaHHsl Y OOAPCTBYIOIINX KPBIC B YCIOBUSAX CBOOOTHOIO
nosenenusi. OOCTpyKIHst ObLIA CBsI3aHA C YBEJIIMYEHHUEM BECa MOYEBOTO My3bIpsl B TPH-UETHIPE
pasa U U3MEHEHHSIMU MPAKTHYECKH KaX0ro 3HaU€HHsI OLIEHKU ITapaMeTpOB MOYEHCITYy CKaHUS
(cm. TaGmmy 1).

[00082] Kprickl ¢ oOcTpykiueii, koTopbiM BBoauIH 20% caxaposy B PBS, peryisipao
NPOSIBJISLIM CIIOHTAHHbBIE COKPAILEHHUSI MOYEBOT'O My3bIPsl MEXY MOUEHCITyCKaHUsIMH. B oTnndue
OT 3TOr0, HHBEKIHSI AS/0 yCTpaHsiia THIePaKTHBHOCTb MOYEBOT'O My3bIPsi, CBSI3AHHYIO C
oOcTpykuueii, 6e3 3aMeTHOrO BIMSIHUSA Ha 000N Apyroi LCTOMETpUYEeCKUH apameTp.
ITpennoiokuTeNnbHO, SKcrpeccus AS/o B MOYEBOM My3bIpe Y KPBIC (PYHKIIHOHAIBEHO
NPOTHUBOJEIHCTBYET MOBBILIEHHONH COKPATHTEIBHON CIIOCOOHOCTH, OOBIYHO HAOIIO1AEMO Y
’KMBOTHBIX C OOCTPYKLMEH, U, TAKUM 00pa30M, yJIydIlaeT POsIBIEHHUS TUIEePAKTUBHOCTD
MOYEBOTO Iy3BbIpSL.

[00083] B mpyrom uccrnenoBaHuu Obuia H3ydeHa CrIOCOOHOCTD MepeHoca reHa 25/0 U3MeHsTh
W/MIN yIydinaTh GIIyKTYalH AABICHH MKy MOYEHCITYCKaHUAMHE, HAOI01aeMble B MOJIEIIH
CaMLIOB KpbIC ¢ oOcTpykumeil. st 5TUX MCCIenoBaHUH KPBIC MOABEPraiu OOCTPYKIMH B
TeueHHe 2 HesleNb ¢ UCMOIb30BaHNUEM IIPOMEKHOCTHOrO foctyna. ITocne 2 Henenb oOCTpyKIuH
KPBIC KaTeTePU3UPOBAIIH JJIsl IUCTOMETPUIECKUX MCCISNOBAHUI U omMemany B 1 u3 2 rpymnn
nedeHus. KOoHTponbHbIE KPBICHI OHOI BO3pPAaCTHOH IPyMITbI MOABEPTaly JOXKHON OOCTPYKLNHU U

n3ydajiv napajji€jibHO.
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[00084] CpenHue 3HaUEHUS TAPAMETPOB MOYEHCITYCKAHUS y BCEX MOJOIBITHBIX JKUBOTHBIX
IpUBENEeHB! B Ta0JauLe 2, a OTIMYUTEIbHbIE XapAKTEPUCTUKHU U3 JAHHBIX CBEIEHUI rpaduuecKu
n300pakeHbl Ha (purypax 1 u 2. BaxHO OTMETHUTB, YTO, KaK U NMPH UCCIECJOBAHUN HA CAMKE
KPBICHI C 6-HeNebHON O0CTPYKLMEH, OMHOKpaTHAsl BHYTPHITY3bIpHAs HHCTIILIIIUA 100 MKT
hSlo/pVAX Oblna cBsi3aHa CO CTATUCTUYECKHU IOCTOBEPHBIMHU N3MEHEHUSIMH HECKOJIBbKUX
HapaMeTpoOB MOUEHCITY CKaHHSI, IMEIOIINX OOJbIIOe (PU3HONIOrHUecKoe 3HAUSHHE.

[00085] B Tperbem mccnenoBaHum oneHuBanu ¢ dexTr! nepenoca reHa AS/lo nocne 2 Henenb
JaCTUYHON OOCTPYKLMH BBIXOJJHOIO OTBEPCTHUSl MOYEUCITYCKATEeIbHOI0 KaHajla y CaMOK KpBbIC.
UroObI CO31aTh YACTHUHYIO OOCTPYKLIUIO BBIXOIHOTO OTBEPCTHSI MOUEHCITY CKATEIbHOTO KaHalla
(PUO), nurarypa Obu1a moMelIeHa Ha MOYEHCITy CKATENIbHBIM KaHaAJ CAMOK KpbIC Sprague-
Dawley Becom 200-250 r (Christ et al., 2001), kak onucaHo Bbiie. Uepe3 ABe HeAENU MOCTe
HAJIOXKEHUS JINTaTyPhl KPBIC MTOJIBEPTajii XUPYPriuuecKoil onepanuy no yCTaHOBKe
HaJIOOKOBOTO Katerepa. Uepes 1Ba HS UCCIEAOBaHUSA (PYHKIIMH MOUYEBOTO Iy3bIPsi (TO €CTh
LIICTOMETPHs1) OBLIH BBHIOJHEHBI HA OOAPCTBYIOIINX KPbICAX B YCJIOBHSIX CBOOOTHOTO
TIOBEACHUS, HAXOAIIUXCs B MeTabonndeckux kierkax. Kak mokasaHo B Taduaune 3 1 Ha
¢urype 3, nocie 2 Henenb YaCTUYHONW OOCTPYKIIUH BBIXOIHOTO OTBEPCTHS
MOYEHCITyCKATeIbHOTO KaHajla y CAMOK KPbIC HAOIOAI0TCs 3HAYNTEIbHbBIE H3MEHEHHS B
OTHOLIEHNH (PYHKIIMY MOYEBOTO My3bIpsi, O U€M CBUIETENIbCTBYET OoJiee YeM IByKpaTHOe
yBEJIUYeHHE EMKOCTH MOUYEBOTO ITy3bIPs U MOSIBJICHNE 3HAUUTEIbHBIX CIIOHTAHHBIX COKPALEHHUH
MOY€EBOT0 Iy3bIpsA. [IOBBILIIEHHBIE CIIOHTAHHBIE COKPAIEHHUS] MOUEBOT'O Iy3bIpsi HAOIIOJATNCH
Kak (QIyKTyanuu JaBIeHNS MEXAY MOUEHCITYCKaHUSAMH (CM. (purypy 3), 1 UX MOXKHO
KOJINYECTBEHHO ONPEENNUTh, KaK NOKa3aHO B Ta0JMIe 3, IO COOTBETCTBYIOIIEMY YBEIMUEHHIO,
HaOmonaemomy aust 3HadeHnit SA u IMP. OgHokpaTHast BHYTPUIIPOCBETHASI MHBEKLIUS B
MoueBoit my3sipb 300 Mkr u 1000 mxr pVAX/ASlo (8 1 mn 20% caxaposs! B PBS) npusonuna x
TIOYTH TTOJIHOMY YCTPAHEHHIO TMIIEPAKTUBHOCTH eTpy30pa. IToT 3¢pdekt oTparkaercs B
3HaynTenbHOoM cHIkeHnd IMP u SA y kpbic ¢ oOcTpykumel, koTopsle nony4danu A5/o, mo
CPaBHEHHIO C KPBICAMH, MOJIYYABIIUMHU TOJIBKO BeKTOp pVAX (cM. Tabauny 3). X0oTs HCTUHHAS
B3anMOCBs13b 3 dekTa B oTHOomeHnn DO niist mepeHoca reHa 45/o He Obuta mokas3aHa B 3TOH
MOJIEIIH, 3TO HCCIIEAOBAaHHEe POJEMOHCTPHPOBao, uto npu Bapuarun DO Ha 1 log-enuauny (ot
100 mo 1000 MKT) UMeeTCst CTATHCTUYECKH TOCTOBEPHOE U, OoJiee Toro, PuU3noIorn4ecKu

3HauMMoe yMmeHbleHre DO mpu OTCYTCTBHUH KaKOTro-TuO0 0OHAPYKUBAEMOTO BIIUSTHUS HA
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CIIOCOOHOCTh MOYEBOTO My3bIPst K OMOPOKHEHUI0. TakuM 00pa3oM, B JAHHOW JKUBOTHOH MOZIENTN
pVAX/hSlo cniocoben ynyumars narodpuznonoruueckue 3¢gdexter DO, csi3aHHOM ¢
o0CTpyKLHel 0TTOKa, 6e3 KaKoro-audo BPeqHOrO BIUSHIS Ha (YHKIIHIO MOYEBOT'O My3bIpSL.
ITonoOHbIe 3¢ dexTrr HaOmonanuck nocie nHeTwusiuu 100 Mxr pVAX/hSlo y camoxk xpsic
Sprague Dawley ¢ 6-HenenbHOM OOCTPYKIUEH, KOTOPBIE TIOKA3aHbI HIKE.

[00086] ViccrnemoBaHue Ha KPOJMKAX ISl OLEHKH pacnpefesieHus pa3HuHbIX 00hEMOB MPU
NEPEHOCE F'€HOB, BBEIEHHBIX B CTEHKY MOY€BOIO Iy3bIpPsl, BBIMOIHSIIN 10 Hadala MPOBEIECHUs
KJIMHUYECKOTO UCIBITaHus y skeHIUH ¢ OAB ¢ BCronb30BaHNEM NPSIMBIX BHYTPUITY3BIPHBIX
uHbekIMi (Tadauua 4). Micnosp3oBaiu 1eBSITh CAMOK B3POCJBIX HOBO3EJIAHICKUX O€NbIX
KPOJIMKOB BECOM B cpesiHeM 6 GpyHTOB. JKuBoTHBIX aHecTesupoBanu u BBoawiu pVAX-lacz B
nerpy3op B anukBoTax 1o 0,05, 0,1 n 0,15 mu B 4, 8 1 10 y4acTKOB CTEHKH MOYEBOTO MTY3bIPSI.
JIONOTHUTENBPHOH rpymIe U3 3 JKUBOTHBIX BBOAMIM TOJBKO HOCHTENb TOJIBKO B CAMOM OOJIBIIOM
oowveme Hocurens (4, 8 unn 10 yuactkos X 0,15 mu). ITnasmMunbl HAXOAMIIUCEH B paCTBOPE B
koHueHTpanuu 4000 Mxr/mi. Uepes Henemo KUBOTHBIX YMEPIUBILUIN, & MOYEBbIE My3bIPH
W3BJIEKAH U B3BemnBanu. OOnacTy, BbIACTIEHHbBIE CHHUM LIBETOM, ITOITOTABIUBAIIH JJIS
TUCTOJIOTUYECKOTO U MOJIEKYJIIPHOTO aHAJINU30B. MONEKyYJISIpHBIN aHAIHN3 3KCIPECCUPYIOLIEeH
hSlo Tkanmn nposoamu ¢ nomoliubo dkcrpakiuy PHK u ITLP B peansHOM BpemeHu. Kpome
TOr0, MPOBOAWIN T'MCTONATOIOMHYECKOE NCCIEA0OBAHNE PA3JINYHbBIX TKAHEH KPOJIMKA.

[00087] M3-3a TpyAHOCTEMN, CBSI3aHHBIX C OCYLIECTBJIICHUEM IIPSIMbIX MHBEKLIUM B MOUYEBOM
Ny3bIpb B JAHHOU KUBOTHOU MOAeNH, uHbeKk1 U0 0,05 mut mosty4dan Toapko oauH kponuk. Ilectu
kposukam Bomua 0,1 M B 4, 8 1 10 yuacTkoB (3 M3HYTPH MOUYEBOTO My3bIPsT; 3 CHAPYKH
MO4eBOro my3sipst). Tpem kposnnkam o 0,15 mu B 4, 8 u 10 yuacTkoB. Pe3ynbraTe!
MOKAa3aJI1, YTO KPOJIUKU C OOJIBLINM KOJHMYECTBOM UHBEKIHH (8-10 uHbeK1IMii)
XapaKTepPU30BAINCH MEHbIIEH SKCIIPECCHel, 4eM HEKOTOPhIE JKUBOTHBIE C HAUMEHBIINM
KOJINYECTBOM MHBEKIMH (4 nHbekimn). OOLIHii BEIBO COCTOUT B TOM, YTO MpsiMasi HHBEKLIUS B
CTE€HKY MOYEBOTO ITy3bIPsI IPUBOJUT K SKCIPECCHH I'€Ha, OAHAKO, IIO-BUANMOMY, HAHOOJIbIIIAs
3¢ PEKTUBHOCTD JOCTUrAETCS ITPpU OoJIee IMHUPOKOM paccpeOTOUSeHHH HHBEKIUH, BO3MOXKHO, Ha
paccTossHUM 1 ¢M Apyr ot apyra. I'eH BBIABISAIN B KPOBU He No3iHee 30 MUHYT HocIe
obpabotku. M3-3a HaOKEHHsI IIBOB HAOIOJATUCH MPAaHYJIEMaTO3HbIE TTOPAKEHHUs

(pacnipocTpaHeHHBIH apTeakT B MOETH KPOJIMKA).
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Toxcuxonozcus

[00088] Jlnsa mokazanust OAB TeXHHUYECKH HEBO3MOKHO MOIEIHPOBATH TOT e
TPaHCypeTPabHbIN MyTh BHYTpUNy3bIpHOTO BBeneHus pVAX hSlo y xpeic, koTopelii Oyner
HCTIONIB30BATLCS B UCCIIEAOBAHMAX C ydacTHeM JosX. [loaTromMy B uccrenoBaHusx
TOKCHKOJIOTUH 1 OHOpacrpeiesieHs], OLEHHBAIOLITNX BHYTPHUITY3bIpHYIO HHBeKIHIO pVAX/hSlo,
K MOYEBOMY ITy3BIPIO KUBOTHBIX MOJYYaIH JOCTYI XUPYPTUYECKUM IyTEM, a UCCIIElyEeMBbli
MaTepuas BBOJWICS HEMIOCPEACTBEHHO B MOY€EBOI! My3bIPb C TOMOILBIO UIJIbI

[00089] Oddexr plAX/hSlo B OTHOIIEHNH reMAaTOJIOTHYECKUX U XUMHUYECKHX ITOKa3aresen
OLICHUBAJIH y MATHAALIATH HOPMAJIBHBIX CaMOK KpbIC Sprague-Dawley Becom 275-300 r. 1000
MKr 700 Bektopa pVAX/hSlo (8 xuBoTHBIX), b0 BekTopa pVAX (7 ;KUBOTHBIX ) BBOIUIIN
HETOCPEICTBEHHO B IIPOCBET MOYEBOTO My3bIPs MOCIIE MONYyUEHHs OCTYIa XUPYPriuiecKum
nyreM. OOpa3iuel KpoBH COOMpPANN OCPENCTBOM IPOKOJIA CEPALIA Cpasy MOCHe TOro, KaK
JKUBOTHBIX YMEPLIBJISUIN C TIOMOLIBIO aHecTe3uu ¢ ucnonb3oanueM CO, uepes 4, 8 u 24 yaca u
yepe3 1 Hexemo nociie BBeEeHUs UCTIbITYyeMOro Matepuaina. O0pasiibl aHaIU3UPOBAIN Ha
TJIFOKO3Y, a30T MOYEBHHBI, KPEATHHHH, 001IHii OesToK, 001uii OUIMpyOuH, MIETOUYHYIO
docdarazy, ALT, AST, xonectepuH, HATPHIA, KaJIHii, XJOPHU, COOTHOIIEeHUE A/G, COOTHOLICHHE
BUN/kpeatunuH, rinoOynuH, nunasy, amunasy, Tpuriauiepunbl, CPK, GTP, marauii u
OCMOJISUTbHOCTB. JIabopaTopHsle napaMeTpsl ObUTH CXOOHBIME Mesxny pVAX/hSlo n xkonTponsiMu
B UEThIPEX BPEMEHHBIX TOUKAX.

[00090] Dddexr pVAX/hSlo B oTHOLIEHUH THCTONATOJIOTHH Y CAMOK KpbIC Sprague-Dawley
(275-300 r) oueHnBaIM B ABYX MCCIENOBaHUAX. B mepBoM HcCien0BaHIM YETHIPEM KpbIcaM
BBITIOJTHSUIN OTEPALHIO IO YACTHYHOI OOCTPYKIIMH MOUYEBOTO Iy3bIPs, & CIyCTs 2 HEAEIH
o 100 Mxr pVAX/hSlo B 1000 Mk 20% caxapossl B PBS HenocpencTBeHHO B TpocBeT
MOY€EBOTr0 My3bIpsl IOCPECTBOM 00eCIeUeHNs] XUPYPrUYeCKOro 1OCTYNa K MOYE€BOMY IY3bIPIO.
ITo onHOMY XUBOTHOMY YMeEpLIBJISUIM uepe3 1, 8 u 24 yaca u uepes3 OHy HEeNeJt0 MOCe
BBenenus pVAX/hSlo. Tkauu 47 opraHos HemeanieHHO ¢pukcuposaiu B 10% dopmanune u
obpabaTbIBaiy AJIs1 PyTUHHOTO THCTONATOIOTHYECKOTO UCCIIE0BAaHMs. | nCTonaTonornyeckye
MU3MEHEHUs] OTMEYaIIN TOJIBKO B MOYEBOM ITy3bIp€ U COCTOSIIN U3 CEPO3MTA, OTEKA,
KPOBOM3NHUSIHUA U (pubpo3a. ITH U3MEHEHUs COOTBETCTBOBAIN OXKUAAEMBbIM U3MEHEHUSIM IIPU
YaCTHYHON OOCTPYKLMH MOYEHCITYCKATEIbHOIO KaHalla U He PACCMATPHUBAJIFCh KaK CBSI3aHHBIE C

unbekueit pVAX/hSlo.
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[00091] Bauay ruCTONATONOTHMYECKUX H3MEHEHHI B MOueBOM My3bipe Kpbic ¢ PUO, koTopsiM
o pVAX/hSlo, ouenusanu s dexr plAX/hSlo no cpasuenuto ¢ Bekropom (pVAX) u 20%
caxaposbl B PBS B OTHOmIEHNH THCTOIOTMH MOYEBOTO My3bIPs Y HOpMaJIbHbIX KpbIC. [Tocre
obecrieueHust JOCTyIa XUPYPrUIeCKUM ITyTeM HEITOCPEICTBEHHO B IIPOCBET MOYEBOTO My3bIPs
BBOJIMJIM CIIENYIOUINH TecTupyemsblii matepuai: 1) 0,6 min 20% caxapossl B PBS, 2) 1000 mxr
pVAX B 0,6 mn 20% caxapo3bl B PBS unu 3) 1000 mxr pVAX/hSlo B 0,6 mn 20% caxapo3bl B
PBS. ’Kusotnbix ymepiisian ¢ nomoubto CO, yepes 72 yaca nocie HHCTHWUISILIMYA U MOY€eBble
My3bIpH YAAIAIN U HeMeaneHHo pukcuposanu B 10% pactope popmannna. BpemeHHyro TOUKy
B 72 4yaca BBIOMpANH IS OTPAaHIMYEHHS MEXaHIHYECKOTrO BO3EHCTBUS TPOKOJIA UIJIOW HAa CTEHKY
MOYEBOTr0 My3bIPsl U CBEIIEHNUS K MUHUMYMY JIFOOBIX BO3MOXKHBIX 3P EKTOB BOCHAIEHH,
KOTOpbIE MOTYT ObITh Bbi3BaHbl pVAX/hSlo, BekTOpOM nnu pazdaBUTEIEM.

[00092] IIpu ocMOTpe MOYEBOTO IMy3bIpsl HE OBLIO BBISBIEHO HUKAKIX MAKPOCKOIMYECKHX
n3MeHeHuil. B 11iesoMm, He ObIIO BBISBJIEHO HUKAKUX CBS3AHHBIX C JICUEHHEM Pa3IMIui MEXAyY
pVAX/hSlo n cpenoti-nocurenem unu pVAX. Hukaknx CBI3aHHBIX C JIeUSHHEM H3MEHEHU B
yportenuu otMedeHo He Obuto. [ToBpexaeHust, BUIUMBbIE IPH MUCTOJOTMYECKOM HCCIIEA0BaHNH,
COOTBETCTBOBAJIM TPABME OT MIJIbI, NCIIOJIB30BAHHON JIsI MHBEKIUH, TOCKOJIbKY OHU OBLIH
04aroBbIMH, a He MU} Py3HBIMU WM MHOTOOYATOBBIMH 110 PACIIPENEICHHUIO.

[00093] B uccrenoBanuu GuopacrpeneeHus] UCIBITYeMbIi MaTepHas BBOIUIH
HEMOCPEICTBEHHO B POCBET OOHAKEHHBIX MOUYEBBIX My3bIpeil HOPMAJIbHBIX CAMOK KPBIC
Sprague-Dawley Becom 275-300 r. 1000 mxr pVAX/hSlo B 0,6 mn 20% caxapossl B PBS BBOAMIHN
12 sxuBoTHBIM, U 0,6 M1 20% caxapo3bl B PBS BBOmmIHN 5 sxuBoTHBIM ((urypa 4). I1o uetsipe
JKUBOTHBIX YMEPILUBJILIU Yepe3 24 Jaca, 1 Hegemo u 1 Mecsw nociie BBEAEHUs UCIIBITYEMOI0
martepuana. O0pasLipl TKaHel cobupanu B CIeAyIOLIeM ONpeAeIeHHOM MOpsiiKe: CepALle,
HeYeHb, MO3T, [TOYKA, CeJIe3eHKa, JIETKOe, aopTa, Tpaxes, tuMparndeckuii y3en, rias, Ouweric,
TOJICTAs KUIIIKA, BJIarajuile U MaTKa.

[00094] OO6pasubl reHomuoi JITHK aHamu3upoBaniy Ha reH KaHAMHIIMHA C TIOMOIIBEO
BasuaupoBaHHoro crnocoda QPCR. Pe3ynbraThl MOKa3bIBatOT, YTO Nocie uHbeKuu 1000 MKr
pVAX/hSlo nnazmuny MOKHO OOHAPYKUTH Yepe3 24 yaca B a0pTe, MaTKe, MOUEBOM ITy3bIpe U
ypetpe. Uepes 1 Henemr0 B MOYEBOM Iy3bIpe OBLIO H3MEPEHO MPUMEPHO 13 MUIUTHOHOB
kormmit/Mkr obuieit JTIHK, a B Ouuerncax B HE3HAYUTEIBHON CTEMEHU TaK)Ke MOXKHO OBLIO

BoIIBUTE pVAX/hSlo. Pesynbrarel n3o0paskeHsl B rpaduueckoM Bue Ha urype 4 (Hioke).
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[00095] XoTs 3TH pe3yabTaThl OTIUYAKOTCS OT PE3YJIbTATOB MOCE HHTPAKaBEPHO3HOM
WUHBEKIINHY, BbIsiBJIeHUE 13 MusumnonoB konwii/Mkr odmei JIHK no-npexxHemy Hioke, yem
KOJIMYECTBO, COCTaBIIsIomee <30 Komuil miasMumbl/10° KIeToK-X035eB, KOTOpPOE
noaaep>kusaercs: B Mecte uHbekunii JIHK-pakumne! nocie 60 gHel B KIMHUYECKUX
UCCIIEIOBATENIbCKUX MCTIBITAHUSAX HOBOTO JieKapcTBEHHOTO cpenctra (IND), mpoBomuMBbIX st
5TUX BakuMH. JTH uccnenosanus JIHK-BakiiuHb! mokasany, 4To BHyTPUMBILIEYHAs, TOAKOXKHAS,
BHYTPHKOKHAs MM OMOOAJIMCTHYECKAsl JOCTaBKA HE MPUBOIWIIA K AJIUTEIbBHOMY TPUCYTCTBUIO
TUTa3MHbI B SKTOMUYECKUX yyacTkax. Kpome Toro, mponenypa seenenus pVAX hSlo
HETMOCPEICTBEHHO B OOHAKEHHBIN XUPYPTUIECKUM IMyTeM MOUYEBOH My3bIPb KMBOTHBIX MOXKET
OOBSICHUTH BO3MOKHOCTb OOHAPY KEHUS TUIA3MHUIbI B TKAHHU, OTJIMYHON OT MOYEBOTO My3bIpst. Y
nroaeit AMaxi-K OyayT HHCTUILIMPOBATh HEMOCPEACTBEHHO B MOY€EBOH My3bIPhb C
HCIOJIb30BAHUEM TPAHCYPETPAIIbHOTO KaTeTepa, U PUCK PACIPOCTPAHEHUS TIa3MUbI U3-32

MOBPEKACHUA TKaAHU UJIKM TPABMbI, OUEBUAHO, 3aMETHO CHUXKACTCA.

ITpuMEP 2. KINMHUYECKOE HCIIBITAHUE NEPEHOCA I'EHA HMAXI-K,
INPOBOAUMOE C YHACTHEM JIIOAEHU

Cxema Kaunuyecko2o UCnuimanus

[00096] JlanHOe uCCleqOBaHUE SIBIISIETCS MHOTOIICHTPOBBIM HcclienoBaHueM (a3bl 1B,
OLIEHMBAIO LM 0€30IaCHOCTD M MOTEHIUAIBHYIO aKTUBHOCTD ABYX BO3PACTAIOLINX 103 IeHa
hMaxi-K, BBOOZUMBIX B BUJE MPSMON UHBEKIUH B CTEHKY MOYEBOTO IMy3bIPs JKEHIIUH C
UTUOTIATHYECKHUM (HE SIBJITIOLINMCS. HEHPOT€HHBIM) CHHIPOMOM T'HIIEPAKTUBHOIO MOYEBOT0
ny3bips (OAB) u runepakTuBHOCTHIO HeTpy3opa (DO).

[00097] Hccnepyemasi mOMyJISILHS IPEACTABIISIET COOOM KEHIIMH BO3pacToM > 18 nieT, He
00J1aaroLIMX AETOPOIHBIM MOTEHIIHATIOM (HAIIPUMED, MOBEPTHYTHIX THCTEPIKTOMHUH,
JIMTUPOBAHUIO MATOYHBIX TPYO MIIM B TOCTMEHOIIAy3€, ONpeaesieMOil Kak MocIeHUH
MEHCTpPYyaJbHBINM LUKJI, IPOU30LIEAIINH 32 >12 MecsALeB 10 BKJIIOUEHHUS B UCCIIEIOBAHUE, WIN
FSH B ceiBopotke >40 MME/x), ¢ runepaktuBHeIM MOoueBbIM 1y3bipeM (OAB) u
TUNEPAKTUBHOCTBIO AETPY30pPa, KOTOPBIE B OCTAJILHOM 310POBBL

[00098] Kpurepun BKIOUYECHHS BKIFOYAIOT KIMHUYECKUE CUMIITOMbBI THIIEPAKTHBHOTO
MOYEBOI0 My3bIPsi NPOJOJIKUTENBHOCTBIO > 6 MECSLEB, BKJIIOUasi 10 MEHbIIEH Mepe OAHO U3

CJIEIYIOIIETO:
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1. Yactoe moueucmnyckanue (> 8/24 yaca).

2. CuMnToMbl YpreHTHOCTH (kajnoba Ha BHE3amHOE HEeNpeonoJIMMOe JKeIaHue K
MOYEHCITyCKaHHUIO0, KOTOPOE TPYAHO OTJIOXKHUTD) WM HUKTYpUs (>kanoda Ha npoldyxaeHue

HOYBIO J1BA WJIH OOJIee pa3 sl OCYINECTBIICHHS OTIOPOKHEHHS).

3. VprentHoe HenepkaHue MOYM (B CpelHEM 5 pa3 B HENENO, NMPH 3TOM YPreHTHOE
HeJep:KaHue MOYM ONpEeNeNIAI0T Kak >kajJoO0y Ha  HEMPOU3BOJIBHYIO — YTEUKY,

COIPOBOKIAIOIIYIOCS MJTH HEMEIJIEHHO CIIeIYIOLIYIO 32 YPTeHTHOCTBIO).

[00099] V y4acCTHHKOB Takk€ CKAHUPOBAJIM MOYEBOMN My3bIpb MPU CKPUHUHTE, AEMOHCTPUPYS
ocTaTo4YHbIN 00beM < 200 MJT 1 3aJOKYMEHTHPOBAHHYIO BO BPEMS YPOAUHAMUYECKOTO
UCCJIEIOBAHUSI UCXOHOTO YPOBHsI TUIIEPAKTUBHOCTD AE€TPY30pa =1 HEKOHTPOIUPYEMOMY
COKpaIIeHUIO(-1siM) AeTPy30pa Mpu 1o Menblei mepe S cM/H,0.

[000100] B tabnuue 6 mokazaHbl 0030p CXEMBbI JIEYEHUS U TIPOLIEAYP COTJIACHO BU3UTAM.
[000101] OCHOBHOM IIENTBEO 3TOTO UCCAENOBAHUS SIBJISIETCS OLIEHKA BOZHUKHOBEHMUS
HeXXeJIaTeIbHBIX SBJIEHUHN U UX CBA3b C OAHOKPATHBIM JIEYEHUEM, NPEAYCMaTPUBAIOLIUM
npumepHo 20-30 BHyTPUMBILIEUHBIX HHbeKIMH AMaxi-K B CTEHKY MOUEBOTO My3bIpsi, 1O
cpaBHeHnuro ¢ mianedo (20% caxapossl B PBS). JlaHHOE HccnenoBaHue MpeacTaBisio coOoit
ABOIHOE cliernoe HecOanaHCHPOBAaHHOE IIane00-KOHTPOIUPYEMOe UCTIBITAHUE C
NIOCJIEI0OBATEIbHBIM BBEICHHEM J103. YUaCTHUKAMH ObUTH 310POBBIE JKEHITUHBI B Bo3pacTe 18
JIeT U cTapiue, He 00J1aiaroe IeTOpOaHbIM MOTEHIHAIOM, ¢ ymepeHnHoit OAB/DO
NPOAOJIKUTENBHOCTBIO > IIECTH MECALIEB, COPOBOXKIAIOLIENCS IO MEHbLISH MEpe OJHUM U3
CJIEYIOIIETO: YaCTBIMH MOUYEHCITYCKAaHUSMH > 8 pa3 B Ie€Hb, CHMIITOMAMH YPTeHTHOCTH TN
HUKTYpuH (ka000ii Ha mpoOy KIeHne HOUYbO 1Ba UK OoJee pa3 sl OCYINECTBICHHS
OTIOPO’KHEHUsT), YPTeHTHBIM HeZlepKaHueM MOYH (ISIThO WiiH OoJtee SMH30JaMU HeJIep KaHus B
HEJeJII0) U THIePAKTUBHOCTHIO AETPY30pa € > | HEKOHTPOJIHPYEeMbIM (pazruuecKkum
COKpareHueM(-sIMH1) IeTpy30pa Mpu AaBJIeHUH 1o MeHbineit mepe 5 cM/H,0,
3anokyMeHTHpoBaHHOM Ha CMG. [I51s Bcex y4aCTHHUKOB MpeAbIayLIee JIeUeHne
AHTHXOJIMHEPTMUECKUMU TIpenapaTamu He Obuio 3¢ dekTruBHbIM. [[1s 4eTBephIX Tepamms
OOTYIMHUYECKUM TOKCHHOM THIA A He Obuia 3 peKTUBHOM.

[000102] YuacTHHKaM clly4aifHbIM 00pa3oM HaszHaudanmm ubo hMaxi-K B ogHOIl 13 aByX

103 (16000 mxr umu 24000 Mkr), mudo manebo. Jleuenue npoBoauiaoch B Bume 20-30
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BHYTPUMBILIEUHBIX HHBEKLUH B CTEHKY MOUYEBOIO My3bIpsl BO BPEMs LIUCTOCKONHUU. Y YaCTHUKOB
ocMaTpuBaiiu 8 pa3 B TeueHUE 24-HeNEeNbHOI0 NePHoa CO CIAENYIOIINUM NOCIe UCCIIeOBAHMS
HaOmoneHneM depe3 18 mecsiieB. Bce cooOriaemble HexkenaTeNbHbIe SBICHHSI, BOZHUKAIOLIHE
HIOCJIe BBEIEHHSI 103 UCCIIEyeMOro JIEKAPCTBEHHOTO CPENCTBA, ObUTH 3apeTrnCTPUPOBAHBL.
Komnnekcusie CMG npoBoaniu npu CKpUHUHroBoM Busute 1A (Henens - 1) u Ha Henene 4
(Bu3uT 5) ¥ Ha Henene 24 (Bu3uT 8) nocne nHbekuuu. OcratouHoe coaep:kanue moun (PVR)
U3MEPSUIN TIPU KaskaoM Bu3uTe ¢ moMomnsio Bladderscan®.

[000103] Janubie mist oueHkH 3 (PeKTUBHOCTH OLIEHUBAIIN C UCIIOJIh30BAHNEM CBOTHOM
OIHCATENbHON CTATUCTUKH TIO TPYIIIaM JieueHHs (KOMOMHHPOBAHHBIE IPYIIIEI € I1anedbo
OTHOCHUTEJIBHO 2 TPYII aKTUBHOTO JIeUeHHUs 1 KOMOMHUPOBAaHHBIE TPYIIIbI ¢ T1anedo
OTHOCHUTEJIbHO KOMOMHHPOBAHHBIE IPYIIbI JieueHNs ). JIMHeHHbIe MOIeIH CO CMEIaHHbIMU

s hexTamMu UCTIOIB30BAIH ISl OLEHKH Pa3JINYUil B U3MEHEHHSIX 110 CPABHEHUIO C UCXOIHBIM
YPOBHEM MexXy I1anedo 1 akTUBHBIM JIEUEHUEM, a Tak>Ke JUIs IPOBEPKH, IPUCYTCTBOBANIA JIN
3aBHCUMOCTb J03a-PEaKI¥sl U Pa3HbIX pe3yabTaToB. Monenn 0000IEeHHBIX OLEHOYHbIX
ypaBuenuii (GEE) ucnonp3oBanu anst oueHkd 3QQPeKToB 151 ONHAPHBIX KOHEYHBIX TOUYEK.
[000104] Hmenoce 6 yuacTHUKOB, KOTOpbIe noaydanu 16000 Mkr, 3 ydacTHHKA, KOTOPbIE
noxydanu 24000 Mkr, 1 4 y4acTHHKA, KOTOpbIe noiydany manedo. B obenx rpynmax
AKTUBHOTO JieueHUs1 OONBIINHCTBO HeXeNnaTebHbIX sBieHui (AE) xapakTepu3oBaauch Jerkoi
CTCIICHBIO TAXKECTHU, U BCC OHU CUUTAJIUCh HE CBA3AHHBIMU C UCCIIEAYCMbIM JICKAPCTBEHHBIM
cpencreoM. [Tocne neuenns hMaxi-K y nByx skeHIIUH HAOMIOAINCh YMEPEHHbIE HEe CBA3aHHbBIE
C HUM MH(EKIIUH MOYETIOJIOBBIX MyTei: ogHa nony4ana 24000 MKT B MecsILl TIOCIIe BBEIEHHUS
103bl, a Apyras nojaydana 16000 Mkr yepe3 6 MecsLeB Nocie BBeAeHUs 103bl. B rpymnre,
nogy4asiueli 16000 MKr, ObLIO 3apErucCTPUPOBAHO OAHO HE CBS3AHHOE C JICUEHUEM CEPhE3HOE
AE, npencrasJisiroinee codoli 000CTpeHre paHee CyIeCTBOBABIIEH aCTMbI H3-3a XOJIOAHOMN
TIOrOfIbI, KOTOPOE MOTPeOOBaIO MOCEIIEHUs yHKTa HEOTJIOKHON IOMOIIN 1 Pa3peIniIoch
riociie JedeHust actMbl. Hu oinH n3 cyObekToB He mpekpartui jedeHne n3-3a AE, u Bce
BKJIFOUCHHBIC CY6’beKTbI 3aBCPLINIIA 6-MeCSIUHOE UCTIBITAHHE. KpOMe TOro, B TCHCHHUEC
CJIEIYIOILEro MOCye UCCNeoBaHUs 18-MeCsIMHOro JONTOCPOUHOrO HAOMIOASHUS ATl OLIEHKU
6e30macHOCTH He ObUIO OTMEUEHO HUKAKHX MPO0JIeM y CyOBEKTOB, KOTOPBIX HAOMOIau 10
Hacrosuiero BpeMenu (9 us 13 3aBepumnu 18-mecsaunsie Habmoaenus;, 13 u3 13 3aBepumnm 12-

MeCsSTYHbIe HAOTIOIEHNST).
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[000105] YcpenHeHHble TaHHbIE U3 THEBHUKOB, COOpaHHbIE 3a 7 AHEH 10 KaKIOrO BU3UTA,
BBISIBUJIM CTATUCTUYECKU 1ocTOBepHbIe (p<0,05) yiyuIneHns: OTHOCUTENbHO Iu1anedo u
UCXOHOTO YPOBHS C JJIUTEIbHBIM CHUKEHHEM CPEHErO YNCIIa MOYEHCITYCKAHUI B IEHD U
CPeIHero 4ucia 5MU300B YPreHTHOCTH B IEHDb B TeueHue 6 Mecsaues ucneltanus. Msmenenus,
NOKa3aHHbIE B TA0NULAX 7 U 8 HIDKE, MPENCTABISIIOT COO0M M3MEHEHUs CPEAHETO 3HaYeHHSI (+/-
SE) OTHOCHTENBHO HCXOTHOTO YPOBHSI OTHOCHTENIBHO ILIare6o.

[000106] ITapameTps! kKauecTBa XKU3HH (COTTIACHO OMPOCHUKY O COCTOSHUH 37JOPOBbS
OonbHuUIBI KOponeBckoro koieaka) nokasauiu CTaTUCTHUECKH JOCTOBEPHBIE YCTONUNBbIE
W3MEHEHHsI CPEHEro 3HaYeHUs A1 MHAUBUAYAJIbHBIX [Py AKTUBHOTO JIEUEHUS U JJIs
KOMOMHHMPOBAHHBIX T'PYIIN aKTUBHOTO JieueHHs (BCe A03bI) OTHOCUTENBHO I11aLedo u
OTHOCHUTEJIbHO HCXOITHOTO YPOBHS B OOJIACTSIX BO3AECHUCTBHSI HA JKU3Hb, POJIEBOTO
¢dyHKLIHOHNpPOBaHUS, PU3MIECKUX OrPaHUYEHHH, COLMANBHBIX OIPAaHIMYEHNUH 1 CHA U SHEPTHH.
[000107] Pesynbrars! nanHoH (a3bl IB KIMHIUECKOrO HCTIBITAHUS TTOKA3aJId 3HAYUTEIBHOE
yMEHbIIEHHE YNCJIA STTU30[J0B MOUYEHUCITYCKAHHSI U YPTEHTHOCTH I10CJIE€ OJJHOKPATHOTO BBEJEHUS
hMaxi-K, koTopoe anunoch B TeueHue 6 MecsLeB UCIbITaHuA. JlaHHbIE pe3yIbTaThl
HaOJIFOAJINCh B OTCYTCTBHE M3MeHeHUst PVR 1 cepbe3HbIX HeXKelaTeNbHbIX SBICHUIH,
CBSI3aHHBIX C JieueHueM. Pe3ysibTaThl 5TOr0 HOBOrO KJIMHUYECKOTO UCIIBITAHUS BIIEPBbIE
MIOKAa3bIBAIOT, YTO OJJHOKPATHOE BHYTPUAETPY30pPHOE BBEJEHHE UenoBeueckoro rena Maxi-K
SIBJISLIIOCH O€30TaCHBIM.

[000108] Hecmotpst Ha HEOOBINYIO YUCIEHHOCTb BKIIFOYSHHOH MOMYJISILIIK, OOIIHe
pe3yJIbTaThl U3 AHEBHUKOB YYaCTHUKOB MOKA3aJIM JOCTOBepHbIe cHIkeHHs (p<0,05) cpenHero
YHCJIa MOYEHCITYCKAHHUH U CPEHEr0 YHCia 3TM30/10B YPIeHTHOCTH OTHOCUTENBHO Tu1aredo u
OTHOCHUTEJIbHO UCXOIHOTO YPOBHS JIJIsl BCEX TPYIIT AKTUBHOTO JIEUEHHs U 3TM30[10B YPIEHTHOTO
HeZlep>KaHUsl OTHOCUTENBHO UCXOJHOTO YPOBHs ISl BCEX 103 UCCIIEyEeMOr0 JIEKAPCTBEHHOTO
cpeacrsa. OTBET yYaCTHUKOB Ha JIUEHUE NT0KA3aJ1 HEKOTOPBIE MOJIOKUTENIbHBIE 3HAYEHUS P JUJIs
BCEX aKTHUBHBIX 103 OTHOCHTEJIHHO TIanedo B Xoae BU3UTOB 3 U 5 (cM. Tabmnuiy 9). Urto
KacaeTcsl yMEHbIIEHHs KOJIMUYeCTBA MOUYEUCITYCKaHUH U 3MU30[0B YPreHTHOCTH, TO 3TU
JOCTOBEPHBIE H3MEHEHHsI OTHOCUTENPHO TIae00 U OTHOCUTENBHO HCXOAHOTO YPOBHS
HaOJI0JATCh MPH BCEX BH3UTAX 10 nociennero 8 susura (24 Henenn). He nmenoch HUKaKux

JTOCTOBEPHBIX Pa3INn4YUi Mexy 2 BapuaHTamMu akTuBHOro jeuerus (16000 mMxr u 24000 Mkr),
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BO3MOJKHO, U3-32 HEOOJIBIIOTO YHCIIa YYACTHUKOB, BKIIFOYEHHBIX B IPYIITY, Mouy4asiyo 24000
MKr (N=3).

[000109] [Tapamerpr! kauecTBa KU3HHU (COTTACHO OMPOCHUKY O COCTOSTHUU 3/10POBbS
OonbHuIBI KOposneBckoro koyuteaka) nokas3aii CTAaTHCTHYECKH JOCTOBEPHOE CpeiHee
yIy4IleHHe sl MHAUBUAYAJIbHBIX TPYII aKTUBHOT'O JIEUEHHs U JUIsi KOMOMHUPOBAHHBIX IPYIIIT
aKTHBHOTO JIeYeHUs (BCe 103bl) OTHOCHTENBHO IUTALe00 1 OTHOCHTENBHO HCXOJHOTO YPOBHSI BO

MHOTHX 00J1acTsX. DTO BKIIOYAIO CIEAYIOLIEe:

e (QOnacte 2. Bo3aeiicTBue Ha )XU3HD.

e P =0,014 nns Bcex akTuBHBIX 103 ¥ p=0,007 myst 24000 MKT mipu BU3HUTE 5
OTHOCHUTEJIBHO UCXOHOTO YPOBHS,

e P=0,016 nns 24000 MKT IpH BU3UTE 5 OTHOCUTENIBHO TU1aLedo;

e P=0,016 nna rpynmnsl, nonyuasuieit 24000 MKr, OTHOCUTEIBHO TPYIIIIHL
nonyuasiert 16000 Mkr, mpu BU3UTE 3,

e P =0,043 nns BCeX aKTUBHBIX 03 OTHOCHUTENILHO UCXOAHOTO YPOBHS MPH
BU3UTE O,

e P=0,010 nns 16000 mxr u p = 0,005 nyist BceX aKTUBHBIX 103 OTHOCHUTENBHO
HCXOJHOTO YPOBHSI IPU BU3UTE 7,

e P =0,026 o BceX aKTUBHBIX 7103 OTHOCUTENIBHO UCXOAHOTO YPOBHS MPH
BU3UTE §;

e OoOnactp 3. PoneBoe QpyHKLMOHUPOBAHUE!

e P=0,004,p=0,015, p<0,001 mas 16000 mxkr, 24000 MKT 1 BCEX aKTUBHBIX 103
COOTBETCTBEHHO OTHOCUTEJIbHO MCXOJIHOTO YPOBHSI MPH BU3UTE 5,

e P=0,030,p=0,035up=0,015 gna 16000 mkr, 24000 MKT U BCEX aKTHBHBIX
103 COOTBETCTBEHHO OTHOCUTEINIBHO T1are0o npyu BH3HTE 5,

e P=0-023,p=0,014 up=0,001 st 16000 mxr, 24000 MKT 1 BCEX aKTUBHBIX
1103 COOTBETCTBEHHO OTHOCHUTENIBHO UCXOIHOTO YPOBHS MPH BU3UTE 6,

e P=0,047,p=0,020 u p= 0,014 g 16000 mxr, 24000 MKT 1 BCE€X aKTUBHBIX
1103 COOTBETCTBEHHO OTHOCUTEINIBHO TUIaredo npu Bu3uTe O,

e P=0,012, p=0,014 u p <0,001 ansa 16000 mkr, 24000 MKT 1 BCEX aKTUBHBIX 103
COOTBETCTBEHHO OTHOCHUTENIBHO T1ale00 Mpy BU3HTE 7,

e P=0,032 up=0,021 nis 24000 MKT 1 BCEX aKTUBHBIX 103 COOTBETCTBEHHO
OTHOCHTEJIbHO TU1aledo mpu BU3UTE 7,

e P=0,014up=0,005 nnsa 24000 MKT U BCEX aKTUBHBIX 703
COOTBETCTBEHHO OTHOCUTEJIbHO MCXOJIHOTO YPOBHSI MPH BUSUTE §;

e P =0,047, p=0,007 u p =0,007 qnsa 16000 mkr, 24000 MKT 1 BCEX aKTUBHBIX J103
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COOTBETCTBEHHO OTHOCHUTEJIBHO ITanedo Mmpu BU3UTE §;
e  OOGnactp 4. PusnvecKHe OrPAaHUICHUS

e P=0,018up=0,005 nns 24000 MKT 1 BCEX aKTUBHBIX J103
COOTBETCTBEHHO OTHOCUTEJILHO UCXOAHOTO YPOBHS MPHU BU3UTE 6

e P=0,012,p=0,018 up=0,001 nnus 16000 mxkr, 24000 MKT 1 BCEX aKTUBHBIX
7103 COOTBETCTBEHHO OTHOCHUTEJIbHO UCXOAHOTO YPOBHS MPH BU3UTE 7,

e P=0,012, p=0,047 u p= 0,003 nnsa 16000 mkr, 24000 MKT ¥ BCEX aKTUBHBIX
1103 COOTBETCTBEHHO OTHOCUTENIHO UCXOJHOIO YPOBHS MPU BU3UTE §;

e (OOnacts 5. CoupasibHble OTPAHUYECHHUS

e P=0,032 up =0,22 nqns 24000 MKr OTHOCUTEIBHO HCXOMHOTO YPOBHS U
1aned0 COOTBETCTBEHHO MPH BU3HTE 6

e P=0,002 up=0,004 nnsa 24000 MKT U BCEX aKTUBHBIX 703
COOTBETCTBEHHO OTHOCUTENBPHO UCXOAHOTO YPOBHS MPHU 7 BU3UTE,

e P=0,008 up=0,043 nna 24000 MKT 1 BCEX aKTUBHBIX 703
COOTBETCTBEHHO OTHOCHUTENIBHO T1a1e00 nmpy 7 BU3UTE,

e P=0,002up=0,014 nna 24000 MKT 1 BCEX aKTUBHBIX 703
COOTBETCTBEHHO OTHOCUTEIBHO UCXOTHOTO YPOBHS MPU BU3HUTE &,

e P=0,006 nyis 24000 MK OTHOCHTEJIBHO T1aLed0 Mpu BU3UTE §;

e O6nacte 8. CoH u 3HEprUs:

e P=0,047, p=0,007 up =0,001 nasa 16000 mxkr, 24000 MKT U BCEX aKTUBHBIX 103
COOTBETCTBEHHO OTHOCUTENIBHO UCXOIHOTO YPOBHS MPHU 5 BU3UTE,

e P=0,020 up=0,015 gnst 24000 MKT 1 BCEX aKTHUBHBIX J103
COOTBETCTBEHHO OTHOCHUTEJIbHO I1anedo npu S5 BU3HUTE,

e P=0,005up=0,006 ngast 24000 MKT 1 BCE€X aKTHUBHBIX J103
COOTBETCTBEHHO OTHOCUTEIBHO UCXOIHOTO YPOBHS MPU BUBHUTE 6,

e P=0,001 up=0,006 nynsa 24000 MKT U BCEX aKTUBHBIX J03
COOTBETCTBEHHO OTHOCUTEIBHO UCXOIHOTO YPOBHS MPHU 7 BU3UTE,

e P=0,012 gnsa 24000 MK OTHOCUTENBHO TUTaLe00 npu 7 BUSHTE.

[000110] 72-4acoBOM TeCT ¢ MPOKIAAKOH (Tabmuia 12) mokasan HEKOTOPbIE CTATHCTUYECKH
JIOCTOBEpPHbIE U3MEHEHMSI TPH BU3UTAX 3-0 U BU3UTE 8 JJIsl aKTUBHBIX 103 #Maxi-K
OTHOCHTEJIbHO UCXOIHOTO YPOBHSI, OAHAKO OBUTH TaKXKe CTATUCTUYECKH TOCTOBEPHBIC
WU3MEeHEHHs TSI My1anedo rnpu BU3uTax 3-5 u Busute 8. B mesiom, rpymnna miaiedo, mno-
BUAMMOMY, XapaKTePU30BaIaCh MEHEE TSKEJION CTENeHbI0 3a00IeBaHMUsI, YeM TPYIIIIbI

AKTUBHOTO JICUEHUS, IPU STOM 3Ha4eHHsI UCXoaHOro (V2) Beca MPOKIA0K B IPYIIe aKTUBHOTO
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JIEYSHHs TIOYTH B 2 pa3a MPeBbIIAN TAKOBOE sl rpymisl mianedo. Kpome Toro, cpenHuii Bec
npoxknaaky npu V1A s mnanedo coctasisin Bcero 29 rpaMm, Toraa Kak Bec npu V2 auis 3Tou
TPYIIBI COCTABISLI 259 rpamm (routu B 9 pas Gosnblie, yem npu V1A). ITo ObUIO CBA3aHO C TEM
¢axTom, uro yuactanua 002-001 Beidbpocuna cBou nmpokianaku 10 V1A (rmostomy oHa He Obuia
BKJIFOYEHA B MOJICUET CPEAHEro 3HaueHus 11t V1A), n y Hee, mo-BuaAUMOMY, ObLia Oosiee
TSDKENas CTeneHb 3a00NIeBaHNs, YeM y APYIHUX 3 YYaCTHUKOB, MOJTy4YaBIINX IUtanedo (ee 3-
JHEBHBII CpEAHUN BEC MPOKJIAAKU Ipu V2 cocTasiisan 295 rpaMm 1o cpaBHEHUIO ¢ 3,3-36 rpamm

IUTSL OCTAJIbHBIX 3 YYACTHUKOB).

Tab6muua 1. O600menHbIe JaHHbIE B OTHOLIEHHH BJIHSIHUA 00pa0oTKH Ha cpeaHHe
napaMeTpbl MOYEHCITYCKAHHS Y CAMOK KPBbIC ¢ 6-He1eIbHOH 00CTpyKIMeld 1
JIO’KHOONICPHPOBAHHBIX KOHTPOJIEH

WT MIP

(mr) MP THP BP BC MV RV | (IP-BP)
Kourtpoas: Ge3 171 73,9 223 12,6 1,2 1,13 0,13+ 349
o6CcTpyKUHH + + + + + + 0,04 +
(n=17) 15,0 4,99 2,1 1,09 0,1 0,10 0,79
*C o6crpyxumeii:| 5476 | 1289 | 7363 22,1 3,44 322 70,3 75,59
NnoJABEPrHyThIe + + + + + + + +
BBE/ICHHI0 554 16,1 4,30 43,9 0,41 0,39 0,10 1,05
pVAX/hSlo
(n=12)
C o6erpyxumeii:| 4731 | 1327 | 39,3 "18.,8 2,91 2,94 0,09 9,37
0e3 00padoTku + + + + + + + +
(n=10) 56,6 17,9 3,6 1,9 0,62 0,65 0,05 1,79

* 100 Mxr pVAX/hSlo B 200 Mk 20% caxapossr B PBS.

® 3 m3 aux kpeic momyuam 1000 mxr pcDNA B 20% caxapose B PBS. Kontpos:

JIO’KHOOTICPUPOBAHHBIC KOHTPOJIBHBIC JKUBOTHBIC OJHON BO3PACTHOM rpymmsl 6¢3 oocTpykuuu, WT:
Macca MoueBoro my3sips (mr), MP: naBnenue npu mouencnyckannu (cMm H,O), THP: moporosoe
nmasnenue (cm H,0), BP: 6azamsnoe nasnenue (cm H,0), BC: emxocts MoueBoro my3sipst (M), MV:
00beM mMoucuctyckanus (M), RV: ocrarounsiit oobem (mi1), MIP: cpeaHee naBieHue MEKIY
moucucnyckauusmu ((cM H,O; cpeanee naBiacHue 3a BECh HHTCPBAI MEIKIY MOUCHCITYCKAHUSIMU
MHUHYC 0a3a7IbHOC AABJICHHUEC A1 OAHOTO U TOTO JKE KHUBOTHOTO).

*  JlocTOBEPHO OTIMYACTCS OT JIOKHOOTIEPHPOBaHHEIX; P <0,05.

**  JlocTOBEPHO OTAMYACTCS OT KOHTPOJISI (C 00CcTpyKumeH, HO Oe3 oOpaboTtku); p <0,05, oAHOCTOPOHHMH
ANOVA, ¢ anoctepropHsiMu napHeIME cpaBHeHHsIME Hbromena-Ketinca.

Tab6muua 2. O600meHHbIe JaHHbIE B OTHOLIEHHH BJIHSIHHSA 00pa0oTKH HA cpeaHHe
napamMeTpbl MOYEHCIYCKAHHS Y CAMLIOB KPBIC € 2-HeleJIbHOH 00CTPpyKIHEH 1
JIO’KHOONIePHPOBAHHBIX KOHTPOJIEH

Bcap MV RV BP TP MP IMP SA Bcom | BW

PVAX 236+ | 184 | 053+ | 18.65+| 4721 | 9128 +| 3249 | 13.84 %] 0.12+ | 3483 +
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Beap | MV | RV BP TP MP | IMP | SA | Bcom | BW
(n=8) 048 | +031 | 021 | 538 | 861° | 1852°] 755 | 2,57° | 0,04 | 1053
hSlo 248+ 222+ 0,27 | 7.66+ | 27,26 +| 54,05 +| 18,13 +| 10,47 +| 0,17+ [ 3523 +
(n=16)" 030c | 026° | £0,12 | 1,357 | 3,77 | 6,287 | 2.8 | 1.89° | 0,03 | 42,99
Jlo:xkHoonepupoannnie| 1,35+ 1,32+ | 0,03 10,6 | 18,47 +[ 46,58 £| 13,96+ 3,39+ | 0,18+ | 2744 +
(n=10)" 014 | 012 | 0,02 | 0,81 | 079 | 334 | 109 | 061 | 0018 | 245

Bcap: emxocTs MoueBoro my3sips (Mi1); MV: o6beM Modencnyckanms (Mi); RV: ocratounsiii 00bem
(vu); BP: Gazanpnoe gasnenue (cm H,O); TP: moporosoe aasncuue (cm H,O); MP: nasnenue mpu
moucucnyckannu (cM H,0); IMP: cpennee nasnenne mexay moucucmyckanusmu (cM H,O; cpenaee
AABJICHUC Ha MPOTXKCHUHN BCCTO UHTCPBAIA MCXKAY MOUCUCITYCKAHUAMU MUHYC 6aSaJ'ILHOC JAABJICHUC OJIA
OJHOTO U TOTO JKC JKUBOTHOT0); SA: coHTaHHas akTuBHOCTE (cM H,0); Bcom: pacTskuMoCTe MOUCBOTO
my3eipst (Mir/cm H,0); BW: macca Mo4eBoro my3sipst (Mr).

a 5 U3 5THX KUBOTHBIX SIBIISTIOTCS 2-H6,Z[6J'II>H])IMI/I JIOXKHOOTICPUPOBAHHBIMU KOHTPOIAMH, a4 OCTAIIBHBIC

5 Ha 1 Mecan crapme (vtu 6-HeACIBHBIMH JIOKHOOTICPUPOBAHHBIME KOHTPOIME). OHAKO
CTATUCTUYUCCKUI aHATH3 nmokasaJj, uT0 HC NPUCYyTCTBOBAIO KaKI/IX-J'[I/I6O JAOCTOBCPHBIX paSJ'[I/I‘-II/II\/'I B
OTHOLICHUH KAKOTO-THOO0 M3 MapaMeTPOB MOUCHCITYCKAHIS, W, TAKAM 00Pa30M, 3TH 2 MOy ISIHH
CUUTAJIMCH OJHOPOIHBIMH TS LCJICH JAHHOTO aHAJIH3A.

Bcem nmosyuarorum o6padotky kpeicam eoaman 1000 mxr toneko pVAX win 100 mxr ASlo/pVAX
B 1 M1 20% caxapossr B PBS. Bee nanubic npeactasneHsl B BUAC cpeauero 3uadcHus + S.EM. u
AHATTU3UPOBAITH C HCTIONh30BAHUECM OJHOCTOPOHHETO TUCTICPCHOHHOTO AHAIHN3A C HCIIOIb30BAaHHCM
AMoOCTCPUOPHOTO KpUTepust ThIOKK IS BCEX MAPHBIX (MHOKCCTBCHHBIX) CPABHCHUH.

JlocTOBEPHOE OTIMYHE OT COOTBETCTBYOLICTO 3HAUCHIS TSI JIOKHOOTICPUPOBAHHOTO KOHTPOJIS.

JloCTOBEpHOE OTIIHYHE OT COOTBETCTBYIOIIETO 3HAUCHHS A1t pVAX.

Ta6muua 3. Pe3yabTaTbl BAMsAHHA 00pa0OTKH HA CPeAHHE MAPAMETPbI MOYEHCITYCKAHHUS Y
CAMOK KPBbIC ¢ 2-HeeJIbHOH 00CTpYKIHeH

MIP

MP TP BP BC MV RV (IP-BP) | MF SA BCOM
KouTpos: 1.1£0.0
pVAX 68,148,1 | 342449 | 9.1+41,9 | 2,3+0,3 | 22403 | > > [24,0£4,6 | 4,640,5 | 14,9+3.4 | 0,1£0,02
(n=10)
e
obcTpyKImeii: 65,3 303 7.2 2,5 2.4 0.2 20,0 4.4 12,8 0,1
MOIBEPTrHY THIE + 4 + + + + + + + +
BBegenmo 10 - 36 - - - 0,1 . e . N
wxr pVAX/hSlo 10,5 X 1,0 0,3 0,3 3,5 0,5 3,0 0,02
(n=7)
’C
ofcTpyKumeii: 81.1 36,6 11,8 32 2.7 0.4 27,1 43 15,3 0,1
MOJABEPIrHY ThIe N + + 4 + + + + +
BREEHITI0 30 7.3 44 26 10 04 0.2 3.5 0.4 15 0.02
MEr pVAX/hSlo ’ ; ; , ; , , , ,
(n=9)
bC
o0cTpyKIHe: 478 17,7% % 6,3 23 22 0,3 10,3 % %% 5.3 4 1% %% 0,2% **
MO/BEPrHYThIe 4 + T 4 + T + + + +
BBegennio 300 - - - - - - - 0,6 - N
wikr pVAX/hSlo 3.7 1,6 1,1 0,4 0,3 0,2 1,2 ’ 0,4 0,02
(n=10)
bC 572 | 214%** 5,7 2,1 2,0 0,1 11,6% ** 5,2 5,9% % | (1% **
odcTpyrmmei: + + + + + + + + + +
HOABEPIHYTHIE 6,2 1.8 1,1 0,1 0,1 0,04 1,3 0,3 0,5 0,01
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pBegenno 1000
MKkr pVAX/hSlo

(n=12)

b

10, 30, 300, 1000 mxr pVAX/hSlo B 200 mxn 20% caxapo3sl B PBS;

Koutponr: KoHTpONbHBIC ’KUBOTHBIC OTHOH BO3PACTHON IPYIIIEL ¢ OOCTPYKUUCH, KOTOPHIC
nony4anu 1000 mxr Toneko pVAX, WT: macca modesoro my3sipst (mr), MP: naBncHue mpu
moucuctyckanuu (cm H,0);

TP: moporosoe gasneuue (cm H,0), BP: 6azamsnoe nasnaenne (cm H,0), BC: emxocTs MOUeBOTO
my3bIps (Mi1), MV: 06bem mouencnyckanus (M), RV: ocrarounstit o0beM (M),

MIP: cpeanee nasnenue Mexay modeucmyckanmsivu ((cm H,O; cpenHee aaBiacHHE HA MPOTSKESHHUH BCETO
HMHTEPBAJIA MCKAY MOUYCHCIYCKAHISIME MHHYC 0a3aIbHOS AABICHHUE AJIS1 OXHOTO U TOTO XKE
JKUBOTHOTO);

SA: cnonrannas akrusHOCTh (MIP-BP); BCOM: pacTssKUMOCTh MOUCBOTO ITy3BIPs (€MKOCTh MOYICBOTO

ny3eipst/TP-BP);
HocTosepHo oTnuuaercs oT kKoHTposust;, p<0,05. Bece mapHbIe MHOXKECTBEHHBIE IPOLIEAYPEI
cpasaeHus (Meto Xoma-Cunaka).

HocToeepHo oTimdactes ot kouTpos; p<0,05, omroctoponnnit ANOVA.

Ta6auna 4. [IpoTokoJ BHYyTPUIY3bIPHOH HHBEKINH KPOJHKAM

N=12 50-50 cmechb p- | YYACTKHM/KpP | YYACTKH/KP | YY4ACTKH/KpP
KPOJIHKOB VAXhslo (ma) OJIHK OJIHK OJIHK
0,05 4 8 10
0,1 4 8 10
0,15 4 8 10
Taomuna S. Koneunasi no3a hMaxi-k
Hoza #Maxi-K 16000 Mkr | 20% caxaposza B PBS | 24000 mkr | 20% caxaposa B PBS
O6Bem 4 mn 6 MIT
Kommuectso 2 3
pOOHPOK
Koneunsrit 06pemM 4 mn 6 M1

Kommaectro 20 uabekumit mo 0,2 MII B yKa3aHHBIC
BHYTPUMBIIICTHBIX YIaCTKU B CTCHKC MOYCBOTIO ITY3bIP:,
UHBCKIIH PaCHONI0KCHHBIC IPUMEPHO HA

paccrostaEu | cM apyr ot apyra
(¢urypa 5)

30 mapekuumi o 0,2 M B YKa3aHHBIC
VYaCTKH B CTCHKE MOUCBOTO ITY3BIPSL,
PacCIONIOKEHHBIC MPUMEPHO Ha
paccrostauum 1 cMm apyr oT apyra

(¢purypa 5)

[Ipumveuanne: B xaxmoi 103080 koropre 6 yuacTHuKoB noiay4dar #Maxi-K u 3 moayaar 20%
caxapoasl B PBS (mumane60).

Ta6muua 6. O600meHHbIe Pe3yJIbTATHI TECTOB B COOTBETCTBHH C JIAGOPATOPHBIMH

BHU3UTAMH

Daza

Cxunnaropas ¢asa

Hocnaexyomue BH3ATHI HOCJE MOJ1Y9¢HAS J1e9¢HAS

Bmsurt/nepuox

Hocnexyr
i
KOHTAKT 10
Tenedony’

Bmnr 1 | Busar 1A" Busur 2 Busuar 3

Bmsuar 4 Bmsnr 5 Busur 6 Bmnr 7 Bmsur 8
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COCTOAHHASA Af A A A A A A
3aGoesanma

CyOBeKTHBHAL OIEHKA
OTBETA HA HB‘IC}[I/[Bk

ICIQ-SF Af

AHANH3 MOYH H IIOCEB
4 A A
MO4YH

T'emaromorudeckue
Ta0OPATOPHBIE TECTHI ©

XHMHYECKHE
NaGOPATOPHBIE TECTHI ©

PapMAKOKHHETHIECKA
1 onenka (k/JHK /Slo Ats A A A A A A
B MOYE M KPOBH)

Onenka )
HEKENATETBHEIX A Af A A A A A A A
SBICHHIH

Beenenne
HCCIIEAYEMOTO
JEeKAPCTBEHHOTO
cpeacTsa

a

OKTI Gyaet npoBOIUTHCS 10 BBEACHHS UCCICAYEMOTO JIEKAPCTBEHHOTO CPEACTBA U Uepes 2 "aca
IoCJIC BBCACHU JO3EI.

LucromeTpust BKIOYACT: 00BEM MPH NIEPBOM TO3BIBE K MOUCHCITYCKAHHIO, JABICHHUE ISTPY30Pa,
BHYTPUOPIOIIHOE TABICHUE, JABICHUC ACTPY30pa B HAYAIC MOUYCHCITYCKAHHS, TABICHUE ACTPY30pa
[IPH MAKCHMAIBHOM TIOTOKE, MAKCHMAIBHOS JABICHUC ACTPY30pa, 0OBEM MPH CHIIHOM ITO3BIBE K
OTIOPOKHEHUIO, TUKOBYIO CKOPOCTh MOTOKA MPH MOYCHCITY CKAHUH, 00bEM MOUYCHCITY CKaHUs, 00BeM
pu DO, octaTtounbIii 06bEM MOCIIC MOYCHCITY CKaHHs, OOIMHI 00BEM MOUYCBOTO ITy3BIPs (00BEM
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MOUCHCIIYCKAHUS + OCTATOYHBIH 00bEM), KOIHUECTBO COKPALICHHUH ASTPY30pa BO BPEMsI IMPOLEIYPhI
u npopomkuTesHOCTh DO.

Kpurepun BriatoueHus npeycMaTpusaroT octatodabid 06bem <200 mu. CkaHHpOBaHHE MOYEBOTO
my3bIpst Ipu V1 1 V8, KOTOpOE MOA/IEKUT BHIMOIHEHHUIO 0 KATETCPU3ALIUH.

OOuruii aHaIM3 MOYX B OTHOIICHUH SPUTPOLIUTOB U JICHKOLUTOB, OMPCACIICMBIX
MHKPOCKOIIHPOBAHKUEM, O¢JIKa, TJIF0K03bl, HUTPUTOB, pH U yaeneHOro Beca mpu Busurax V1, 3-5u V7
u V8. Ilpu V1A u V2 Gyzaer npoBeacH aHAIN3 MOYH C IMTOMOINBIO TECT-M0J0CKH. [loceBrl Mo1u mpu
V1 (myrem kaTeTepr3anuy ypOoIHHAMHUCCKUM KareTepoM), V3 (0akTepHOTOrHueCKUil aHAIM3); TIPH
V1A, V2, V5 u V8 10 HUCTOMETPUH HITH LIACTOCKOIHUH (TIyTEM KaTeTePH3ALUH YPOAUHAMHIECCKAM
KaTeTEPOM) U IICPE. BHIITHCKOM MyTeM OAKTCPHOIOTHUSCKOTO aHatu3a (mpu V2 UCMOIb30BaHHUE
MOJIyICHHOM MCPBON MOUH IOC/IC BBCACHHUS IPenapara). AHAIN3 MOYH [PU BU3UTE 2 C IIOMOIIBIO
TECT-MOJIOCKHU Oy ST MPOBOAUTECS A0 BBCACHUS AO3BI, 4 TIOCEB MOYH OVACT MPOBOIUTHCS KAK A0
BBECHUS UCCIEAYEMOrO JICKAPCTBEHHOTO CPEACTBA, TAaK U 0 BBIMUCKH.

JlaGoparopnsie TecTh, KOTOPBIC OyayT mpoBeacHs: ipu V1, V2 -5, V7 u V8, Brirouaror:
T'EMAaTOJIOTHIO - OOIIHIA AaHATH3 KPOBH € MOACUCTOM JICHKOILMTAPHOH (POPMYIIBI, KOIUICCTBO
TpomboruToB, ckopocTh ocenanust, PTT, PT (6e3 PT u PTT npu V2 u V4), CRP, antusaepaoe
antuTeno; Guoxumuto - BUN, kpeatunnn, Na', K, Mg, Ca™, CO2, CI', an0ymuH, menounas
tdocharaza, ALT, AST, GGT, oOmwmit 6unupy©Ous, odmmit 6emok, CPK, LDH, riroko3a);
CEPOJIOrHUICCKHIA TECT HA OepeMEHHOCTD ¢ omnpeacicHueM 6eta-HCG, aBasiomuiics: 00s3aTCIbHBIM
JUTS JKCHIOUH JETOPOIHOTO BO3PACTa, KOTOPHIC HE MOABCPTATUCE THCTCPIKTOMUN HA MOMCHT
ckpunuara mpu V1 u ganee mo mepe Heodbxoaumoctu. Kpome toro, FSH> 40 ME/n, ecnu nocrie aamii
MCHCTPYAITbHBIH LUK KM MECTO HE > 12 mecanes o BrmroucHus B uccaeaosanue. HbAlc 6yaer
IIPOBOAUTHCS TOJBKO MPH CKpuHUHTE B Xoa¢e Bu3uTa 1. [Ipu 2 (Heenst 0) Onoxumus mpoBOJUTHCS HE
oyaet. Ipu V4 Guoxumus 6yaet smodars Tonbko BUN, kpeatunun, snexrpomutsl (Na®, K'), CRP,
rioko3y u ANA. Ipu sBusure 1A nimn V6 nabopatopHbie aHATH3bI MPOBOUTHCS HE OYAYT.
JlaGoparopHbIC aHATHU3BI JOKHBI MPOBOJUTECS B OJHO U TO XK€ BPEMSI CYTOK IPH BCEX BU3UTAX B
XOJ€ UCCIICAOBAHMSL.

Ananmu3 nm npoueypa 6yaeT NpoBeIcHA 10 BBEACHUS UCCIIEIYEMOr0 IEKapCTBEHHOTO CPEACTBA
IIPU BUBUTE 2

IIpexsapurensroe BBeaeHue mpu V2. Eciu oOpaser octacTes MONOKUTEIbHBIM Ha 24 Hexele,
VYACTHHK JOJDKEH BO3BPAIIATHCA €KEMECIUHO A0 TEX MOP, MOKA ABA MOCIEA0BATENbHBIX 00pasia He
cranyT otpurareasasivMu B oromeHun JTHK /4S/o.

JKuzneHnbie mokasareu OyayT BKIOYATh BHICOTY TOJIBKO mpu V1; Bec mpu V1 u V8; nepopanbhyro
TeMIeparypy Teaa npH Beex Busurtax (kpome V1A). Il Beex uzmepenuii BP neoOxoanmo
HCHOJB30BATh OJHY U TY XKC PYKY M YKA3BIBAaTh KAKVIO IMCHHO.

JIHCBHMKH JOKHEL OBITh 3AIIOTHCHEL 10 V1A (111 MPOBEPKH HA COOTBETCTBHUC U KPUTCPHH
BKJTFOUCHHS), 32 7 JHECH 10 BU3UTA 2 ¥ 7 JHEH J0 KaKIOT0 BH3UTA B JATBHCHIICM.

C yyacTHHKaMH CBDKYTCs 10 Tennedony Ha 1-i u 3-it qau uccnexosanwms (1 aenp u 3 aus + 1 mocie
BBCACHMS MPEIIAPATA MPH BU3UTE 2) sl OLCHKH HEYKCIATCIBHBIX SIBIICHUH.

CyObeKTHBHbBIE OLICHKH OCHOBAHBI HA CIICAYIOIIUX BOIPOCAX, MPUBEACHHBIX B puioxkeHuu C:
"Hackobko TATOCTHOMN BB CUUTACTE CBOIO MPOOICMY, CBI3AHHYIO ¢ MOUCBEIM Iy3bipeM?" 1 "Bputo
JIM JICUCHUE NOJIE3HBIM 1714 Bac?".

BP 6yaer usmepstbes kakapie 15 MUHYT B TeUCHHE 2 4aCcOB MOC/IC BBSACHUS HCCIICIYEMOTrO
JIEKapCTBEHHOTO CPEACTBA.

Y9aCTHHUKY TPUHECYT MPOKIA KK/ TIOATY3HUKH, KOTOPHIC HOCHIIM B TCUCHHC 3 AHCH 10 Bu3uTa 1A 12
(B cmygac V1A mocne ckpunmara nmpu V1) u 3 gHEH 10 BCEX MOCICIYIOMNX BUSHTOB (BU3UT 3 -
BU3UT 8); TAKXKE MPUHECYT YUCTHIC MPOKIAAKY/TIOATY3HUKH /151 HCIIOJIb30BAHMS B KAUCCTBE
HUCXOJHOTO VPOBHSL.
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Buzur 1A MOXKET COCTOSITBCS B TOT JKE A¢HB, 9TO U V 1. B 3TOM Ciiy4ae Bce HEOOXOAUMBIC
npoueaypst st V1A, KOTOPHIC C€1Ie HE BBIMOJIHCHBI IPH V 1, 1OKHBL OBITh 3aBCPIICHBI.
LlucTockonuio HEOOXOAMMO BHITIOIHATE MOC/IC BCEX APYTHX mporeayp V1, a moceB Moum mocie
IIUCTOCKOTIMH C UCTIOIb30BAHUEM MOYH, MOTYUCHHOH A GakTepronorideckoro anamuza. Eciu V1A
coBmagact ¢ V1, To mockosbky cO0p MPOKIaI0K U JHCBHHUKOB HE OyaeT 3aBepiicH A0 V1, oHu
JIOJDKHBI OBITh TPOBEPESHBI HA COOTBETCTBHE IpHU V2.

OKT OyzeT BHIMOIHCHA 10 HAYAJIA UCCIICIOBAHI.

Tabauna 7. CpeaHee KOJIHYeCTBO MOYEHCIYCKAHMI/24 Yaca ¥ yMeHbIIeHHe ¢ TeYeHHeM
BPEMEHH - MOMYJISILUS AJIs1 OeHKH 3((PeKTUBHOCTH

hMaxi-K

Bzt TL1aue6o 16000 MKt 24000 MKr Bce 10351
Busur 1A n 4 6 3 9
(CKpuHUHT) Cpennee 10,46 11,99 (3,65) 17,39 (5,22) 13,79 (4,73)

KOJIMYECTBO (3.48)
MOYCHCTY CKAHHH
(SD)

Busur 2 n 4 6 3 9
(ICXOAHbB I Cpennee 10,18 11,26 (2,70) 17,19 (7,07) 13,24 (5,08)
KOJIHYECTBO 4.78)
MOYCHCTY CKAHHIH
(SD)
Busur 3 n 4 6 3 9
(aexessi 1) Cpennee 11,59 9,10 (2,12) 14.46 (3.74) 10,89 (3,67)
KOJIMYECTBO (4,98)
MOYEHCITY CKAHHH
(SD)
H3meHeHue 1,41 (0,78) -2,16 (1,80) -2,73 (7.29) -2,35 (3,92)
CpelHEro
3HAYCHUS
OTHOCHTEITEHO
HCXOHOTO
yposH1 (SD)
SEM 0,39 0,73 4,21 1,31
3naucHue p [1] 0,251 0,052 0,074 0,018
3HaueHue p [2] 0,044 0,047 0,027
Pazmiune -3.57 -4.14 -3,86
CPEIHHX
3HAYCHUH,
OTIPEICICHHBIX
METOAOM
HAUMCHBIIAX
KBaJpaToB,
OTHOCHTCITHHO
mianedo
95% CI -7,01, -0,13 -8.22, 0,07 -7,12,-0,59
Busur 4 n 4 6 3 9
(meness 2) Cpennee 10,68 8.35 (2,65) 13,52 (1.94) 10,07 (3.47)
KOJITYECTBO (4,10)
MOYCHCIY CKAHHH

YPOBEHB)
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(SD)
H3meHeHue 0,51 (1,22) -2,92 (2,04) -3,67 (6.48) -3,17 (3,64)
CpelHEro
3HAYCHUS
OTHOCHTCITBHO
HCXOTHOTO
yposH1 (SD)
SEM 0,61 0,83 3,74 1,21
3Hauenue p [1] 0,667 0,016 0,026 0,004
3HaueHue p [2] 0,051 0,046 0,029
Pazmume -3.42 -4.17 -3,80
CPEIHHX
3HAYCHUH,
ONPEACTCHHBIX
MCTOJIOM
HAUMCHBIIAX
KBaJpaToB,
OTHOCHTCITHHO
mIaneoo
95% CI -6,87, 0,02 -8.25, 0,10 -7,06, -0,53
Busutr 5 n 4 6 3 9
(uenesst 4) Cpemmee 11,40 8.87 (2,25) 13.48 (1.08) 10,40 (2,96)
KOJHYCCTBO 4.42)
MOYCHCIY CKAHHH
(SD)
H3MmeHeHue 1,22 (0,69) -2,40 (2,11) -3,71(7.27) -2.84 (4,05)
CpemHETO
3HAYCHUS
OTHOCHTCITBHO
HCXOTHOTO
yposH1 (SD)
SEM 0,35 0,86 4,20 1,35
3Hauenue p [1] 0,315 0,035 0,025 0,006
3HaueHue p [2] 0,042 0,024 0,017
Paz e -3,62 -4.93 -4,28
CpEeIHUX
3HAYCHHH,
ONPEACTCHHBIX
METOJIOM
HAUMCHBIIHUX
KBaJpaToB,
OTHOCHUTECIILHO
miancoo
95% CI -7,06, -0,17 -9.,01, -0.86 -7,54, -1,01

hMaxi-K

Busnr TL1ane6o 16000 MKT 24000 MKr Bce 10351
Busur 6 (Hexesst n 4 6 3 9
8) Cpennce 10,17 3.89) | 9.48(2.73) 13,52 (2.19) 10,83 (3,15)
KOJIUUCCTBO
MOYECHCITY CKaHUH
(SD)
VIsMeHeRH e 0,01 (120) | -1.79 (2.15) -3.67 (1.75) 241 (433)
CPEIHETO
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3HAYCHUSA
OTHOCHTCIIEHO
HCXOTHOTO
yposHs (SD)

SEM

0,60

0,88

447

1,44

3Hauenue p [1]

0,996

0,094

0,026

0,011

3HaueHue p [2]

0,261

0,071

0,090

Pazmime
CpEXHUX
3HAUCHUIH,
ONPEACICHHBIX
METOA0OM
HAUMCHBIIIUX
KBaJ[paToB,
OTHOCHTCJIBHO
manedo

1,78

3.66

272

95% CI

522, 1,66

774, 0.41

5,99, 0,55

Bumsur 7 (nexenst
12)

n

4

6

3

9

Cpennce
KOJIMYECTBO
MOYCHCITY CKAaHUH
(SD)

10,96 (4.30)

1021 (4.11)

12,90 (2.35)

11,11 3.7D)

H3meHCHNE
CpeIHero
3HAYCHHS
OTHOCHTEJIHHO
HCXOHOTO
yposHs (SD)

0,79 (1,67)

-1,05 (2,90)

-4.29 (6,97)

-2,13 (4,47)

SEM

0.84

118

4,02

1,49

3HaueHue p [1]

0,509

0,293

0,013

0,012

3HaueHue p [2]

0,248

0,022

0,041

Pazmune
CPEIHUX
3HAUYCHHIH,
ONPEACICHHBIX
METOAOM
HAUMCHBIIIUX
KBAJApaTOB,
OTHOCHTECJIBHO
manedo

-1.83

5,07

3.45

95% CI

528, 1,61

-9.15, -1,00

6,72, 0,19

Busur 8
(OKOHUATE/ILHBII
BUBHT — HeEJIsI
24)

n

4

6

3

9

Cpennee
KOJIIICCTBO
MOYCHCITY CKAaHUH
(SD)

11,14 (4.81)

9,74 (3,04)

13.86 (3,02)

11,11 (3.51)

HN3mencHHC
CpeIHero
3HAYCHHS
OTHOCHTEIBHO
HCXO/HOTO
yposHus (SD)

0,96 (0,99)

1,52 (2,55)

-3.33 (7,06)

2.13 (4,16

SEM

0,50

1,04

4,08

139

3Hauenue p [1]

0,421

0,142

0,038

0,019
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3HaueHue p [2] 0,131 0,041 0,044
Pazmume 2,49 -4,30 -3,39
CPEIHUX
3HAYUCHHIM,
ONPEACICHHBIX
METOI0M
HAUMCHBIIHUX
KBaJ(paToB,
OTHOCHTCJIBHO
mwanedo
95% CI -5,93, 0,96 -8,37, 0,22 -6,66, 0,13

[1]:

[2]:

3nauenue P A7 TPOBCPKHU HATU'INA CTATUCTUICCKU ,Z[OCTOBCpHOI\/'I pasHuLbl MCXKAY 3HAUCHUAMU,
U3BMCPCHHBIMHU B onpe,z[eneHHoﬁ BpCMCHHOﬁ TOYKC, OTHOCUTC/IBHO U3MCPCHHOTO 3HAYICHUA
HUCXOOHOTIO YPOBHA A1 OIPCACTICHHOIO JICUCHUA.

3HaucHne P A7 IPOBCPKU HATUIHA CTATUCTUICCKU ,Z[OCTOBCpHOﬁ Ppas3HULBI MCKAY H3MCHCHUAMUA
OTHOCHUTCIIBHO HCXOAHOTO YPOBHS IO CPABHCHUIO € rmaue6o.

Bce 3nadeHus p ¥ OLICHKHU MONYYEHBI C HCIOIb30BAHUEM JTMHEHHOW MOAEIN CMEIIAaHHBIX 3((EKTOB ¢
KOJIMYECTBOM MOYEHCITYCKaHUH B KAUECTBE 3aBUCHMBIX NIEPEMEHHBIX, BAPHAHTOB JicueHH (1r1anedo,
16000 mxr, 24000 mxr u odmero hMaxi-K), BpeMeHHbBIX TOUEK H B3aUMO3aBUCHUMOCTH BPEMEHH U
neqeHust. Bee mo3w1 = Bee 10361 AMaxi-K.

SD = crannaprHOe oTkinoneHue; SEM = cranmapTHas ommuOKka cpeJHero 3HaYCHU.
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Ta6muua 8. CpeaHee KOJIMYECTBO MH30/10B YPreHTHOCTH/24 yaca U yMeHbIIeHHE C
Te4yeHHeM BpeMeHH — MOMYJIsilus AJisl OLeHKH 3(pPeKTHBHOCTH

hMaxi-K
Bz ILnane6o 16000 mxr | 24000 Mxr Bce 10361
ur
Bmur 1A n 4 6 3 9
(CKpuHUHT) Cpennee 10,04 (3.80) 11,12 (4,08) | 17,27 (5,33) 13,17 (5,19)
KOJIHICCTBO
SIMH300B
YPTECHTHOCTH
(SD)
Busur 2 n 4 6 3 9
(HCXO MBI Cpennee 9.82 (5,17) 10,21 (3,55) | 17,19 (7.07) 12,53 (5,71)
KOJTHYCCTBO
SIMH300B
YPTECHTHOCTH
(SD)
Bmsur 3 (neenst n 4 6 3 9
1) Cpennee 11,27 (5,25) 7,89 (3,11) 14,46 (3,74) 10,08 (4,51)
KOJIHYECTBO
SIMH3010B
YPTECHTHOCTH
(SD)
H3meneHne 1,45 (0,83) 231 2,17) | -2,73(7,29) -2,45 (4,03)
CpPCIHETO
SHAUCHU
OTHOCHTCIIBH
0 HCXOIHOTO
yposH1 (SD)
SEM 0,42 0,88 4,21 1,34
3HaucHue p [1] 0,240 0,040 0,074 0,016
3HaueHue p [2] 0,036 0,046 0,024
Pazmiume -3,76 -4,18 -3,97
CpEeIHHX
3HAYCHUI,
OTPCACTICHHBIX
METOI0M
HAMMCHBIIIHX
KBAJPaToB,
OTHOCHTEJILHO
mwiancdo
95% CI -7,20, 0,32 | -8,25,-0,11 -7,23,-0,71
Bmsur 4 n 4 6 3 9
(nenes 2) Cpennee 10,22 (4,49) 7,17 (3,35) 13,52 (1,94) 9.29 (4,25)
KOJIHYCCTBO
SMH3010B
YPTCHTHOCTH
(SD)
H3meneHne 0.40 (1,03) -3,04 2,07) | -3,67 (6,48) -3,25 (3.64)
CpeIHero
SHAYCHHS
OTHOCHTCIIBH
0 HCXOIHOTO
ypoBHi (SD)

YPOBCHB)
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SEM

0,51

0,85

3,74

1,21

3Hauenue p [1]

0,734

0,013

0,026

0,004

3Hauenue p [2]

0,050

0,050

0,030

Pazmuume
CPEIHHUX
3HAYCHHIH,
OTIPEICIICHHBIX
METOI0OM
HAUMCHBIIHUX
KBaaparToB.,
OTHOCHTCIILHO
manedo

-3,43

407

3,75

95% CI

6,87, 001

-8.14, 0,00

7701, 0,49

Bmur 5

n

4

6

3

9

(aenessi 4)

Cpennee
KOJIHYCCTBO
SMH3010B
YPTCHTHOCTH
(SD)

11,04 (4.75)

7.87 (3.92)

13,48 (1,08)

9.74 (4.22)

HM3mecHeHHE
CpeIHero
3HAYCHHS

OTHOCHTEJIBH
0 HCXOIHOTO
yposH1 (SD)

1,22 (0,69)

234 2,07)

3.71(7.27)

-2,80 (4,04)

SEM

035

0.84

420

135

3Hauenue p [1]

0315

0,038

0,025

0,007

3HaucHue p [2]

0,044

0,024

0,018

Pa3zmune
cpeaHux
3HAYCHUI,
ONPEACTCHHBIX
METOAOM
HAUMCHBIIINX
KBAIpaToB,
OTHOCHTCJIHO
mwianebo

3,56

493

425

95% CI

-7.00, 0,12

-9.00, 0,86

7751, 0,98

55



WO 2018/209351 PCT/US2018/032574

hMaxi-K

Bz TLnaneoo 16000 mxr | 24000 Mxr Bce 10361
T
Bmsur 6 (nexenst n 4 6 3 9
8) Cpennee 9.60 (4.45) 8.32 (4,40) 13,52 (2,19) 10,05 (4.48)
KOJTHYCCTBO
SMH3010B
YPTECHTHOCTH
(SD)
H3meneHne -0,22 (0.89) -1,89 2,07) | -3.67 (7.75) -2,48 (4,30)
CpemHero
3HAUCHHS
OTHOCUTCIIbH
0 HCXOJTHOTO
yposHs (SD)
SEM 0,45 0,85 4,47 1,43
3HaucHue p [1] 0,851 0,079 0,026 0,010
3HaueHue p [2] 0,289 0,085 0,106
Pazmiume -1,67 -345 -2,56
CPEIHHX
3HAYCHUI,
OMPEACTCHHBIX
METOI0M
HAUMCHBIITHX
KBAAPaToOB,
OTHOCHTCJIBHO
manedo
95% CI -5,11, 1,77 -7,52, 0,62 -5,82, 0,71

Busur 7 (nexenst n 4 6 3 9
12) Cpennee 10,86 (4,35) 10,00 (4,31) | 12,86 (2,38) 10,95 (3,88)
KOJIHYICCTBO
3IHU30/10B
YPIEHTHOCTH
(SD)
U3MCHCHHE 1.04 (2.15) 021 (2.41) | -4.33(7.05) -1,58 (4,51)
CpeaHEro
SHAYCHUA
OTHOCHUTCJIbH
0 HCXO/THOTO
ypoeH1 (SD)
SEM 1,07 0,99 4,07 1,50
3HaueHue p [1] 0,389 0,829 0,013 0,025
3HaucHue p [2] 0,421 0,017 0,048
Pasmune -1,24 537 3,31
CpeIHUX
3HAYCHUI,
OTIPEACTICHHBIX
METOIOM
HAUMCHBIIIHUX
KBAAPaToOB,
OTHOCHTCJIHHO
mwiancoo
95% CI 468,220 | -9.44,-130 6,57, -0,04
Bmsut 8 n 4 6 3 9
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(oKOHUYATE/ILHBII
BIBHT) (HemeJIst
24)

Cpennee
KOJIHYCCTBO
JMU30/10B
YPICHTHOCTH
(SD)

10,89 (4.99)

9.29 (3,53)

13.86 (3,02)

10,81 (3.91)

HM3MmeHeHHE
CpeaHETO
SHAYCHHUA

OTHOCHUTCJIBH
0 HCXOJTHOTO
yposH1 (SD)

1,07 (1,18)

20,92 2.27)

-3.33 (7,06)

1,72 (4.14)

SEM

0,59

0,92

4,08

138

3HaueHue p [1]

0,373

0,350

0,037

0,032

3Hauenue p [2]

0213

0,038

0,054

Pazmirune

-1,99

-4.40

CPEIHHX
3HAYCHUI,
OTIPEICICHHBIX
METOI0M
HAUMCHBIIHUX
KBaaparToB.,
OTHOCHTCJILHO
mwiancoo

3,20

95% CI

543, 145

8,47, 0.33

-6,46, 0,06

[1]: 3naucHue p AL MPOBEPKH HATHYUS CTATUCTHYICCKU JOCTOBESPHOM PA3HHULIBI ME)KAY 3HAUCHHUSIMU,
M3MEPEHHBIMH B ONPEICICHHON BPEMEHHOHN TOUKE, OTHOCHTEIPHO U3MEPEHHOTO 3HAUYCHUS
HUCXOAHOTO YPOBHS JJIsl ONPEACICHHOTO JICUCHHUS.

[2]: 3HaueHwe p A MPOBEPKH HATMYMS CTATUCTHIECKU JOCTOBEPHOM Pa3HHUIIBI MEXKAY H3MEHEHUAMH
OTHOCHTEIIBHO HCXOMHOTO YPOBHS ITO CPABHCHHIO ¢ I1aneoo.

Bce 3nadeHus p ¥ OLCHKH MOIYYCHBI C HCIOIb30BAHUCM JTMHCHHOM MOACIN CMEIIAHHBIX 3()(HEKTOB ¢
KOJIUYCCTBOM MO‘{GI/ICHYCKaHI/Iﬁ B Ka1UCCTBC 3aBUCUMBIX IICPCMCHHBIX, BAPUAHTOB JICICHUSA (Hnau660,
16000 mkr, 24000 mkr u o6wmero hMaxi-K), BpeMEHHBIX TOUCK M B3AUMO3aBHCUMOCTU BPEMCHH H

JCUCHUA.

Bce no3b1 = Bce qo3el #AMaxi-K.

SD= crangaprroe otknonenue; SEM = cranaapTHas omuOKa CpeIHET0 3HAUCHMS.

Tabémnua 9. KomuuecTso 3nu3010B YPreHTHOIO HeJePKAHUSI U YMEHbIICHHE C TeYeHHEM
BPE€MEHH — NOMYJISILUS AJIs1 OLeHKH 3((PeKTHBHOCTH

hMaxi-K
Busur Ilnane6o | 16000 Mkr 24000 Mxr Bce n03n1

Busur 1A n 4 6 3 9
(cxcpummnr) Cpe/IHee KOTHIECTBO 1,88 (1.25) | 2.08(0.57) | 8.69(12,02) 4,29 (6.87)

SIH300B YPTCHTHOTO

HeaepkaHusa/24 yaca

(SD)
Brznr 2 n 4 6 3 9
(“f)’:’ei':;'" Cpesee KOTHYECTBO 1.82(1.52) | 1.91(0.83) | 3.81(3.30) 2,54 (2,01)
P 3MU30/10B YPTEHTHOTO

Heacp kaHmsA/24 1aca

(SD)
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hMaxi-K

Busur 3 (nexeJist
1

n

4 6

3

9

CpenHee KOIHYECTBO
SMHA30/10B YPICHTHOTO
HeaepykaHmsa/24 yaca
(SD)

1,43 (1,32) | 1,29 (1,08)

2,74 (0,25)

1,77 (1,13)

H3meHeHne cpetHero
3HAYCHUA
OTHOCHTEIJILHO
HCXOHOTO
ypoBHs (SD)

0,39 (0,22) | -0,63 (0,74)

-1,07 (3,15)

-0,78 (1,69)

SEM

0,11 0,30

1,82

0,56

3HaucHHE p

[1]

0,460 0,164

0,103

0,045

3HaucHHE p

2]

0,718

0,395

0,470

Paznuuue cpenHux
3HAYCHUI,
OMNPEACTICHHBIX
METOAOM
HAUMCHBIINX
KBaJIPATOB,
OTHOCHTCIIFHO
maneto

0,24

0,68

-0,46

95% CI

-1,75,127

2,47, 1,10

-1,89, 0,97

Busur 4 (nenesist
2)

n

4 6

3

9

CpeaHee KOJIUUECTBO
SMH3010B YPICHTHOTO
HeaepkaHusa/24 yaca
(SD)

1,23(1,27) | 0.86 (1,09)

2,95 (1,35)

1,56 (1,51)

H3meHeHne cpeHero
3HAYCHUA
OTHOCHTEJILHO
HCXOIHOTO
ypoBHi (SD)

-0,58 (0,81) | -1,05 (1,39)

-0,86 (2,60)

-0,99 (1,70)

SEM

0,40 0,57

1,50

0,57

3HaucHwHE p

[1]

0,277 0,035

0,177

0,029

3HaucHHe p

[2]

0,487

0,728

0,559

Paznuuume cpennHux
3HAYCHUI,
OMNPEACTICHHBIX
METOIOM
HAMMCHBIIUX
KBaJIPaTOB,
OTHOCHTCIILHO
mwIancbo

0,47

0,27

0,37

95% C1

-1,98, 1,04

2,06, 1,51

-1,80, 1,06
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hMaxi-K
Busur Inaneoo | 16000 Mxr 24000 MKr Bce 10361
Bmur 5 n 4 6 3 9
(meness 4) Cperee KOMHUECTBO 1,14 (0,95) | 0,66 (0.81) | 3,10 (2,08) 1.47 (1.,72)
3MU30/0B YPICHTHOTO
VI3MCHCHHE CPEIHETO 20,67 (0.98) | -1.25 (1,16) | -0,71 (1,76) -1,07 (1,30)
3HAUCHHA
OTHOCHTCJIEHO
SEM 0,49 0,48 1,01 0,43
3HaueHue p 0,216 0,017 0,251 0,026
3HaueHue p 0,393 0,958 0,623
Paznuuue cpenaux -0,58 -0,04 -0,31
3HAUCHUIA,
95% CI -2,09, 0,93 -1,83, 1,74 -1,74, 1,12
Busur 6 (neenst n 4 6 3 9
8)
CpeaHee KOMHIECTBO 1,02 (1,15) | 0,50 (0,92) | 2.57(2.13) 1,19 (1,66)
3MU30/0B YPICHTHOTO
VI3MCHCHHE CPEIHETO 20,79 (049) | -1.41 (1.21) | -1,24 (L67) -135(1,27)
SHAUCHHA
OTHOCHTCJIEHO
SEM 0,25 0,49 0,97 0,42
3HaueHue p 0,153 0,010 0,067 0,007
3HaueHue p 0,363 0,573 0,407
Paznuuue cpenaux -0,62 -045 -0,53
3HAYUCHUI,
95% CI -2,13,0,89 -2,23, 1,34 -1,97, 0,90
Bmsur 7 (mexes n 4 6 3 9
12)
CpeaHee KOIIECTBO 1,25 (1,09) | 0,64 (0,75) | 3.29 (2.27) 1,52 (1,84)
3MU300B YPICHTHOTO
MI3MCHEHHE CPEIHETO 0,57 0,71 | -1.27 (1L17) | 0,52 (1,57) -1,02 (1,27)
3HAUCHHA
OTHOCHTCJIEHO
SEM 0,35 0,48 0,90 0,42
3HaueHue p 0,290 0,016 0,389 0,037
3HaueHue p 0,306 0,958 0,601
Paznuuue cpenaux -0,70 0,04 -0,33
3HAUCHUI,
95% CI -2,21,0.81 -1,74, 1,83 -1,76, 1,10
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hMaxi-K
Busur Inaneoo | 16000 Mxr 24000 MKr Bce 103b1

Busur 8 n 4 6 3 9

(OROFMATeIbRBI " omecTBO 0,86 (0.76) | 0,62 (0.84) | 1,52 (1,39) 0,92 (1,06)

BI3HT) (HemeJIst

24) SMA30J0B YPICHTHOTO

HeaepkaHusa/24 yaca
(SD)

VI3MEHEHHE CPETHETO 0,96 (0,94) | -1.29 (1,10) | 2,29 (2,72) -1,62 (1,69)
SHAYCHUA
OTHOCHUTCJIBHO
HUCXOOHOIO
yposH1 (SD)
SEM 0,47 045 1.57 0.56

3HauCHHE p 0,094 0,015 0,005 0,001
[1]
3HaucHHE p 0,616 0,122 0,212
2]
Pazmuue cpexaux -0,34 -1,33 -0,83
3HAYCHUM,
OMpPEICTCHHBIX
METOAOM
HAUMCHBIIIHX
KBAJIPaToOB,
OTHOCHUTCIBHO
mianeoo
95% CI -1,84, 1,17 -3,11, 0,46 -2,26, 0,60

[1]: 3HaueHue p AT MPOBEPKH HATHYNS CTATUCTUYECKU JOCTOBEPHON Pa3HHLIBI ME)KAY 3HAUCHHUSIMHU,
HM3MEPEHHBIMH B ONPEACICHHON BPEMEHHOM TOUKE, OTHOCHTEIbHO U3MEPEHHOTO 3HAYCHHUS
HCXOJHOTO YPOBHS U ONPEACICHHOTO JICUCHUS.

[2]: 3HaucHHE p AT MPOBEPKH HATHYMS CTATUCTHYCCKU JOCTOBEPHOM PA3HHULIBI MEKAY H3MCHCHUSIMH
OTHOCHUTEJIBHO UCXOAHOTO YPOBHSI IO CPABHEHHUIO € TIaneo.

Bce 3nadeHus p v OLCHKH MONYYEHBI C HCIOIb30BAHUEM JTHHEHHON MOAEIHN CMEIIAaHHbBIX () (EKTOB ¢
KOJIMYECTBOM MOYEHCITYCKAHUH B KAUECTBE 3aBUCHMBIX IIEPEMEHHBIX, BAPHAHTOB JeueHU: (manedo,
16000 mxr, 24000 mxr u obimero hMaxi-K), BpeMeHHbBIX TOUSK U B3aUMO3aBUCHUMOCTH BPEMEHH U
JTE€YCHUSL.

Bcee no3m1 = Bce qo3bl #Maxi-K.

SD= cranpaptHoe oTknoneHue; SEM = ctanaapTHas omuOKa cpeHEro 3HaUCHHUS.

Ta6auna 10. BocnpusiTHe y4aCTHHKAMH OTBETA HA JieUeHHEe — MOMYJISIHS I OLeHKH
3¢ dexTHBHOCTH

IL1anedo, n hMaxi-K, n (%)
(%)
Inamedo 16000 Mxr 24000 MKr Bce 103b1
V3 (N=13) |OrcyrtcTBHC 3 (75,00) 1(16,67) 0 1(11,11)
TIO0JI0KHUTEILHOTO
s(ppexra
MMeeTcs HEOOBIIOM 1 (25,00) 1(16,67) 3 (100,0) 4 (44.44)
TOJI0KUTCILHBIH
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3¢ dekr

Hmeerca
CYIICCTBCHHBIN
TIOJIO7KHTCIbHBI
it 3¢ ekt

4(66,67)

4 (44.44)

3HaucHue p

0,1429

0,1429

0,0190

V4 (N=13)

OrcyTcTBHE
TIOJIOXKHTETLHOTO

apdexra

3 (75,00)

1(16,67)

1(1L11)

HMmeetcs HEOOIBIIOMH
TIOJIOKUTCIIHHBIH

ekt

1 (25,00)

1(16,67)

2 (66,67)

3(33.33)

HNmeerca
CYIICCTBCHHBIM
TIOJIOKUTCIIPHBL
i 3¢ ekt

4(66,67)

1(33.33)

5(55,56)

3HauCHHUC p

0,1429

0,2286

0,1202

V5 (N=13)

OrcyTcTBHE
TIOJIOXKHTETLHOTO

a(dexra

3 (75,00)

1(16,67)

1(1L11)

HmeeTcsa HEOOIBIIOH
TIOJIOKUTCITLHBIH

3ppexr

1 (25,00)

2 (66,67)

2(2222)

HNmeerca
CYIICCTBCHHBIN
TIOJIOKHUTCIIPHBL
it 3¢ ekt

5(83.33)

1(33.33)

6 (66.67)

3HauCHHUE p

0,0238

0,2286

0,0126

V6 (N=13)

OrcyTcTBHE
TIOJIOXKHTETLHOTO

s(ppexra

3 (75,00)

1(16,67)

1(1L11)

HmeeTcsa HEOOTBINION
TIOJIOKUTCTLHBIH

ekt

1 (25,00)

2 (33,33)

2 (66,67)

4 (44.44)

Hmeerca
CYILCCTBCHHBIN
TIOJIOYKUTCTHHBI
it 3¢ ek

3 (50,00)

1(33,33)

4 (44.44)

3HaUCHHE p

0,2286

0,2286

0,2727

V7 (N=13)

OrcyTcTBHE
TIOJIO>KUTCITEHOTO

s(ppexra

3 (75.00)

2 (33.33)

2(22.22)

HmeeTca HeOOIBITION
TIOJIOKUTEIHBIH

¢ dexr

1 (25,00)

1(16.67)

2 (66,67)

3 (33.33)

Hmeetca
CYIICCTBCHHBIN
TIOJIOYKUTCTbHBI
i 3¢ pekT

3 (50,00)

1(33.33)

4 (44.44)

3HaucHHE p

0,2857

0,2286

02727

V8 (N=13)

OrcyTcTBHE
TOJIOYKHUTETHHOTO

3(ppexra

3 (75,00)

2 (33.33)

2(22,22)

HmeeTcs HEOOIBIOMH

1 (25,00)

1(16,67)

2 (66,67)

3(33,33)
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TIOJIO>KUTE TBHBI I
3¢ dexr
Hmeercs 0 3 (50,00) 1(33.33) 4 (44 44)
CYIICCTBCHHBIN
TIOJIOKHUTCIIPHBL
it 3¢ pexr
3HaUCHHC p 0,2857 0,2286 0,2727

[Mpumeuanue: 3HAYCHUS P SBISIFOTCS. HOMHHAIBHBIME H OTHOCSTCS K TECTY XH-KBAAPAT IS OMIPEACICHIUS
TOTO, PA3TMIACTCS JIH BOCIPUATHE OTBETA HA JICUCHHE Y MALIMCHTOB, MOIYIABIINX JICUCHHC, U MTAIUCHTOB,
MOJTyIABINKX 11aeso0.

Bce no3s1 = Bece qo361 #AMaxi-K.

Taoauna 11. VizsmeneHue cpeaHero KOJHYECTBA SMH300B YPreHTHOT0 HeAEpKAHUs 32 24 yaca —
MOMYJISIUHUS )11 OLeHKH 3¢ eKTHBHOCTH

hMaxi-K
Busur ILnaneoo 16000 Mkr 24000 MKr Bce n103b1
SH30 b1
YPICHTHOTO
HeepkaHuA 3a 24
Jaca
Busur 1A n 4 6 3 9
CpexnHee 3HAUCHHC 1,88 (1,25) 2.08 (0.57) 8.69 (12,02) 4,29 (6,87)
(SD)
Busur 2 n 4 6 3 9
CpemHee 3HAUCHHC 1,82 (1,52) 1,91 (0,83) 3,81 (3,30) 2,54 (2,01)
(SD)
Busur 3 n 4 6 3 9
CpeaHee 3HAUCHHC 1,43 (1,32) 1,29 (1,08) 2,74 (0,25) 1,77 (1,13)
(SD)
Busur 4 n 4 6 3 9
CpemHee 3HAUCHHC 1,23 (1,27) 0,86 (1,09) 2,95 (1,35) 1,56 (1,51)
(SD)
Busur 5 n 4 6 3 9
CpeHee 3HAUCHHC 1,14 (0,95) 0,66 (0,81) 3,10 (2,08) 1,47 (1,72)
(SD)
Busur 6 n 4 6 3 9
CpemHee 3HAUCHHC 1,02 (1,15) 0,50 (0,92) 2,57 (2,13) 1,19 (1,66)
(SD)
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hMaxi-K

Busur ILnaneoo 16000 Mkr 24000 MKr Bce n103b1

Busur 7 n 4 6 3 9

CpenHee 3HAUCHHE 1,25 (1,09) 0,64 (0,75) 3,29 (2,27) 1,52 (1,84)
(SD)

Busur 8 n 4 6 3 9
(OKOH4YATCTHHBIN
BH3HT)

Cpeance 3Haucune | 0,86 (0,76) 0,62 (0.84) 1,52 (1,39) 0,92 (1,06)
(SD)

HN3meHeHHE
OTHOCHUTCIIBHO
HCXOJHOTO YPOBHSA
V2

Busur 3 n 4 6 3 9

Cpeanee 3Hauenne | -0,39 (0,22) -0,63 (0,74) -1,07 (3.15) -0,78 (1,69)
(SD)

3naucHue p [1] 0,460 0,164 0,103 0,045

3HaueHe p [2] 0,718 0,395 0,470

Paznuume cpennux 0,24 -0,68 -0,46
3HAYCHUH,
OTIPEICICHHBIX
METOIOM
HAUMCHBIIIHX
KBAIpaToB,
OTHOCHTCIIHHO
mianc6o

95% CI -1,75,1.27 2.47,1,10 -1,89, 0,97

3naucHue p [3] 0,545

Pazmuvme cpeannx -0,44
3HAYCHU,
OTPEACICHHBIX
METOI0M
HANMCHBIIHX
KBAApaToB, I
24000 MKT
OTHOCHTENBHO 16000
MKT

95% CI -2,10,1,21
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hMaxi-K

Busur ILnaneoo 16000 Mkr 24000 MKr Bce n103b1

Busur 4 n 4 6 3 9

Cpemuee 3nauenne | -0,58 (0.81) -1,05 (1,39) -0.,86 (2,60) -0,99 (1,70)
(SD)

3naueHue p [1] 0,277 0,035 0,177 0,029

3HaueHmue p [2] 0,487 0,728 0,559

Paznuune cpennux -0.47 -0,27 -0,37
3HAYCHHIA,
OTIPEICIICHHBIX
METOIOM
HAUMCHBIITHX
KBAIpaToOB,
OTHOCHTCITBHO
mianc6o

95% CI -1,98, 1,04 2,06, 1,51 -1,80, 1,06

3Hauenue p [3] 0,789

Paznuune cpexaux 0,19
3HAYCHU,
OTPCACTICHHBIX
METOIOM
HANMCHBIIHX
KBaJpaToB, [l
24000 MKT
oTHOCHTENBHO 16000
MKT

95% CI -1,46, 1,85

Busur 5 n 4 6 3 9

Cpemuee 3Hauerne | 0,67 (0,98) -1,25 (1,16) -0,71 (1,76) -1,07 (1,30)
(SD)

3HaucHue p [1] 0,216 0,017 0,251 0,026

3HaueHue p [2] 0,393 0,958 0,623

Paznuune cpexnux -0,58 -0,04 -0,31
3HAYCHUI,
OTPEACTICHHBIX
METOI0M
HAMMCHBIITHX
KBaJpaToB.,
OTHOCHTEITEHO
miane6o
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hMaxi-K

Busur ILnaneoo 16000 Mkr 24000 MKr Bce n103b1
95% CI -2,09,0,93 -1,83, 1,74 -1,74, 1,12

3HaueHue p [3] 0,465

Paznuume cpennux 0,54
3HAYCHUH,
OTPEICICHHBIX
METOIOM
HAHUMCHBIIHX
KBAQAPaToB, I
24000 MKr
otHOcHTEIBHO 16000
MKT

95% CI -1,11,2,19

Busur 6 n 4 6 3 9

Cpeanee sHauenne | -0,79 (0,49) 141 (1,21) -1,24 (1,67) -1,35 (1,27)
(SD)

3naucHue p [1] 0,153 0,010 0,067 0,007

3HauecHue p [2] 0,363 0,573 0,407

Paznuume cpennux 0,62 -0,45 -0,53
3HAYCHHIH,
OTIPEICICHHBIX
METOIOM
HAUMCHBIIIHX
KBAJpaToB,
OTHOCHTCIIHHO
mianc6o

95% CI 2,13, 0,89 223,134 -1,97, 0,90

3uaueHue p [3] 0,810

Paznuune cpexnux 0,17
3HAYCHUIM,
OTIPEACTICHHBIX
METOI0M
HANMCHBIIHX
KBAAPaToB, I
24000 MKT
OoTHOCUTEJIBHO 16000
MKT

95% CI -1,48,1,83
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hMaxi-K

Busur ILnaneoo 16000 Mkr 24000 MKr Bce n103b1

Busur 7 n 4 6 3 9

Cpemuee 3Havenne | -0,57 (0.71) -127 (1,17) -0,52 (1,57) -1,02 (127)
(SD)

3HaueHue p [1] 0,290 0,016 0,389 0,037

3HaueHme p [2] 0,306 0,958 0,601

Paznuune cpennux -0,70 0,04 -0,33
3HAYCHHIA,
OTPEICICHHBIX
METOIOM
HAUMCHBIITHX
KBAIPaToOB,
OTHOCHTCITHHO
mianc6o

95% CI 221,081 -1,74, 1,83 -1,76, 1,10

3nauenue p [3] 0,321

Paznuune cpexaux 0,75
3HAYCHUI,
OTPCACIICHHBIX
METOIOM
HAUMCHBIITUX
KBaJpaToB, I
24000 MxT
oTHOCHTEIBHO 16000
MKT

95% CI 0,91, 2,40

Busur 8 n 4 6 3 9
(OKOHYATETLHBIH
BH3UT)

Cpemuice 3Havenne | -0,96 (0,94) -1,29 (1,10) 2,29 (2,72) -1,62 (1,69)
(SD)

3navenue p [1] 0,094 0,015 0,005 0,001

3HaueHue p [2] 0,616 0,122 0,212

Paznuune cpennux -0,34 -1,33 -0,83
3HAYCHHIA,
OTPEICICHHBIX
METOIOM
HAUMCHBIITHX
KBAIpaToB,
OTHOCHTCITHHO
mianc6o
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hMaxi-K
Busur ILnaneoo 16000 Mkr 24000 MKr Bce n103b1
95% CI -1,84,1,17 -3,11, 0,46 -2,26, 0,60
3uauenue p [3] 0,199
Paznuune cpennux -0,99
3HAYCHHIA,
OTpEACTCHHBIX
METOA0M
HAUMCHBIITHX
KBAAPaToB, I
24000 MKr
oTHOCHTEIBHO 16000
MKT
95% CI -2,65, 0,66

[1]: 3HadeHue p A5 MPOBEPKH HATKUHS CTATUCTHYCCKH JOCTOBEPHOM PA3HULIBI MEXKAY 3HAUCHUSIMHL,
HU3MEPCHHBIMH B OIIPEICICHHON BPEMEHHOM TOUKE, OTHOCHTEIBHO H3MEPCHHOTO 3HAYCHHUS HCXOIHOTO
YPOBHSI A7 OIIPEACICHHOTO JICUCHM.

[2]: 3naucHue p AT MPOBEPKH HATHYHS CTATUCTHYCCKU JOCTOBEPHON Pa3HULIBI MEXK Y H3MCHCHHUSIMHU
OTHOCHTEIBHO MCXOIHOTO YPOBHS [0 CPABHCHHUIO € I1ane0o.

[3]: 3naucHme p A7 MPOBEPKU HATHYHS Pa3HULBI MEXKAY TPyNIoH, nomyuasieii 24000 MKr, U rpyImoH,
noyuaswer 16000 mxr.

Bce 3HauCHUS P M OLICHKH MTOIYUCHBI C UCTIONb30BAHHEM JTHHEHHON MOACIN CMEIIAaHHBIX 3P (EKTOB ¢
KOJMYECTBOM MOYCHCITYCKaHHUI 3a 24 yaca B KadIeCTBE 3aBUCHMBIX IIEPCMCHHBIX, BAPHAHTOB JICUCHUS
(mare6o, 16000 mxr, 24000 mxr u o6rero hMaxi-K), BpeMEHHBIX TOUEK U B3AUMO3aBUCHMOCTH
BPEMCHH U JICUCHHS.
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Tabauua 12. U3menenue Beca (r) BO Bpemsi 72-4acoBOro TeCTa ¢ MPOKJIAAKOI —
NOMYJISIHSA AJI51 OLEeHKH 0e30MacHOCTH

hMaxi-K
Busur ILnaneoo 16000 Mxr 24000 MKr Bce 10361
Bmsur 1A, n 3 6 3 9
CKPHHIHT Cpemumii (SD) Bec 29.33 (20,03) 345,00 611,67 433,89
B 72-42COBOM (726.50) (703.53) (686.58)
Busur 2, n 4 6 3 9
HCXOTHBIIH Cpemumii (SD) Bec | 259,25 (417,95) 314,00 677,33 435,11
B 72-42COBOM (663.23) (643.96) (641,56)
Bmsur 3 n 4 6 3 9
(menessi 1) Cpemumii (SD) Bec | 133,50 (206,99) 241,67 518,03 333,79
B 72-4aCOBOM (541.39) (499.37) (514.,42)
H3meHeHue cpeHero -125.75 -72,33 -159.30 -101,32
3HaucHus (SD) Beca (211,14) (123.08) (144.90) (128.87)
3HaucHue p [1] 0,044 0,127 0,024 0,013
3HaueHue p [2] 0,446 0,598 0,937
Pazmiune cpeaHux 53,42 -43.14 5,14
3HAYCHHIH,
95% CI -102,87, -228.08, -143,13,
209,70 141,80 153,41
Busur 4 n 4 6 3 9
(menens 2) Cpemumii (SD) Bec | 119,00 (177,72) 231,83 528,00 330,56
B 72-4aCOBOM (509.77) (501.86) (497.30)
H3meHeHue cpeHero -140,25 -82,17 -149.33 -104,56
snaucHus (SD) Beca (242.66) (155,66) (142.12) (146,02)
3HaucHue p [1] 0,029 0,090 0,031 0,013
3HaueHue p [2] 0,409 0,818 0,762
Pazmiune cpeaHux 58,08 -18.67 19,71
3HAYCHHIA,
95% CI -98.20, -203,61, -128.57,
214,37 166,27 167,98
Busur 5 n 4 6 3 9
(nenessi 4) Cpemnmii (SD) Bec | 100,75 (84,24) 212,00 494,67 306,22
B 72-4aCOBOM (485,13) (508.22) (481,29)
H3MmeHeHue cpeHero -158,50 -102,00 -182.,67 -128,89
sHaucHus (SD) Beca (345.31) (179.22) (153.16) (166,03)
3HaueHue p [1] 0,017 0,045 0,014 0,005
3HaueHue p [2] 0,421 0,679 0,861
Pazmiune cpeaHux 56,50 -33.76 11,37
3HAYCHHI,
95% CI -99,79, -218.69, -136,90,
212,79 151,18 159,64
Bmsur 6 [3] n 4 6 3 9
(nenesisi 8) Cpennmii (SD) Bec | 164,00 (272,19) 186,33 48933 287.33
B 72-4aCOBOM (427.25) (425.48) (426,96)
Wsmenenue cpeaHero | -95,25 (145,96) -127.67 -188,00 -147,78
sHaucHus (SD) Beca (236.90) (361.87) (262.15)
3HaucHue p [1] 0,105 0,018 0,012 0,003
3HaueHue p [2] 0,639 0,232 0,318
Pazmiune cpeaHux -32.42 -102.34 -67.38
3HAYCHHIA,
95% CI -188.,70, -287,28, 82,60 | -215,65, 80,89
123,87
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hMaxi-K
Busur Ilnaneoo 16000 Mxr 24000 MKr Bce 103b1
Busur 7 [3] n 4 6 3 9
(nenenst 12) Cpexnuii (SD) Bec B | 177,50 (307,75) 307,50 545,3 (621,50) 386,78
72-4aCOBOM TECTE C (709.54) (652.19)
Wsmenenue cpennero | -81,75 (110,34) | -6,50 (52,31) -191,00 -52.63
suaueHns (SD) Beca (159.81) (113,57)
3Hauenue p [1] 0,154 0,881 0,224 0,256
3HaucHue p [2] 0,292 0,860 0,671
Pazmuune cpenaux 75,25 -16,46 29,40
3HAYCHUI,
95% CI -81,04, -228.54, -127,70,
231,54 195,63 186,49
Busur 8 [3] n 4 6 3 9
(nenest 24) Cpennuii (SD) Bec B | 85,00 (126,10) 225,00 596,67 348,89
72-4aCOBOM TECTE C (520.04) (528.52) (522.87)
H3meHeHHE CpeaHero -174.25 -89.00 -80,67 -86,22
suaueHms (SD) Beca (293.32) (145.01) (189.03) (148.64)
3Hauenue p [1] 0,011 0,071 0,171 0,042
3HaucHue p [2] 0,238 0,318 0,219
Pazmuune cpennux 85,25 83,99 84,62
3HAYCHUM,
95% CI -71,04, -100,94, -63.,65, 232,89
241,54 268,93

[1]: 3HaueHue p [ IPOBEPKU HATHYHUS CTATUCTHUSCKH JOCTOBEPHOH PA3HULIBI MEXK Y 3HAUCHHUAMH,

U3MEPEHHBIMU B OIPEJCICHHON BPEMEHHOM TOUKE, OTHOCUTEIbHO H3MEPEHHOTO 3HAUEHUS HCXOJHOTO
YPOBHS JJIs1 OIPEIEICHHOrO ICUCHUS.
[2]: 3mauenue p g IPOBEPKU HATTMYHS CTATUCTHYECKH JOCTOBEPHON Pa3HHIIBI MEXK Ty H3MEHEHHUSAMHA

OTHOCHUTCJ/IbHO HCXOQHOI'0 YPOBHSA IO CPABHCHUIO C rmaue6o.

[3]: PesyapTars! rmrouarot 3uadcHuce 0 aig marmenta 002019, pesyasratsl it KOTOPOTro ObLTH
HETPaBWIbHO BBEACHHI B Oa3y maHHbIX. Pe3ynbprarsl mpoBepeHsl uecienosatensckum nentpom u CRA.
Bce 3HaueHUA p ¥ OLCHKH NMOMYUICHBI ¢ UCTIOIb30BAHUCM JTHHCHHOM MOJCIN CMCITAHHBIX 3((ekToB cO
3HAYCHISIMU BECa, TOIYUCHHBIMHI B X0¢ 72-4aCOBOTO TECTA C MPOKJIAAKON, B KAYCCTBE 3aBUCHMBIX
MCPEMEHHBIX, BapuaHToB jcucHus (wiane6o, 16000 mxr, 24000 mxr u o6mero #Maxi-K), BpeMEeHHBIX
TOUYCK U B3AHMO3aBHCHMOCTH BPCMCHH U JICUCHUS.
Bce mo3e1 = Bee 1031 AMaxi-K, SD= craHmapTHOE OTKIOHCHHE.
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Dopmyia n300peTeHust

1. Crioco® neueHHst UM yMEHbLIEHUs BBIPAKEHHOCTHU NPU3HAKA WIM CHMIITOMA
CUHAPOMA THUIICPAKTUBHOI'O MOYECBOI'O My3bIps WJIIM THICPAKTUBHOCTU ACTPY30pa y CY6"beKTa-
YeJIOBEKAa, BKIIFOUAIOLINI BHYTPUAETPY30PHOE BBEJACHNUE B MO MeHbIIeil Mepe aBa ujaH 0oJiee
YYACTKOB CTAHAAPTHOH [03bl KOMIIO3ULIMM, COAEpIKalled BEKTOp, MNpeayCMaTpUBAKOLIUN
IIPOMOTOP U HYKJIEMHOBYIO KHUCJIOTY, KOOMPYIOIIYIO mentux kaHana Maxi-K.

2. Cnoco6 mo m. 1, rme mpomMoTOp MpeAcTaBisieT coboi creruduyeckuit s
[JIaJIKON MBILILBI TPOMOTOP.

3. Crioco6 mo m. 1, rme mpoMOTOp MpEACTaBisieT cOOOH MPOMEKYTOUHBIA PaHHUI
POMOTOP LIUTOMETAJIOBUPYCA.

4. Cnoco®d mo m. 1, rme craHmapTHas 103a TNPENCTaBIsSeT COOOH EIUHHYHYIO

CTaHJApTHYIO A03Y.

5. Crnoco® o . 1, rae cTangapTHast 032 COCTaBJsIET OT npudnmsutensHo S000 mo
50000 mxkr.

6. Crnoco0 mo 1. 1, rie crangapTHas 103a COCTaBsAeT o MeHblield Mepe 10000 Mkr.

7. Crnocob mo 1. 1, rae crangaptHas no3a cocrasisier 16000 mkr i 24000 MKT.

8. Crioco0 1o 1. 1, rae KOMITO3UIIUIO BBOAST B 5 UJIH OOJIee y4acTKOB.

9. Crioco6 1o 1. 1, rae komno3uiuo BBOAAT B 10 mnm Oosee y4acTKOB.

10.  Cnocob no 1. 1, rae KOMIO3ULUIO BBOAAT B 15 mim Oosee y4acTKoB.

11. Cnocob o 1. 1, rae koMno3uuuio BBOAST B 20 mn 0ojiee y4acTKOB.

12.  Cnoco6 mo m. 1, rme mNPU3HAKOM MJIM CHMIOTOMOM SIBJISIETCS. 4acTOe
MOYEHCITyCKaHUE WIJIH YPTeHTHOCTb.
13.  Cnocob mo m. 1, rme BEKTOp COAEPIKHUT BJIEMEHTbl HYKJIEHHOBOH KHCIIOTBHI,

pacrojOXKEeHHbIE B CIEAYIOLEM TOPsAKe:

a. MOCJIEIOBATENIbHOCTh [TPOMEXKYTOUHOIO PaHHEro MpoMOTOpa LIUTOMEraloBupyca
YeJI0BeKa,

b. NOCJIEJOBATENBHOCTD CaiiTa npaimMuposanus 17,

c. MIOCJIEI0BATENIbHOCT OTKPBITOIN paMKH cuuThbiBaHUs hSlo;

d. CUTHAJIbHasl IOCJIe0BaTeNbHOCTD nonuageHunuposanus BGH;

MOCJIEIOBATENILHOCTD, 00ECIIeUNBAIOIIast yCTOMYNBOCTD K KAHAMHULIMHY, U
f. MOCJIEIOBATENBHOCTD TOUKHY Havana perutnkauuu pUC.
14.  Cnoco6 mo m. 13, rOe mOC/IenoBaTeNbHOCTh MPOMEKYTOYHOTO PaHHEro

MIPOMOTOpPA LIUTOMETAJIOBUpYyCa dejoBeka npeacrassier codoit SEQ ID NO: 1.



15. Cmoco6 mo m. 13, rae mnociaenoBaTeNnbHOCTh calTa mpadMupoBanus 17
npexacrasisiet coboit SEQ ID NO: 2.

16. Cnocob mo m. 13, rae curHanpHasi MOCJIE€IOBATENbHOCTD IOJNAACHUINPOBAHUS
BGH npencrasisier codoii SEQ ID NO: 3.

17. Crnoco6 mo m. 13, rme mocienoBaTebHOCTb, 00ECTeYnBaroINasl YCTOHYUBOCTh K
KaHaMUILHY, npencrasisier codoit SEQ ID NO: 5.

18.  Cmocob6 mo m. 13, rme mocienoBaTeNbHOCTh TOYKH Havana perumukanuu pUC
npexacrasisiet coboit SEQ ID NO: 4.

19.  Cnocob no m. 13, rae mocnenoBaTeIbHOCTh OTKPBITOW pamMKu cuuThiBaHUs hSlo
npexacrasisiet coboit SEQ ID NO: 7.

20.  Cmnocob mo m. 19, rne mocnenoBaTeIbHOCTh OTKPBITOW pamMKu cuuThiBaHus hSlo
CONEP KUT OAHY TOUEYHYIO MyTaluro B HykjaeotunHoM nojioskeanu 1054 SEQ ID NO: 7, u npu
5TOM yKa3aHHasl TOYeyHas MyTalusl IPUBOAUT K 3aMeHe Ha cepuH B nososkeHuu 352 SEQ ID
NO: 8.

21. Bekrop, copepxamuil 3J€MEHTbl HYKJIEHMHOBOM KHUCJIOTBIL, PAaCHOJOKEHHBIE B
CJIENYIOIEeM NMOpsIKe:

g. MOCJIEI0BATENILHOCTh [TPOMEXKYTOUHOIO PaHHEro MpPOMOTOpa LIMTOMErajJoBupyca

yesoseka, conepskamas SEQ ID NO: 1;

h. NOCJIEIOBATENBHOCTD caiita npatiMmupoBanus 17, conepskamas SEQ ID NO: 2;

1. NIOCJIEZIOBATENILHOCTD OTKPBITOM pamku cunteiBaHus hSlo, conepsxkamas SEQ ID
NO: 7;

j- CUTHAJIbHAS TIOCIIEAOBATENbHOCTD nojmaneHmuposanust BGH, conepskamast SEQ
ID NO: 3;

k. NIOCJIEZIOBATENIbHOCTh,  OOeCHevnBamoIas  yCTOWYMBOCTh K  KaHAMHILIUHY,

conepxkamast SEQ ID NO: 5; u

1. nocjeoBaTeNlbHOCTh TOUKM Havana perukauuu pUC, comepxkamas SEQ ID
NO: 4.

22.  Bekrtop mo m. 21, rae mocienoBaTeNbHOCTb OTKPBITON pamku cuuThiBaHus hSlo
CONEP’KUT OAHY TOUEUHYIO MyTaluro B HykjaeotunHoM nojioskeanu 1054 SEQ ID NO: 7, u npu
5TOM yKa3aHHasl TOYeyHas MyTalusl IPUBOAUT K 3aMeHe Ha cepuH B nojoskeHuu 352 SEQ ID
NO: 8.

23. Bexrop mo m 21 wmm n. 22, rme BeKTOp IpeayCMaTpUBaeT IUIa3MUAy,
aZleHOBUPYCHBIH BEKTOP, BEKTOpP HAa OCHOBE aJIeHOACCOLMUPOBAHHOTO BHpyca (AAV),

PETPOBUPYCHBIN BEKTOP WM JUIIOCOMY.



24. Bexrop mo 1. 23, rae miasmuaa npencrasisier codoit pVAX.

25. ®dapmaneBTUYECKass KOMIO3ULIUA, COAEPIKaLlasi MHOKECTBO BEKTOPOB IO II. 23 U
bapMareBTUYECKH TPUEMJIEMBbIH pa30aBUTENb WM HOCUTEND.

26.  dapmaneBTHueckas KOMIO3UIMSA IO I1. 25, rae (gapmaneBTHdeckasi KOMIO3HLIUS
COCTaBJICHA ISl UHBEKLIUU B INIAAKYIO MBILIITY.

27.  ®apmaneBTUYeCKasi KOMIO3HLUS 1O 1. 25, re MHOKECTBO BEKTOPOB OOBETUHEHO
¢ 20-25% caxapo30ii B COJIEBOM PacTBOPE.

28. ®apMalieBTUUECKAsA KOMIO3ULUS 1O 1. 25, TA€ CTaHJapTHas 103a MPeaCTaBiseT
cO0OH eMUHUYHYIO CTAaHJAPTHYIO A03Y.

29. dapmarneBTHYeCKass KOMIIO3ULMSA O M. 25, rAe CTaHAapTHAas 1034 COCTABIISIET OT
npubmusuTensHo 5000 o S0000 MKr.

30. ®dapmaneBTHYeCKass KOMIIO3ULMSA 1O M. 25, Iae CTaHAAapTHAs 1034 COCTABISAET IO
MeHbLnen Mepe 10000 Mkr.

31. dapmaneBTHYECKass KOMMO3ULMUSA MO M. 25, rae CTaHAapTHas 1032 COCTaBJSET

16000 mkr ninu 24000 MKT.



dwur. 1. Ipaduueckoe npeacrasieHne BAUAHUA 2-HeAebHON OBCTPYKLIMKM Ha COOTBETCTBYOLLME
napameTpbl MOYEUCNYCKaHWA B ABYX rpynnax NeyeHns OTHOCUTEIbHO NOXHOOMEPUPOBaHHbIX

KOHTPO/IbHbIX KPbIC OA4HOW BO3PacTHOM rpynnbl

Ha naHenax A-D npeacTtaBneHbl AaHHble, 0606uLeHHble B Tabanue 3
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Kommosuimu u crnocoObl IeueHus1 CHHAPOMA
UIMONATUYECKOU FUIEPAKTUBHOCTH MOYE€BOTO

279 My3BIPsi U THIIEPAKTUBHOCTH IE€TPY30pa

®wur. 2 (A-B)
PenpeseHTaTUBHbIE MPUMEPbI LUCTOMETPUYECKUX MOKA3aTENEMN,

KOTOpPble PErMcTpupoBann B Te4eHne npumepHo 1 yaca, nosy4yeHHbIe
OT OTAENbHbIX KPbIC B KaXKA0M rpynne nevyeHums
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Iy3bIPsi U TUIIEPAKTUBHOCTH AETPY30pa
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Kanan 1 (cm H,0)

®dwur. 3. Penpe3eHTaTUBHbIE rPpadMKU PerucTpaumm AaHHbIX LUCTOMETPUM Y KPbIC,
noay4YaBLINX TONbKO BekTop (pVAX) 1 300 u 1000 mkr pVAX/hSLO

pVAX-KOHTpPO/b 300 mKr pVAX/hSLO 1000 mkr pVAX/hSLO
~ Ownorpaguka OkHo rpaduka OKkHo rpaduka
120 . Do : ! 6{) St e N A B AR T S e . et
100 Q40 Q, 80
T i T
80 é 20 é 40
80 — —
s 5
20 PR G G be A i -10 BRI S R M '20 e T
1:23:20 1:31:40 1:40:00 1:48:20 50:00 58:20 1:06:40 1:15:00 1:23:20 1:31:40 58:20 1:06:40 1:15:00 1:23:20 1:31:40 1:40:00 1:48:20

Cnepyet 06paTUTb BHUMAHUE Ha peryiapHoOe Nepuoanyeckoe ONOpPOXKHEHUE U NOYTU NOJIHOE OTCYTCTBUE
bNYKTyaUuniA faBAeHnA Mexay MOYEeNCnyCKaHUAMM Y NOABEPTHYTbIX 06paboTKe KUBOTHbIX.
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®dur. 4. buopacnpeaenerve hMaxi-k

BuopacnpeaeneHue: cpegHee Yncao Konui naasmuabl/mkr obuwen JHK 8 TKaHAX

15x10+06

camok nocne BeegeHus 1000 mkr pVAX-hSLO yepes 24 4. u 1 Hegeno (N =4

HKUBOTHbLIX Ha BPEMEHHYIO TOYKY NpU namepeHun B AsyxX I'IOBTOpHOCTFIX)

12x10+06-

Mouesoi
ny3sblpb

9x10+08

6x10+06 -

3x10+06

Mnasmnpaa (konuun/mkr oben AHK)
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CaJlerkoe
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# Bnaranuviue

3 Matka

Nnmd. ysen

1 buuenc

XM nas

Toncraa KMWKa
£33 ANYHKUK

= MoueBoW Ny3bipb

MouencnyckaTenbHbli
KaHan

MoYeToYHMK

(GBISS K SKIABBX 5K 5XOXO X € X SBGENER £ 6 KK MO'-IEMCFIyCKaTeanbIIZ KaHan

B

1 Hepena

ik . 0of

1 mecay,

~

MNpumevaHue: GOHOBOE 3HAYEHUE ANA KOHTPOIbHOM TKaHU (}KMBOTHbIE, KOTOPblE He NoyYanu uHbekunio pVAX-hSLO, cpeaHee 3HayeHne
AnA 39 TKaHeit) coctaenano 8,9 x 107 Hr nnasmuapl/mkr o6weit JHK npy BepxHem 3HaueHum, cocTasnatowem 8 x 1072 Hr/mkr obweit AHK.
TakmMm 06pa3om, TONbKO 3HaYeHUs, Npesbiwatowme 9,6 x 10° Konuit/MKr o6wen AHK, paccmaTprBann KaKk npeBblllalowme 3HaYeHnA ana
KOHTPO/IbHBIX XXMBOTHbIX (MOKa3aHb! C MOMOLLbIO KPaCHOW TNHWUN)
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dur. 5. YuacTkm nHbekumii B MoueBol Ny3bipb
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®dwur. 6. ObycnoBseHHOEe fIeYEHUEM U3MEHEHME CPEAHErO YNCNa MOYEUCNYCKaHWUM B
AEHb C TeYyeHNnem BpemeHu (nonynaums Ans oueHKn apPpeKTMBHOCTH)

Hepena 1 Henena 2 Hepena 4 Hepena 8 Hepena 12 Hepena 24
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*=P<0,05, ** =P < 0,03 oTHOCUTENbHO NnaLebo
nnaue6o 16000 mKr 24000 mKr BCE aKTUBHblE A03bl
(n=4) (n=6) (n=3)
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3Nn304bl YPreHTHOCTH

dwur. 7. Ob6ycnoB/iieHHOE SIe4EeHMEM U3MEHEHME CpeaHEero Yncaa snu3onos
YPreHTHOCTM B Aie€Hb C TeYeHMeM BpemMeHu (nonynaumna ona oueHku 3¢pPeKTMBHOCTH)
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Hepnena 1 Hepena 2 Hepena 4 Hepena 8 Hepnena 12 Henena 24

nnaue6o (n = 4)

*=P<0,05, ** =P < 0,03 oTHOCKMTENbHO NNauebo

16000 mkr (n =6) m 24000 mKr (n = 3) BCe aKTUBHble A03bl (n =9)
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Kommnosuuuu 1 crnocoObl IeueHust CHHAPOMA
UUONATUYECKON TMIIEPAKTUBHOCTH MOYEBOTO

9/9 My3BIPsi U THIIEPAKTUBHOCTH IETPY30pa

®dwur. 8. MnrasmuaHasa kapta pVAX/hSLO

EcoRI {753)

< B Spel (736)

PVAX-hSLO
(6880 n. 0.)

oo~ EcoR| (1857)

\ EcoR! (4644)
Xbal (4673)

Spei (4667)
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