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CITIOCOB JIEHEHHMA BOCITAJIMTEJIbBHOI' O 3ABOJIEBAHM A KUIIIEUHUKA C
ITPUMEHEHUEM KOMBUHHPOBAHHOM TEPATIMM AHTUTEJIAMM K HJI-23 U
OHO-AJIbDA

CCBIJIKA HA TIEPEYEHbD ITOCJIEJOBATEJIbHOCTEMH, ITOJIAHHbBIN B
QJIEKTPOHHOM BUJIE
[0001] JlaHHas1 3asiBKa CONEPIKUT MEPEUCHD MOCIEA0BATEIbHOCTEH, MPEICTaBIECHHbIN
B 3JIKTPOHHOM Bujie nocpeactsoMm EFS-Web kak mepeueHb mocienoBaTeIbHOCTEH B
dopmate ASCII ¢ nHazpanuem ¢aiina «JBI6562WOPCT1_SEQLIST txt», matoii
coznanus 27 anpensa 2022 ropa u pazmepoM 18 Kb. Ilepeuens nocnenoBaTenbHOCTEN,
npexactaBieHHbI nocpenctsoM EFS-Web, siBnsiercst 4acThio ONMUCaHUS U TIOJIHOCTHIO

BKJIFOYCH B HaCTOﬂH_II/Iﬁ AOKYMEHT NIYTEM CCBLIKH.

MPEAITOCBIJIKU CO3/JAHUA U3OBPETEHMA
[0002] Bocnanmurenpabie 3a0oneBanus kumeunnka (B3K), Bkirouast 6onesap Kpona

(BK) u si3Bennbiii kot (K), xapakTepu3yroTcsl HIUONATHUECKUM BOCHIAIEHUEM
KUIIEYHNKA, HApYLIEHHEM 3IUTENNAIBHOIO Oapbepa 1 1ucOn030M MUKpOOHOTHL. B TO
BpeMs Kak IpUMeHeHHe OMONIOTHYeCKUX areHTOB, Takux kKak aHTurena k ®PHO—a,
MU3MEHWIO KIIMHUYeCKoe BesileHne naiueHTos ¢ B3K, MHOrne nanueHTsl He JOCTUTaloT
KJIMHUYECKOTO OTBETA MPU MPUMEHEHUH UHIYKLIMOHHON TeParuu, U METOAbI JICUEHHsI
C MPUMEHEHNEM OHOJIOrMYECKIX areHTOB B KAUECTBE MOHOTEPAIHH MPUBOAST K

KpPaTKOCPOUHOI pemuccuu MeHee ueM B 20% ciydaes.

[0003] Ponb MJI-23 B cTUMYJIALIMK BOCTIAJIEHUS] KUIIEYHUKA ObLTa
NPOJIEMOHCTPUPOBAHA HA HECKOJIBKUX MBIIINHBIX MOAEIISIX, KOTAA Y MBIIIEH,
MOJy4YaBLIMX HelTpanusyromue anturena k UJI-23pl9, unu y Mblieid ¢ reHeTU4eCKOi
nenerpen cyobenuaULbl pl9 NJI-23 Habmonaauch ocaadieHHbIe POSIBICHUS KOJTUTA.
ITomHOTeHOMHBIE Hccnenoanus accorranuii (GWAS) BbIsIBHIIN TOTUMOPPU3MBI B
reHe peuenropa MJI-23 (IL-23R), cesi3anHbIe Kak ¢ puckoM pa3sutus B3K, Tak u ¢
3alMTON OT 3TOro 3a0oneBanust. HenaBao cooOmmim o pe3ysibTaTax UCCIIeIOBaHUS
¢aspl 2 ¢ yyacTHeM MALUEHTOB C YMEPEHHON TN TSDKENIOH popmoii 6onesnn KpoHna.
3TH pe3yNbTaThl AEMOHCTPUPYIOT 3¢ (EKTUBHOCTD ABYX MpenapaToB aHTuren k MJI-23:

pucankmsymada (BI 655066) u 6pasuxusymada (MEDI2070, AMG-139). Hecmotpst Ha
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BO3MOKHYIO poJib MeTo0B JeueHus: B3K ¢ npumenennem anruren k MJI-23,
IPEATONaraeTCsi, 4YTO He BCE MAlMEHTHI B IOMYJIALMU OyAyT B TIOJHOW Mepe OTBEYATh
Ha JIeYeHHe TONbKO anTuTenoM k MJI-23, kak 570 0TMe4asoch Npu NPUMEHEHUN

aururen kK DHO—q.

[0004] CymectByeT noTpeOHOCTD B ycoBepiieHCTBOBaHMH JeueHust B3K, B
0COOEHHOCTH CpeH MALUEHTOB, KOTOPbIE HE OTBEYAIOT HA JICUeHHE, OCHOBAHHOE Ha

npuMeHeHuu Tosbko antuten kK @HO—a, mubo Tonpko anTuTen k UJI-23.

N3JIOKEHHUE CYIIHOCTU U30BPETEHMA

[0005] B naHHOM HOKyMEHTE NPEAIOKEH CrIOCO0 JIEUeHHsT BOCTIAJIUTEIBHOTO
3a00yieBaHus y MALIMEHTA, BKIFOYAIOIIUN: a) BBEACHHE MEPBOrO TEPAMEBTHYECKU
3¢ (HeKTUBHOTO U KIIMHUYECKH OE30MacHOTO IPU COBMECTHOM BBEJIEHUU KOJINYECTBA
unruduropa MJI-23; u b) BBenenne Broporo TepaneBruyecku 3HHEKTUBHOTO U
KJIMHUYECKH O€30MacHOro P COBMECTHOM BBEACHHUH KojinuecTBa nHruoutopa ®HO-
0, pudeM crocod siseTcs 3G ¢PEeKTUBHBIM JIJIs JICUSHHS BOCTIATHTEIILHOTO

3abosieBaHus, a y MALMEHTA HAOIIO1AeTCsl KIIMHIYECKUN OTBET.

[0006] B onHOM BapuaHTe OCYINECTBIICHHUS CIIOCO0a BOCTIAUTENbHBIM 3a00JI€BAHIEM
SIBJIIETCSL BOCTIalIuTeNIbHOE 3a00seBanue kumednnka (B3K) u y nanuenTa ormedaercs
KJIMHUYECKHUI OTBET Ha OCHOBAHUU KJIMHMYECKON KOHEUHON TOUYKH, BEIOPAHHOU U3
TPYIIBI, COCTOSIIIEN 13 KOJUUecTBa OayioB Mo mmikane Maiio, komudecTa 0aiioB mo
YaCTUYHOM 11Kaje Maiio, SJHIOCKONMUYECKOr0 MOKAa3aTelis TSAKECTU I3BE€HHOIO KOJIUTa
(UCEIS), mapkepos CPb u/unu exaapbHOro KaIbpOTeKTHHA, & TAKKe COO0IIaeMoro

MalUEeHTOM pE3yJibTaTa U BBIPAKE€HHOCTH CUMIITOMA.

[0007] B onHOM BapuaHTe ocyinecTBiieHus criocoda nHruoutop MJI-23 Brioyaer
artuteno k UJI-23p19 unm ero aHTUreHCBA3BIBAIOIINN (pparMeHT, a uaruoutop ®HO-

o BKiro4aeT antutesio K ®HO-o miin ero aHTUreHCBSI3bIBAOIINH (pparMeHt.

[0008] B onnoMm BapuanTe ocymecteinenus ciocoda B3K npencrasnsier coboit

6one3np Kpona (BK).

[0009] B onnoM BapmanTe ocymecteieHus criocoda B3K npencrasisier coboit

si3BeHHBIN KOUT (SK) nnm konuT HeyCTaHOBIEHHOH STHOJIOTHH.

[0010] B onnom BapuanTe ocymectsienus cnocodba B3K sBisercs aktusabm SK ot

YMEPEHHOMU 10 TSKEJION CTENEeHU.
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[0011] B oxpHOM BapmaHTe OCyIIECTBIEHUS CIOCO0a MAIIMEHTa PaHee JICUMIIH TOJBKO

uruouropom ®PHO-a, 1 npu 3Tom pemuccun AK nocne npenpinymero geueHus He

HaCTynaJo.

[0012] B omHOM BapHaHTe OCYINECTBJICHHUS CIIOCO0a MAlMeHTa paHee JICUUIIA TOJIBKO

urruouropom MJI-23, u mpu sToMm pemuccun AK nocie npeabinyiero jeueHus He

HACTyTaJo.

[0013] B onHOM BapuaHTe ocyinecTBieHus criocoda antureno k MJI-23p19 umu ero

AHTUTCHCBS3BIBAOIINN (PArMEHT COACPIKUT. a) AMHUHOKHUCIIOTHBIC
NOCJIEIOBATENILHOCTH OIpeaelsitoLiel kommiemenTapHocts odnactu (CDR) Tsokenoi
nenu SEQ ID NO: 1-3 u aMuHOKHCIOTHEIE nTocsienopaTeibHocTH CDR nerkoi nenu
SEQ ID NO: 4-6; b) aMHHOKHCIIOTHYIO TIOCJI€OBATENbHOCTD BapruabeapHOl obnactu
spkenon nenu SEQ ID NO: 7 u aMMHOKHUCIOTHYIO TTOC/IEIOBATEIbHOCTD
BapuabenpHOH obnactu nerkoi nenu SEQ ID NO: 8; unn ¢) aMHHOKHCIIOTHYIO
nocnenoBaTenbHOCTh Tspkesol nenu SEQ ID NO: 9 u amuHOKUCIOTHYIO

nocaenoBaTeabHOCTD Jerkou renu SEQ ID NO: 10.

[0014] B onHOM BapuaHTe ocy1uecTBiIeHus cocoba antureno k PHO-a unm ero

AHTUT€HCBSA3BIBAIOIINN (PPAarMEHT COAEPKUT: a) AMUHOKHUCIIOTHBIE
nocnenoarenbHocT CDR Tspxenoit nen SEQ ID NO: 11-13 u aMUHOKUCTIOTHBIE
nocnenosarenbHocTH CDR nerkoit nerm SEQ ID NO: 14-16; b) aMMHOKHUCIIOTHYIO
NOCJIeIOBATENbHOCTD BapuabenbHoi obnactu Tsokeson uenu SEQ ID NO: 17 u
AMUHOKHCJIOTHYIO TIOCIEI0BATEIbHOCTD BapuadenbHOl oonactu jerkoi nerm SEQ ID
NO: 18; uu ¢) aMUHOKHUCIIOTHYIO TIOCIENOBATEIbHOCTD Tsikeon nenu SEQ ID

NO: 19 1 aMUHOKHCIIOTHYIO TOCTeAoBaTeNbHOCTD Jierkoit nenu SEQ ID NO: 20.

[0015] B onHOM BapuaHTe ocyiecTBieHus criocoda antuteno k MJI-23p19 umu ero

AHTUTEHCBS3BIBAIOINUN (PPArMEHT COAEPIKUT. a) AMUHOKHCIIOTHBIE
nocnenoarenbHocTr CDR Tspxenoit e SEQ ID NO: 1-3 1 aMMHOKHUCIIOTHBIE
nocienosatenbHocTd CDR nerkoii neru SEQ ID NO: 4-6; b) aMHHOKHCIIOTHYIO
MOCIIEIOBATEIBHOCTD BapuadenbHol obnactu Tsikenon nenu SEQ ID NO: 7 u
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIbHOCTD BapuadenbHol odnactu jerkoi neru SEQ ID
NO: 8; wim ¢) aMHHOKUCJIOTHYIO MOCIenoBarebHOCTh Tspkenol e SEQ ID NO: 9
¥ aMHUHOKHUCJIOTHYIO mociienoBarenbHOCTh Jerkoil uenu SEQ ID NO: 10, u anTuTeno

Kk @HO-0 unm ero aHTUreHCBA3bIBAIOIIUI (PPAarMEeHT CONEPIKUT: a) AMUHOKHUCIIOTHBIE
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nocnenoarenbHocT CDR Tspxenoit e SEQ ID NO: 11-13 u aMUHOKUCTIOTHBIE
nocnenosatenbHocTd CDR nerkoii neru SEQ ID NO: 14-16; b) aMMHOKHCIIOTHYIO
MOCJIEIOBATEILHOCTD BapuadenbHol oOnactu Tspkenoit uenu SEQ ID NO: 17 u
AMUHOKHCJIOTHYIO TIOCJIEI0OBATEIBbHOCT BapuadenbHol oOnactu jerkoi uenu SEQ ID
NO: 18; unu ¢) aMUHOKHCIOTHYIO TIOCIIENOBATEIbHOCTD Tspkeon nenu SEQ ID

NO: 19 u aMUHOKHUCJIOTHYIO TocsienoBaTeabHOCTh Jerkoit nenu SEQ ID NO: 20.

[0016] B onHOM BapuaHTe ocyiiecTBieHus cnocoda naruourop MJI-23 comepxut

antuteno k UJI-23, BeIOpaHHOE M3 TPYIIIbI, COCTOSIIIEH U3 ryceNbkymaoa,
pucaHaku3ymada, Tiiapakuzymada n Mmupaknsymada, a uaruourop @HO-o BeiOpan
U3 TPYIIIBL, COCTOsIIEH 13 romumymada, ananumymada, nHpiukcumada,

LepToaN3yMad merosia ¥ STaHEePIenTa.

[0017] B naHHOM MOKyMEHTE HOMOTHUTEIBHO TpeniioxkeH crocod neyenus AK y

NALWEeHTa, BKIFOYAOINNI: a) BBECHHE MEPBOro TePANeBTHIECKH () (HEKTUBHOTO MPH
COBMECTHOM BBEJCHNUHU KoJmdecTBa aHTuTena k MJI-23p19, conepkamero (1)
aMUHOKHCIIOTHBIE mocnenoBatenbHocTH CDR Tspxenoit e SEQ ID NO: 1-3 u
amMuHOKHCIIOTHBIE nocnenoBarenbHocTH CDR nerkoit nenn SEQ ID NO: 4-6, (i)
AMHUHOKHCJIOTHYIO MTOCJIEOBATENIbHOCTD BapuadeapbHo obnactu Tspkesoi nernu SEQ ID
NO: 7 1 aMHMHOKHCIIOTHYIO ITOCIIEIOBATEIBHOCTD BapHabeIbHON 001aCTH JIerkoi Lenu
SEQ ID NO: 8, unu (ii1) aMIHOKHUCJIOTHYIO TIOCJI€IOBATENbHOCTD Tsikenoi uenu SEQ
ID NO: 9 1 aMHHOKHCIIOTHYIO ITOCIIeN0OBaTeNbHOCTS Jierkoit renu SEQ ID NO:10; u b)
BBEJICHHE BTOPOTO TepaneBTHYecku 3 (HEeKTHBHOTrO NP COBMECTHOM BBEICHUU
xonmuectBa anturena k ®HO-a, conepskaiuero (1) aMUHOKHCIIOTHBIS
nocienosarebHOCTH CDR Tstxenoit e SEQ ID NO: 11-13 1 aMUHOKHCTIOTHBIE
nocnenosarenbHocTH CDR nerkoit e SEQ ID NO: 14-16, (11) aMUHOKHUCIIOTHYIO
MOCJIeIOBATEIbHOCTD BapuadebHoU oonactu Tsoxeno neru SEQ ID NO: 17 u
AMHUHOKHCJIOTHYIO MOCJIEOBATENIbHOCTE BapuadepHON obnactu sierkoi nermu SEQ ID
NO: 18, unu (iil) aMIHOKHCJIOTHYIO TIOCIIEOBATENIbHOCTD Tspkenoi uenu SEQ ID

NO: 19 u aMUHOKHUCIIOTHYO MOCIenoBaTebHOCTS Jierkoi tenu SEQ ID NO: 20, mpu
sTOoM criocod 3¢ dekTrBeH U KInHUYecku OezonaceH aiist neuenus AK, u y marnuenra
HaOJIOIAETCS KIIMHUYECKUH OTBET HA OCHOBAHUH KJIMHMYECKOW KOHEYHOM TOUYKH,
BBIOPAHHOM W3 TPYIIIbI, COCTOSIIIEH U3 KOJIMYeCTBa OayuIoB Mo 1mkajie Maiio,

KoJuecTBa 0atoB o yactuuHoH mkane Maiio, UCEIS, mapkepos CPb w/unu
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(I)eKaanoro KaJIBITPOTCKTHHA, a4 TAKXKE coo6maeMoro NalueHTOM pE3yJibTaTra U

BBIPA’KCHHOCTU CUMIITOMA.

[0018] B onHOoM BapuaHnTe ocyinecTsieHus cnocoda anrureno k PHO-a u anTHTENO K

NJI-23p19 BBOAsT B cooTHowmeHuu ot 1:2 no 2:1 (macc./macce.).

[0019] B onHOM BapuaHTe ocylnecTBieHus crnocoba antureno kK ®PHO-a u aTUTeNO K

NJI-23p19 BBOAsT B cooTHOenunu ot 15:1 1o 400:1 (macc./macc.).

[0020] B onHOM BapuaHTe ocyiecTBieHus criocoda antuteno k MJI-23p19 u

antureno kK ®HO-o BBOOAT OJHOBPEMEHHO.

[0021] B onHOM BapmaHTe ocyiecTBieHus criocoda antureno k WI-23p19 u

autureo K @PHO-o BBOISIT OCIEO0BATENLHO.

[0022] B onHOM BapuaHTe ocyinecTBieHus cnocoda anrureno k MJI-23p19 u

antuteno kK ®HO-a BBOIAT ¢ UHTEPBAJIOM B OJIUH JACHb.

[0023] B onHOM BapmanTe ocyectBieHus criocoda antureno k MJI-23p19 sBoasr B
Ha4yaJIbHOU BHyTpUBEHHON A03¢ 200 mr, BHyTpuBeHHBIX 103ax 200 mr Ha 4 u 8 Hexene
U MOCJIEAYIOIMUX MOAKOXKHBIX A03ax 10 100 Mr kaxnapie 8 Heenb, a aHTUTENO K
®HO-0 BBOAAT B HaYaJIbHON NOAKOKHOHN f103€ 200 MI ¥ MOCNEAYIOIUX MOAKOKHbBIX

no3ax 100 mr Ha 2, 6 u 10 Hepnere.

[0024] B ogHOM BapuaHTe OCyIecTBIEHHs crioco0a y maiuenTa HabJro1aeTcst
KJIMHUYECKast PEMUCCHUSI HA OCHOBAHUHU KJIMHMYECKOH KOHEYHOM TOYKH, BHIOPAHHOW 3
TPYIIIBI, COCTOSIIEH U3 KOJIIUecTBa OaJUIOB MO 1Kajie Maiio, Kojm4yecTsa OajlioB Mo
yactiuyHo# mkane Maiio, UCEIS, mapkepoB CPb n/niu ¢pekanbHOro KajablpOTeKTHHA,

a TaKKeE COO6H.[3.6MOFO MalUEHTOM pE3yJibTaTa U BbIPAXKEHHOCTH CUMIITOMOB.

[0025] B onHOM BapHaHTe OCYIIECTBIICHHUS CIIOCO0a KIIMHIYECKYI0 KOHEUHYIO TOUKY
ONpPENEISIIOT Yepe3 OKONIO 12 Heaenb WK 4epes3 OKoJIo 38 HeAenb MOCye Hadana

JICUCHUA.

[0026] B onHOM BapHaHTe OCYINECTBIICHHUS CIIOcO0a KIMHIMYECKasi KOHEUHAs! TOYKa

OCHOBAHA HAa KOJIMUECTBE 0AJUIOB ITO LIKajie Malo.

[0027] Kpowme Toro, B JTaHHOM JOKYMEHTE IPEAJIOKEH CIIOCOO YMEHBIIECHHUS
BOCTIAJIEHUs TOJICTON KUIIKH y nanuenTta ¢ B3K, Bkirouarommii: a) BBeeHHE MepBOro

TEPANCBTUICCKU B(b(beKTI/IBHOFO npu COBMECCTHOM BBCACHUHN KOJIMYCCTBA AHTHUTECIA K
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NJI-23p19 nnm ero aHTUTeHCBS3bIBAOLIETO (pparmMeHTa; u b) BBENEHNE BTOPOTO
TepaneBTHYeCKU 3P (HEKTUBHOTO ITPH COBMECTHOM BBEIEHUH KOJIUUECTBA AHTUTENA K
OHO-0 M ero aHTUNeHCBSA3BIBAIOIIETO (PparMeHTa, IpUIeM Crioco0 sIBISIETCS

5P PEKTUBHBIM U KJIMHUYECKH O€30MaCHBIM Il YMEHbLICHUS BOCTIAJIEHHS TOJICTON
KUIIKU CyOBEKTa 10 YPOBHS, COMOCTABIMOTO C COCTOSIHUEM TOJICTON KHILIKH

3I0POBOTO CyOBEKTA.

[0028] B onHOM BapuaHTe OCyINECTBIEHUS CIOco0a BOCTAIeHHe B 00pasiie TKaH!
TOJICTON KMILIKH NalueHTa nocie BeeaeHus anturena k MJI-23pl19 unu ero
AHTUTCHCBS3BIBAIOIIETO (pparMenTa u aHTuTena K PHO-0, ero aHTHreHCBSI3BIBAOIIETO

(1)parMeHTa HE3HAYUTECIBHO UJIM OTCYTCTBYCT.

[0029] B opHOM BapmaHTe OCyIIEeCTBICHUS CIIOCO0a TOTeps Jkejie3 B 00pasile, B3sSITOM
U3 TOJICTOM KUIIKHU CyOBeKTa, mocie BeeaeHus anrurena k MJI-23p19 wm ero
aHTUTeHCBs3bIBaKOIIErO parmenTa u anturena kK ®HO-o umm ero

AHTHUI'CHCBA3BIBAOIICTO @parMeHTa SIBJISIETCSI HE3HAYUTEIbHOM TN OTCYTCTBYCT.

[0030] B oxpHOM BapmaHTe ocyIecTBIIeHus criocoda 3po3ust B 0Opasiie TKaHU TOJCTON
KUIIKU NMalueHTa nocie seeaeHus anrurena k UJI-23pl9 unu ero
aHTUTeHCBsA3BIBarOIIEro ¢pparmenta u anturena k ®HO-o unu ero

AHTUTCHCBA3BIBAOLICTO (bparMeHTa HE3HAYUTEJIbHA UJIN OTCYTCTBYCT.

[0031] B omHOM BapuaHTe OCYINECTBIICHHUS CIOCO0a YTONIIEHNE CIU3UCTON O0O0IOUKH
¥ THIEPIUIA3Ns HE3aBUCHMO APYT OT Apyra B oOpasiie TOJICTON KUIIKY MalueHTa
nocyie BBeaeHus aututena Kk MJI-23p19 unm ero aHTUreHCBSA3BIBAIOIIErO )parMeHTa u
antutena K ®HO-o nim ero aHTUreHCBSI3bIBAIOIIETO (PparMeHTa sSBIsIeTCs

HE3HAYUTEJbHON WIH OTCYTCTBYET.

[0032] B oxHOM BapuaHTe OCyIIecTBIIeHHs criocoda mociie BBeAeHus anTurtena k MJI-
23p19 unm ero aHTUTEHCBsI3BIBaKOIIEro (hparmenta u anturena k ®PHO-o, wm ero
AHTUTEHCBS3BIBAIOIIETO (PPArMEHTA PE3yJIbTAT FUCTONATOJIOTHUECKOTO HCCIIEIOBAHMS

TOJICTOM KUIIIKH HUACHTUYCH TAKOBOMY B SHOpOBOfI TKaHU.

[0033] B onHOM BapuaHTe ocyuiecTBiieHus criocoba antureno k MJI-23p19 wnu ero
AHTHTCHCBS3BIBAIOLINI ()PArMEHT COAEPIKUT: a) AMUHOKHUCIIOTHBIE
nocienosarenbHOCTH CDR Tstxenoit nenu SEQ ID NO: 1-3 1 aMMHOKHCIIOTHBIE

nocnenoBarenbHocTH CDR nerkoit nenn SEQ ID NO: 4-6; b) aMMHOKHCTIOTHYO
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MIOCJIeIOBATEIbHOCTD BapuadepHol oonactu Tspkenoi neru SEQ ID NO: 7 u
AMHHOKHCJIOTHYIO TTOCJIEOBATENIbHOCTD BapuadepbHO obnactu sierkoii nermu SEQ ID
NO: 8; win ¢) aMHHOKHCIIOTHYIO TIoceoBaTebHOCTD Tspkesol nernu SEQ ID NO: 9 u
aMUHOKHCJIOTHYIO nocsienoBatenbHOCTh Jerkoit nenu SEQ ID NO: 10; u anTuteno k
@®HO-0. nn ero aHTUreHCBsI3bIBAIOLINI (PparMeHT conepkuT d) aMHHOKHUCIIOTHBIE
nocienoBaTebHOocTH CDR Tspxenoi nenu SEQ ID NO: 11-13 1 aMUHOKHMCIIOTHBIE
nocnenoBarenbHocTH CDR nerkoit nenn SEQ ID NO: 14-16; €) aMHUHOKHCIIOTHYEO
MOCJIeIOBATEIbHOCTD BapuadenpHoU obnactu Tsokeson nenu SEQ ID NO: 17 u
AMHUHOKHUCJIOTHYIO MOCJIEOBATENIbHOCTE BapuadepbHOl obnactu serkoi nermu SEQ ID
NO: 18; wu f) aMHHOKHCIIOTHYIO MOCIIenoBaTebHOCTh Tskeson teru SEQ ID NO: 19

¥ aMUHOKHCJIOTHYIO TOcieioBaTenbHOCTh Jerkoil nenu SEQ ID NO: 20.

[0034] B onHOM BapuaHTe ocyecTBiIeHus criocoba anTureno k PHO-a umm ero
AHTUTCHCBS3BIBAIOIINN (pparMeHT u aHTHTeN0 K MJI-23p19 nnu ero

AHTUTCHCBS3BIBAIOIINN (PParMEHT BBOIAT B cOOTHOIIeHuu ot 1:2 no 2:1 (macc./macc.).

[0035] B onHOM BapuaHTe ocyiuecTBiIeHus criocoba anTureno k PHO-a umm ero
AHTUT€HCBSA3BIBAOIINN (parMeHT u aHTHTeNn0 MJI-23p19 nnm ero
AHTUT€HCBSA3BIBAIOIINN (PparMEHT BBOIST B COOTHOIIEHUH OT 15:1 1o

400:1 (macc./macc.).

[0036] B onHOM BapuaHTe OcyInecTBiIeHus cnocoda a) antuteno k MUJI-23p19 wnu
€ro aHTUT€HCBsI3bIBAOIIUI (pparMeHT u b) antuteno k PHO-o, umm ero

aHTHFeHCBﬂ3bIBa}OLHHﬁ (bpaI“MeHT BBOIOAT OOAHOBPEMEHHO.

[0037] B onHOM BapuaHTe ocyinecTBieHus criocoda a) antuteno k MJI-23p19 wnu
€ro aHTUreHCBs3bIBarouil pparmenT u b) antureno k PHO-o, umm ero

AHTUTCHCBS3BIBAIOIIHN (PPArMEHT BBOIAT IOCJIEIOBATEIBHO.

[0038] B onHOM BapuanTe ocyiecTBieHus criocoda a) antuteno k MJI-23p19 wu
€ro aHTUIreHCBsI3bIBaroUi hparmenT u b) antureno k ®HO-o, nnu ero

aHTI/IFeHCBSISI:;IBaI-OH_[I/Iﬁ (I)pal"MeHT BBOIAT C MHTCPBAJIOM B OAUH JCHDb.

[0039] Kpowme Toro, B HacTOsIIeM JOKYMEHTE IpeioskeH crnocod neyenus B3K y
MAIMeHTa U CHIDKEHUS TIOTEPH Beca y MALUEHTA, BKJIFOYAIOIINN a) BBEIEHUE TIEPBOTO
antutena k MJI-23p19 wnu ero aHTUreHCBSI3bIBAOLIETO (PparMeHTa, B KOJIMYECTBE,

TepaneBTHIeCKU 3(PHEKTUBHOM U KIMHUYECKH O€3011aCHOM, U CHIDKAIOIIEM TOTEPIO



BEca IPU COBMECTHOM BBEJICHUH, U b) BBereHne BToporo antutena k ®HO-o wnum ero
AHTUT€HCBS3BIBAIOIIETO (PparMEeHTa B KOJMUYECTBE, TEPANIEBTUIECKU 3PPEKTHBHOM H

KIIMHUYCCKH 6C3OHaCHOM, " CHUKAIOIEM MOTEPHO BECa IIPHU COBMECTHOM BBCACHUH.

[0040] B onHOM BapuaHTe ocymectBieHus cnocoda antureno k ®HO-o unu ero
AHTUTEHCBS3BIBAIOLINH (pparMeHT u anTuTeNo K MJI-23p19 mm ero

AHTUTCHCBS3BIBAIOIINI (PparMEHT BBOIAT B COOTHOIIEeHUH OT 1:2 1o 2:1 (macc./macc.)

[0041] B onHOM BapuaHTe ocyIuecTBiIeHus crocoda antuteno k ®HO-ao unm ero
AHTUTCHCBS3BIBAOIINN (pparMeHT u anTuTena0 MJI-23p19 umm ero
AHTUTCHCBS3BIBAOIINN (PpPAarMEHT BBOIST B COOTHOIIEHUH OT 15:1 1o

400:1 (macc./macc.).

[0042] B onHOM BapmanTe ocyIecTBieHus criocoda a) antuteno k MJI-23p19 wnu
€ro aHTUIreHCBsI3bIBarOIUi PpparmenT u b) antureno k ®HO-o, nnm ero

aHTI/IFeHCBSISBIBaI-OH_II/Iﬁ (I)paFMeHT BBOIAT OOHOBPEMEHHO.

[0043] B onHOM BapmanTe ocyiecTBieHus criocoda a) antuteno k MJI-23p19 wiu
€ro aHTUreHCBsI3bIBaroLuil pparmeHT u b) antureno k ®PHO-o unm ero

AHTUT€HCBSA3BIBAIOIINN (PPAarMEHT BBOISAT ITOCIIEAOBATEIbHO.

[0044] B oxpHOM BapuanTe ocymecTBieHus criocoda a) antuteno k MJI-23p19 wnu
€ro aHTUT€HCBSI3bIBAOIIUI (pparMeHT U b) antuteno k PHO-o, umm ero

AHTUTEHCBSI3bIBAKOIIUI (bpal"MeHT BBOJAT C UHTCPBAJIOM B OAWH O€HbD.

[0045] B onHOM BapuaHTe ocyiiecTBiieHus criocoba antureno k MJI-23p19 unu ero
AHTUTCHCBS3IBAIOLIMIA ()PArMEHT COAEPIKUT: a) AMUHOKHUCIIOTHBIE
nocienosarenbHOCTH CDR Tstxenoit ienu SEQ ID NO: 1-3 1 aMHMHOKHUCIIOTHBIE
nocnenosarenbHocTH CDR nerkoit e SEQ ID NO: 4-6; b) aMHHOKHCIOTHYO
TIOCJIeIOBATEIbHOCTD BapuadepHoU obnactu Tsikenoi e SEQ ID NO: 7 u
AMHUHOKHUCJIOTHYIO MOCJIEOBATENIbHOCTE BapuadepHO obnactu sierkoi nermu SEQ ID
NO: 8; wiu ¢) aMIHOKHCJIOTHYIO TIOCIe10BaTeIbHOCTD Tsikesol e SEQ ID NO: 9 u
aMUHOKHCJIOTHYIO TocsieoBatenbHOCTh Jerkoit nenu SEQ ID NO: 10; u anTuTeno k
@®HO-0 1ti €ro aHTUTeHCBSI3bIBAIOIINN (PPAarMeHT COAEPIKHUT &) AMUHOKHCIIOTHBIE
nocienosarenbHOCTH CDR Tstxenoit enu SEQ ID NO: 11-13 1 aMUHOKHCTIOTHBIE
nocnenosarenbHocTH CDR nerkoit e SEQ ID NO: 14-16; b) aMMHOKHUCIOTHYIO

MOCJIeIOBATEIbHOCTD BapuadbenpHol oonactu Tskesnoi e SEQ ID NO: 17 u
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AMHUHOKHCJIOTHYIO MTOCJIEAOBATENIbHOCTD BapuadenpbHO obnactu serkoit nermu SEQ ID
NO: 18; wu ¢) aMMHOKHCIIOTHYIO MTOCIeN0oBaTeIbHOCTD Tskesnon eru SEQ ID NO: 19

Y aMUHOKHCJIOTHYIO MOCIIeI0BaTeNbHOCTD Jerkoil uenu SEQ ID NO: 20.

[0046] Kpome Toro, B HaCTOAIIEM TOKYMEHTE MPEIIOKEH CIOCO0 JIeYeHUsI AKTUBHOTO

SIK oT yMepeHHOM 0 TKeNOH CTeNeH! Y MalueHTa-4eJ0BeKa, BKIFOYAIOLIHiL: a)
BBeneHue ot 0,0005 mr/kr no 0,002 mr/kr anturesna k UJI-23p19 unu ero
AHTUTCHCBS3BIBAIOIIETO (PparMeHTa, COEPIKaIIEero MOCIeA0BaTEIbHOCTH (1)
aMHHOKHUCIIOTHBIX nocnienoBarenbHocTelt CDR Tsixesnon nenu SEQ ID NO:1-3 u
aMHHOKHUCIIOTHBIE ocienosatenbHocTi CDR nerkoii nerm SEQ ID NO: 4-6; (ii)
AMUHOKHCJIOTHYIO TIOCJIEIOBATEIbHOCT BapuadenbHON o0nactu Tsokenon uenu SEQ
ID NO: 7 1 aMHHOKHCIIOTHYIO NOCJIEIOBATEIBHOCTb BapHabebHONW 00IaCTH JIETKOM
uenu SEQ ID NO: 8; wnn (i11) aMUHOKHUCTIOTHYIO TIOCTIENOBATEIBHOCTD TSHKEJION ST
SEQ ID NO: 9 u aMHUHOKHCIIOTHYIO MOCIEA0BATENbHOCTD Jierkoil nenu SEQ ID

NO: 10; u b) Beenenue ot 0,020 mr/kr go 0,125 mr/kr antutena k ®PHO-o umu ero
AHTUTEHCBS3BIBAIOIIETO (hparMeHTa, COIePIKAIIEro MOCIeI0BaTeIbHOCTH (1)
aMUHOKHUCIIOTHBIX nocnenoBarenbHocTelt CDR Tspxenoit nenu SEQ ID NO: 11-13 u
aMHHOKHUCIOTHBIE nocaenosarenbHocTu CDR nerkoii nemm SEQ ID NO: 14-16; (i1)
AMUHOKHCJIOTHYIO TIOCJIEIOBATEIBLHOCTD BapradepbHON o0nacTu Tsukenoi uenu SEQ
ID NO: 17 u aMHHOKHUCIIOTHYIO IOCJIEI0BATEIbHOCTD BapruaOeIbHOM 001acT JIerkoi
uer SEQ ID NO: 18; wnu (iii) aMMHOKHCIIOTHYIO MOCIEIOBATEIbHOCTD TSKEIION
nenu SEQ ID NO: 19 u aMHHOKHCIOTHYIO MOcyieAoBaTenbHOCTh Jerkoi nenu SEQ ID

NO: 20.

[0047] B onHOM BapHaHTe OCYINECTBJICHHUS CIIOCO0 SBIISAETCS 3(PPEKTUBHBIM U

KJIIMHUYeCKH Oe30macHbIM mpu jieueHun K.

[0048] B onHOM BapuaHTe OCYIIECTBIICHHUS CIIOCO0a y MAIllMeHTa HaO 0 1aeTCst

KJIMHIYECKasi PEMHUCCHSI HA OCHOBAHHMHM KJIMHUYECKOH KOHEUHOH TOYKH, BEIOPAHHOM U3
IPYIIIBIL, COCTOSIINEHN U3 KOJIMUYecTBa OayUIoB MO IKajie Makio, KoJn4yecTsa OajuIoB Mo
yactryHo# mkane Maito, UCEIS, mapkepos CPb n/nnu exanpHOTo KalblpOTEKTHHA,

a TaKXKE C006H_Ia€MOFO NMalMEHTOM PE3yJibTaTa U BbIPAXKEHHOCTH CUMIITOMOB.

[0049] B onHOM BapmaHTe ocymecTBieHus: cocoda antureno k MJI-23p19 umu ero

AHTUTE€HCBS3BIBAIOIINN (PParMEHT HAXOIUTCSI B BOIHOM pacTBOpe (papMaleBTHIECKOM

KOMMo3unuu B koHueHTpauuu 100 mr/mi; 7,9% (Macc./00.) caxapossr, 4,0 MM
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ructuauHa; 6,9 MM MoHOruapara MoHoruapoxjaopuna L-ructununa,

0,053% (macc./06.) monmucop6ara 80 komnosuimy, a antureno kK PHO-a unm ero
AHTUT€HCBA3BIBAIOIINN (PparMEHT HAXOJUTCS B BOJHOM PAacTBOPE B
¢bapmaneBTHIECKOI KOMIIO3UIMY B KOHIeHTpauuu 100 mr/mi; 4,1% (macc./00.)
copbura; 5,6 MM L-ructuanna u MOHOrHApaTa MOHOruapoxgopuaa L-ructununa;

0,015% (macc./06.) nonucopbara 80 B KOMITO3HUIINY,

[0050] Kpome Toro, B JaHHOM JOKYMEHTE NPEAIoKeH (papMaleBTUIeCKUN TPOAYKT,

coeprKaIuii KOMIO3UIMIO U3: a) uHrudburopa k MJI-23 u b) naruduropa k ®HO-o st
NPUMEHEHHsI B KOMOMHUPOBAHHOHN TEPAITHH JJIsI JICUEHUS] BOCTIAJIUTEIEHOTO
pPacCTpPOICTBa, MPUYEM MEePBOE TepaneBTHYeCKH 3((HEKTUBHOE U KIIMHUYECKH
6e30omacHoOe Mpu COBMECTHOM BBEIEHHH KOJM4ecTBO HHrHOuTOpa NJI-23 1 BTOpOe
TepaneBTHYeCKU 3P (PEeKTHBHOE U KITMHIYECKH Oe30MacHOe PU COBMECTHOM BBEIICHHUH
konuecTBO nHrnOuTopa ®HO-0 BBOAAT MaLMEHTY, U Yy TalMeHTa HabmonaeTcs

KJIMHUYECKUN OTBET.

[0051] B oxHOM BapmaHTe OCyIIecTBICHUS (PapMaleBTUIECKOrO MPOIYKTa

unrudurop xk MJI-23 npencrasnser codoii antureno xk MJI-23p19 unu ero
AHTUTeHCBA3BIBAIOIINN (parMeHT, a uHrnourop k PHO-a. npencrasnser coboit
anTuteno kK ®HO-o, it ero aHTUreHCBSI3bIBAIOIINI (PparMeHT, a BOCMATUTEIbHOE

paccTpoiicTBo npencrasinsieT coboit B3K.

[0052] B onHom BapuaHTe ocyinecTsiaeHus papmanesTruueckoro npoaykra B3K

npencrasisier coboit AK, antureno k UJI-23p19 npencrasisieT coboit rycenbkymao,

a aaturesio kK PHO-a mpencrasisier codoit ronumymad.

[0053] Kpowme Toro, B JTaHHOM JOKyMeHTe npeaioskeH crnocod neuenns AK y

MaIUeHTa, BKIIFOYAromui a3y KOMOMHHUPOBAHHOW TEPAIUU C MOCIenyomei ha3oi
MOHOTEpAIuUH, MpuyeM 1) ¢paza KOMOMHHPOBAHHON TepaIMH BKIIFOYAET B ce0s a)
BBEJICHUE TTEPBOrO TepareBTHIeCKH 3((HEKTUBHOIO U KIMHUYECKH O€30MacHOr0 MpH
COBMECTHOM BBeJIeHUH KonudecTsBa antutena k MJI-23p19 unu ero
AHTUTEHCBS3BIBAIOIIETO (pparMeHTa 1 b) BBEICHNE BTOPOTO TEPANIEBTHUECKU

3¢ ($eKTUBHOTO U KIMHUYECKH 0€30MacHOTO MPH COBMECTHOM BBEICHUN KOJIUYECTBA
aatutena K PHO-o nim ero aHTUreHeBsI3bIBaoIero gpparmMenTa, u i) dasza

MOHOTEPAIINH BKIIFOYA€T BBEACHUEC TCPANICBTUYCCKHU 3(1)(1)6KTI/IBHOFO U KIIMHUYCCKU
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6e3omacHoro konndyectsa antutena K MJI-23p19 wnu ero aHTUreHCBS3IBAIOIIETO

¢dparmenra.

[0054] B onHOM BapuanTe ocymectsieHus criocoda antureso k MJI-23p19 umu ero

AHTUTCHCBS3BIBAIOIINN (PArMEHT COAEPIKUT. a) AMHUHOKHUCIIOTHBIE
nocienoBatebHOCTH CDR Tspxenoit enu SEQ ID NO: 1-3 1 aMUHOKUCTIOTHBIE
nocienosatenbHocTd CDR nerkoii neru SEQ ID NO: 4-6; b) aMHHOKHCIOTHYIO
MOCJIEIOBATEILHOCTD BapuadenbHol oonactu Tsokeson uenu SEQ ID NO: 7 u
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIbHOCTh BapuadenpHol obnactu jerkoi neru SEQ ID
NO: 8; wiu ¢) aMMHOKUCJIOTHYIO MOCIenoBaTeibHOCTh Tskenol nenu SEQ ID NO: 9

¥ aMMHOKHCIIOTHYIO TOocienoBaTenbHOCTh Jerkoi nenu SEQ ID NO: 10.

[0055] B onHOM BapuaHTe ocyIecTBiIeHus criocoba anTureno k PHO-a umm ero

AHTUTCHCBS3BIBAIOIINN (PPAarMEHT COACPIKUT. a) aMHUHOKHUCIIOTHBIC
nocnenoarenbHocT CDR Tspxenoit e SEQ ID NO: 11-13 1 aMUHOKUCTIOTHBIE
nocnenosatenbHocTd CDR nerkoii e SEQ ID NO: 14-16; b) aMMHOKHCIIOTHYO
MOCJIEIOBATEIBHOCTD BapradenbHOl oOnactu Tsokenoi nenu SEQ ID NO: 17 u
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIbHOCTD BapuadenbHol oOnactu jerkoi neru SEQ ID
NO: 18; unu ¢) aMUHOKHCIIOTHYIO TIOCIIEIOBATEIbHOCTD Tskeon nenu SEQ ID

NO: 19 1 aMUHOKUCIIOTHYIO HOchaeAoBaTeNbHOCTS Jerkoil nenu SEQ ID NO: 20.

[0056] B onHOM BapuaHTe ocyluecTBieHus cnocoda anturesno k MJI-23p19 wnu ero

AHTUTCHCBS3BIBAIOIIMN ()PArMEHT COACPIKUT. a) AMHUHOKHUCIIOTHBIS
nocaenoareabHocTr CDR Tsikenoit e SEQ ID NO: 1-3 1 aMMHOKHCIIOTHBIE
nocienosarenbHocTd CDR nerkoii neru SEQ ID NO: 4-6; b) aMHHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD BapuadenbHol oonactu Tsokeson uenu SEQ ID NO: 7 u
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIbHOCTh BapuadenpbHON oonactu jerkoi nemu SEQ ID
NO: 8; win ¢) aMHMHOKUCJIOTHYIO MOCenoBaTeibHOCTh Tspkenon nenu SEQ ID NO: 9
¥ aMUHOKHUCIIOTHYIO mociieoBateibHOCTh Jerkoit nenu SEQ ID NO: 10, u anTuTeno
Kk @HO-0 unm ero aHTUTeHCBA3bIBAIOINUI (PPArMEHT CONEPIKUT: a) AMUHOKHCIIOTHBIE
nocnenoarenbHocTH CDR Tspkenoit e SEQ ID NO: 11-13 1 aMUHOKHUCTIOTHBIE
nocnenosatenbHocTd CDR nerkoii nenn SEQ ID NO: 14-16; b) aMMHOKHCIIOTHYO
MOCJIEIOBATEIFHOCTD BapradenbHOl oOnactu Tsokenoi nenu SEQ ID NO: 17 u
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIbHOCTD BapuadenbHol odnactu jerkoi neru SEQ ID
NO: 18; unu ¢) aMUHOKHCIIOTHYIO TIOCIIENOBATEIBbHOCTD Tskeon uenu SEQ ID

NO: 19 u aMUHOKHCIIOTHYIO MOCIeA0BaTeNbHOCTD Jerkoil nenu SEQ ID NO: 20.
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[0057] B onHOM BapmanTe ocymectBieHus criocoda antureno k MJI-23p19 umu ero
AHTUTEHCBS3BIBAIOIIUN (PparMEHT MPEACTABIISIET COOOM I'yCenbKyMa, a aHTUTEINO K

OHO-0 M ero aHTUTeHCBSA3BIBAIOIIUN (PPArMeHT NPEACTaBIIeT COO0M romumMymad.

[0058] B omHOM BapuaHTe OCYINECTBJICHHUS crocoda BO Bpems (pasbl
KOMOMHUpOBaHHOH Tepanuu anTuTenao K PHO-0, uiam ero aHTUreHCBSI3bIBAOII U
¢dparment u anTUTeN0 K MJI-23p19 miu ero aHTUreHCBS3BIBAIO NN (PPArMEHT BBOIST

B cooTHowmeHuu ot 1:2 no 2:1 (mMacc./macc.).

[0059] B onHOM BapuaHTe ocylecTBiIeHus criocoda BO BpeMst (hasbl
KOMOMHHPOBAHHOM Tepanuu anTute)io K @HO-o uiin ero aHTUT€HCBSI3bIBAFOIIHIMA
¢parment u anTuTeno MJI-23p19 umu ero aHTUreHCBA3BIBAIOIIHIA (PPArMEHT BBOJST B

cootHomenuu ot 15:1 no 400:1 (macc./macc.).

[0060] B onHOM BapuaHTe ocyIecTBiIeHus criocoda BO BpeMst (asbl
KOMOMHHPOBAHHOM Tepanuu anTuTeno K MJI-23p19 wnm ero aHTUreHCBSA3BIBAIO LU
¢parment u anTuTen0 K PHO-0 MM €ro aHTUTEHCBA3BIBAIOINI (PparMEeHT BBOAST

OJTHOBPEMEHHO.

[0061] B ogHOM BapuaHTe OCYIIECTBIIEHUS CIIOCO0a BO BpeMs (a3l
KOMOMHHPOBaHHOM Tepanuu antuteno k MJI-23p19 unm ero aHTUreHCBA3BIBAIO U
¢parmenT u antTuTeno K ®HO-0, mn ero aHTUreHCBSA3BIBAIOIINN (PparMeHT BBOIST

NnoCJICa0OBATECIIbHO.

[0062] B onHOM BapuaHTe OCYIIECTBIICHHUS CrIoco0a BO BpeMsi (a3bl
KOMOMHHMPOBAHHOM Tepanuu aHTuTeo K MJI-23p19 unm ero aHTUreHCBSA3bIBAO U
¢parment u anTUTEN0 K PHO-0 MM €r0 aHTUTEHCBA3BIBAIOIIUH (PpAarMEeHT BBOAST C

HWHTEPBAJIOM B OIUH OCHb.

[0063] B onHOM BapuaHTe OCYIIECTBIECHUS CIIOCO0a MPOAOKUTETHFHOCTD (ha3bl

KOMOWHHUPOBAHHOM TEPAINuyu COCTABIsIET 12 Henenb.

[0064] B onHOM BapmaHTe ocyIecTBiIeHus criocoda BO BpeMst (asbl
KOMOMHHPOBAHHOH Tepanuu antuteno kK MJI-23p19 uim ero aHTUTeHCBS3BIBAIO U
(dparMeHT BBOIAT B HAYAJIbHOH BHYTPHUBEHHOH 103€ 200 MI M BHYTPUBEHHBIX 032X
200 mr Ha 4 u 8 Hepene, a anTuTeso K DHO-0 UM ero aHTUreHCBSI3bIBAIOIITUN
(bparMeHT BBOISAT B HAYAJLHOU MOAKOKHOM A03e¢ 200 MI' U MOCIEAYIOLINX

noAKOKHBIX 103ax 100 mr Ha 2, 6 u 10 Henene, a BO BpeMst (pa3bl MOHOTEPAITHH
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antuteno k MJI-23p19 uam ero aHTUTeHCBS3BIBAIOIINIA (DPArMEHT BBOMSIT MTOIKOKHO

o 100 Mr kaxkaple 8 HEOEb.

[0065] B onHOM BapuaHTe OCyIIECTBIEHUS CIIOCO0a y MalyueHTa HaOro1aeTcst
KJIMHUYECKHI OTBET HA OCHOBAHUU KJIMHUYECKON KOHEYHOM TOUKH, BHIOPAHHON U3
IPYIIIbI, COCTOSIIIEH U3 KOJIUYecTBa 0ayuIoB 1o mkajge Maiio, KoamyecTBa 0aioB 1o
yactuuHoi mkaje Matio, UCEIS, mapkepos CPb w/unu ekaapbHOro
KaJIbIIPOTEKTHHA, a TAKKe COOOIIaeMOro MalMeHTOM Pe3yJIbTaTa U BIPAKEHHOCTH
CHMITOMOB, TIPU 3TOM KJIMHUYECKHUI OTBET U3MEPSIOT Yepe3 OKoJo 12 Henenb nocine

HayaJja JeYeHus 1/ uin UEPE3 OKOJIO 38 Hexenp IOCJIe Havaia JeYeHHsI.

[0066] Kpowme Toro, B HaCTOSIIEM JOKYMEHTE MPEINIOKEH CIIOCO0 JIeYeHUs SI3BEHHOTO
KOJIUTA y MAIEeHTa, BKJIIOYAIOIINH BBEICHUE TepareBTHIeCKU 3()PEeKTHBHOTO U
KIIMHUYECKH Oe30macHoro konuuectsa anTurena k MJI-23p19 nnum ero

AHTUTEHCBS3BIBAIOIIETO (hparMeHTa.

[0067] B onHOM BapmanTe ocymectBieHus criocoda antureno k MJI-23p19 umu ero
AHTUT€HCBS3BIBAIOIINN (PPAarMEHT COAEPIKUT. a) aMHUHOKHUCIIOTHBIE
nocnenoatenbHocTu CDR Tspxenoit e SEQ ID NO: 1-3 1 aMUHOKHUCIIOTHBIE
nocienosatenbHocTd CDR nerkoit neru SEQ ID NO: 4-6; b) aMHHOKHCIOTHYIO
MOCJIEIOBATEILHOCTD BapuadenbHol oOnactu Tspkesnoi nenu SEQ ID NO: 7 u
AMHHOKHUCJIOTHYIO MOCJIEI0BATENIbHOCTh BapradenbHOil o0aactu erkoii nenu SEQ ID
NO: 8; wu ¢) aMMHOKUCIIOTHYIO mocienoBarenbHocTs Tsokenoi nenu SEQ ID NO: 9

¥ aMHHOKHCJIOTHYIO TocienoBaTenbHOCTh Jierkoi uernu SEQ ID NO: 10.

[0068] B onHoM BapuaHTe ocyinecTBieHus criocoda antureno k MJI-23p19 umu ero

AHTUTEHCBS3BIBAIOIIUN (PPArMEHT MPEACTABIISET COOOM IycenbKymao.

[0069] B onHOM BapuaHTe ocyiecTBieHus criocoda antureno k MJI-23p19 umu ero
AHTUTCHCBS3BIBAIOIINN (PparMEeHT BBOIAT B HAa4albHOH 103e 200 mr, 600 mr uiu
1200 mr u B o3e 100 mr uepes 2 Henenu NOCIe HAYaIbHON JO3bL, Yepe3 6 Henelnb
MOCJIe HAa4aJIbHOM A03bl, uepe3 10 Henmenb nociie HaualbHOW T03bI U Kaxkable 4 uiu 8

Henesb nocie 103kl B 10 Henenb.

[0070] B onHOM BapmaHTe OCyIIeCTBIEHUS crIoco0a y manueHTa Habroaaercs
KJIIMHUYECKUH OTBET HA OCHOBAHUU KJIMHUYECKON KOHEYHOH TOUYKH, BBIOPAHHOH U3

TPYIIIBbI, COCTOSILIEH U3 KoJH4uecTBa 0ayuIoB 1o mkaine Maiio, koarm4yecTsa Oanios 1o
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yactuyHoi mkane Matio, UCEIS, mapkepos CPb u/unu dekxanpHOrO
KaJbIIPOTEKTHHA, a TAK)KEe COOOIIAeMOro MalUEHTOM Pe3yJIbTaTa H BhIPAKEHHOCTH

CHUMIITOMOB.

KPATKOE OITMCAHUE 'PAOUYECKHUX MATEPHAJIOB

[0071] Ha ®ur. 1A u @ur. 1b nokaszansl pe3ynbTaThl aHaJIN3a OTEPH MaCChl TENa,

MPOBEIEHHOTO Ha MBILIAX TOCIe BBEACHUST HU3KOW 103bI (Pur. 1A npu 50 Mkr) U
BbICOKO# 103bI (Pur. 1B npu 500 mkr) anturena k PHO-a u antutena k MJI-23p19
OTAENIbHO WK B KoMOnHaumu. Kaxknast muHus npencrasiser coO0i cpenHee 3HaUSHHe
IO TPYIIIE C TUIAHKAMU MTOTPEIIHOCTEH I CTaHAapTHON ook (n = 9, BBeneHue
aHTUTENA, N = 5; KOHTPOJbHAs rpyrra, BBenenue PBS; n = 3, uHTaKTHBIE JKUBOTHBIE
KOHTPOJIBHOH IPYIITbI), TOKA3aHHBIEC B BUIE€ IPOLIEHTHOIO H3MEHEHHUS! OTHOCUTEIBHO
nHs1 —1 (myHKTHpHAS TUHKS). HEKOTOpBIe MIIaHKH MOTPEITHOCTEH UMEIOT pa3Mep
CHMBOJIA U HE OTPAKEHBI HA PUCYHKe. 3a00JIeBaHNE HHIYLIMPOBAIH NyTEM BBEICHUS
antutena k CD40 (BioXCell, kat. NeBE0016-2, aroruct CD40 Ab, kiion FGK4.55,
naptust Ne5345/0515).

[0072] Ha ®ur. 2A u ®@ur. 2b nokas3aHbl pe3ynbTaTbl THCTONATOIOMYECKOTO

HCCIIEIOBAHMS, NIPOBEAEHHOIO Ha TOJICTON KHIIKE MBILIEeH, KOTOPBIM BBOIMIIN HU3KYIO
no3y (Pur. 2A 50 mkr/menub) anturena k PHO-o, n/unn anturena k MJI-23p19 n
BBICOKYIO 103y (Dur. 2B 500 mxr/mbib) anturena k ®HO-o w/vnm anturena k UJI-

23p19, coorBeTcTBeHHO. 3a00NeBaHIe MHAYLIMPOBAJIX BBeAeHHeM aHTuTena k CD40.

[0073] Ha ®ur. 3A noka3aHbl CUTHATYypbl T'YMaHU3UPOBAHHON MOHOTEpAIuu

anturenoMm k ®HO-a unu anturenom k MJI-23p19 u3 Mmonenu xonuTa y Mbliien ¢
BBeneHneM anturena k CD40, mpuMeHsBIIEHCS [JIs1 OLICHKH OTBETAa CETH SKCIPECCHH
renoB B3K denoBeka Ha ycTeknHyMad u anTuteno k Marepneiikuny-12/23 nist
unnykun (CERTIFI). Ha ®@ur. 3 A noka3aHo nepeKpbIBaHUE MEXY TeHAMH,
MpUCYTCTBYIOMUMH B noaceTsix antuten k ®HO-ao u anturen k UJI-23p19, kak
noka3aHo Ha auarpamve Benna. Ha @ur. 3b nokazan HauOOIbIINN TOIKIIFOYSHHBIH

KOMITOHEeHT o0mux noacereit ¢ anturenoM Kk PHO-ao u anturenom k UJI-23p19.

[0074] Ha ®ur. 4A, ©ur. 4b, @ur. 4B u ®@ur. 41" nokazaHsl pe3yJbTaThl aHAINU3A

MOTEPHU MACChI TeJa, TPOBEAEHHOIO Y CAMOK MBILIEH RAG2'/', KOTOPBIM B/O BBOAMITH
AHTUTEJIO U30THINYECKOro KOHTPOJsA (Pur. 4A) nnu arturteno k UJI-23p19

(®ur. 4b) B xoHuentpanuu 50, 15, 5, 1,5, 0,5, 0,15 mkr/mbiub win antuteno k ®HO-
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o (Pur. 4B) B no3e 150 u 15 Mxr/mpimb. 3a00neBaHNe HHIYIUPOBAIH BBEIECHHEM
aatutena k CD40. Kak nmokazano Ha @ur. 41, ObUIM NOTy4EHBI CTATUCTHYECKUE

AAHHBIC OJIs1 CPABHCHUA Ka)KHOﬁ rpynnmbl ¢ U30TUITUYCCKUM KOHTPOJIEM.

[0075] Ha ®ur. 5SA, @ur. 5b u ®@ur. 5B nokasaHs! pe3yJIbTaThl

T'HCTONATOJIOIMYECKOTO UCCIIEIOBAHMS, IIPOBEIEHHOr0 Ha 00pasLe 13 TOJCTOW KUIIKU
camok Mpimeit RAG2™”", KOTopbIM B/6 BBOJMIIM AHTHTEIIO H30THITHYECKOrO KOHTPOJIS
(®UT". 5A), antureno k MJI-23p19 B konuentpauuu 50, 15, 5, 1,5, 0,5,

0,15 mxr/mbis (PUI. 5B) unn antuteno k ®HO B koruenTpanmsx 150 u

15 mxr/mbis (PUT. 5B). 3a0oneBanue HHAYLIUPOBAIN BBEJEHHEM aHTHTENA K

CDA40.

[0076] Ha ®@ur. 6A, @ur. 6b, @ur. 6B u @ur. 61" nokazaHbl pe3yibTaThl aHATH3a

NOTEPU MACChl TEJNA, MPOBEICHHOTO HA MBIIIAX, KOTOPBIM BBOIMIIN KOHTPOJIBHOE
antuteno (@ur. 6A), 500 mkr/mbimb anturena kK ®HO-o otnensro (Pur. 6b), 1,5, 5
i 25 Mkr/mMeimb antutena Kk UJI-23p19 ornenbho (Pur. 6B) nnn komOuHAIHIO
500 mkr/mbimb antutena k ®HO-o ¢ 1,5, 5 unmn 25 Mxr/meimb anturena k MJI-23p19
(@ur. 6I'). 3abonesanue nHAyLMpPOBaNU BBeneHueM anturena k CD40. Ha @wur. 61

NIOKa3aHbl 000OIIEHHbIE JAHHBIE IS PA3JIUYHBIX TPYIIIL

[0077] Ha ®@ur. 7A, @ur. 7b u ®@ur. 7B npeacrasieHbl pe3yIbTaThl

TUCTOMNATOJIOTUYECKOTO UCCIIEIOBAHMSI TOJCTON KUIIKU MBIIIEH, KOTOPbIM BBOJUIIN
otaenbHo anTuTe 0 K ®HO-0 B 103e 500 MKI/MBIIIIb, OTAEIBHO MBILIHHOE AHTUTEJIO K
NJI-23p19 ummn komOuHanmo antureiaa k ®HO-o, B 1o3e SO0 MKI/MBIIIb ¢ MBIIIHHBIM
antutesniom k UJI-23p19 B koruenTparun anturena k UJI-23p19: 1,5 mkr (@ur. 7A),
5 mkr (@ur. 7B) wim 25 mkr (Qur. 7B). 3aboneBanne HHIYLUPOBAIHN BBEACHUEM

auturena k CD40.

[0078] Ha ®ur. 8 nokasansl pe3ynbTaTel CETEBOrO aHAIN3a, OCHOBAHHOIO Ha

CUTHATypax 3KCIPECCUU I'YMaHU3UPOBAHHBIX '€HOB TOJICTON KHUIIKU NPU
MoHotepanuu antutesnoM kK @HO-a (500 MKr) uinm BBICOKO#H 10361 anTuTeNa Kk Ul
23p19 (25 MKT), KOTOpPBIE MTEPECEKANTNUCH C CUTHATYPOH SKCIIPECCUU T€HOB
koMOuHIpOoBaHHOH Tepanuu (antuteno Kk ®HO-a B no3e 500 mxr u anTUTeN0 K MJI-
23p19 B nose 1,5 mkr). Lenbro ananu3a ObLIO ONPEAETUTh, ObUT JIH MOJICKYJISIPHBIH
OTBET Ha KOMOWHHUPOBaHHOE JeueHne antureiaoM Kk PHO-o 1 HU3KoM 10301 aHTHTENA

k NJI-23p19 onocpenoBaHHBIM TN YHUKAJIBHBIM MO CPABHEHUIO C JIFOOOI
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MOHOTepanuen. bpuia BeIsiBJIeHa YHUKaAJIbHAs NOACETh U3 0Koso 200 reHOB; NOACETh
Oputa oboramena Gpudpodaactamu, a Takke ObLTa BBISIBJIEHA OpraHU3aLINs
BHEKJIETOYHOTO MAaTPUKCA, TUIbI KJIETOK U MyTH, YYaCTBYIOIINE B BOCCTAHOBJICHUH U

3QKUBJIEHUHU CIIM3UCTON O0OJIOUKH.

ITOAPOBHOE OITMCAHUME M30BPETEHMA
[0079] Ornpenenenust

[0080] Ecnn He yka3zaHO MHOE, TEXHUYECKUE U HAYyYHbIE TEPMUHBI, UCIIOJIb3yEMbIE B
HACTOSIIEM JJOKYMEHTE, UMEIOT OOIICTTPHHATOE 3HAYEHHUE, TOHSATHOE JTF0OOMY

CHELUAIUCTY B 00JIACTH, K KOTOPOIH OTHOCHUTCS JTaHHOE U300peTeHHE.

[0081] Hcnonb3yeMbie B HACTOSIIIEM ONMKUCAHUM, BKJIFOYAsl MPUIaraeMyro Gopmyy,
(bOpMBI €TUHCTBEHHOTO YHCJIa BKIIFOYAIOT COOTBETCTBYIOIINE CCHUIKU HA (DOPMBI

MHOXECTBCHHOI'O UKUCia, €CJIN UHOC HE CIICAYECT ABHO U3 KOHTCKCTA.

[0082] TepMUH «OKOJIO» O3HAYAET «B MpeEeNax MPUEeMIEMOro JHarna3oHa OMHOKI
111 KOHKPETHOTO 3HAUEHUS, ONPEICTICHHOTO OOBIMHBIM CIIELIUAINCTOM B TAHHON
o0nacty, mpudyeM omudKa OTYACTH 3aBUCUT OT TOTO, KAKUM 00pa3oM U3MEPEHO UIIH
ONPENEJICHO 3TO 3HAYEHUE, T. €. OT OrPaHUYEHHUN CUCTEMbI u3MepeHus. Eciau B
IIpUMepax WM B IPYTUX pa3jiesiaXx HACTOALIEro ONUCAHUS B KOHTEKCTE KOHKPETHOTO
aHan3a, pesyJbTaTa UM BapHaHTa OCYLIECTBICHHS SBHBIM 00pa30M He yKa3aHO
MHOE, TEPMUH «OKOJIO» O3HAYAET «B Mpeaesax OAHOro CpeIHEeKBaIPaTHIHOTO
OTKJIOHEHUS» B COOTBETCTBHHU C MPAKTUKON, MPUHSITOH B JAHHOM 00J1aCTH, WM «B

nuana3oHe 10 5%y, B 3aBUCUMOCTH OT TOT'O, YTO OOJIBIIIE.

[0083] TepMUHBI «BBEICHHUE» U «JICUEHHE» B OTHOIICHUU KUBOTHOTO, Y€JIOBEKA,
SKCMEPUMEHTAJIBHOTO CYObEKTa, KIIETKH, TKAHU, OPTaHa MU OUOJIOTMYECKON KUIKOCTH
OTHOCSITCSI K KOHTAKTY 3K30T€HHOTO (hapMalieBTHYECKOTO, TEPAEBTHYECKOTO,
JUAarHOCTUYECKOTO areHTa WJIH KOMITO3HLIMH C JKUBOTHBIM, YEJIOBEKOM, CyOBEKTOM,
KJIETKOM, TKAHBIO, OPTaHOM MJTH OUOJIOTHYECKOU KUIKOCTHIO. TepMHUHBI «BBEICHUE» U
«JICUEHHE» MOTYT OTHOCUTBCS, HATIPUMED, K TePANEBTUIECKUM, (hapMaKOKHHETHIECKUM,
JOUAarHOCTUYECKUM, HCCIICAOBATEIBCKAM H SKCIIEPUMEHTAIbHBIM crioco0am. JleueHre
KJIETKH BKJIFOYAET B Ce0sl KOHTAKT peareHra ¢ KJIETKOM, a TAKXKe KOHTaKT PeareHTa ¢
YKUIIKOCTBIO, TIPUYEM JKUIKOCTb HAXOAUTCS B KOHTAKTE C KJIETKOW. TepMUHBI «BBEICHUE)
U JICUEHHE» TaK)Ke O3HAYAIOT METO/IbI JISYSHUSI 1N VItro U eX Vivo, HalpuMep, KJIETKH, C

TMOMOIIBIO p€arcHTa, AMariHoCTHUKH, CBSISBIBaIOLLIefI KOMITIO3UIIUH HUJIN I[perﬁ KJICTKH.
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[0084] TepMuH «iedeHHe» B OTHOLICHUU Y€JIOBEKa, JKUBOTHOTO UJIH CyOBeKTa

UCCIIEZIOBAHHS OTHOCHUTCS K TEPAIeBTUUECKUM METOIaM JIEUeHUS, IPOPUIAKTUKY HITH
NPEBEHTUBHOT'O JIEYEHUs B UCCIIEOBATENBCKIX M AMArHOCTHUYECKHX cepax
npuMeHeHHs. TepMUH «J1e4eHne» B OTHOLIEHUH YeJIOBEKa, JKUBOTHOTO HJIH CyOBeKTa
UCCIIeIOBaHMs], MU KJIETKU, TKAHU WJIM OpPraHa, OXBaTbIBAeT NIPUBEACHUE IpenapaTa B
KOHTAKT C )KUBOTHBIM, KJIETKOH, TKAHBIO, (PH3HOJIOTMIECKIM KOMITAPTMEHTOM WU
(pU3MOTOrNUECKON JKUIKOCTBIO. TepMIH «00paboTKa KJIETKM» TaK)Ke OXBATHIBAET
CUTyaLlMH, KOTa NpenapaT KOHTAKTUPYET ¢ MULIEHbIO, TaKOU Kak penentop k MJI-23,
HarpuMep, B JKUIKOW MU KOJUIOMIHOM (pase, a Tak:Kke CUTyalny, KOTAa arOHUCT WITH

AHTAarOHUCT HEC KOHTAKTUPYET C KIICT KOU UJIN peUEITOPOM.

[0085] TepMUHBI «IEUNUTH» WM «JIEYCHHUE» TAK:KE€ MOTYT OTHOCHUTBCS K

TEParieBTUUECKOMY areHTy, TAKOMY KakK KOMITO3HLHs, OMMCAHHAsI B HACTOSIIEM
IOKYMEHTE, [UIsl BBEEHHsI BHYTPb HJIH HAPYKHOTO MPUMEHEHUs! MAllUeHTY,
HY’KIAIOLIEeMyCsl B TAKOM JiedeHnHU. Kak mpaBmiio, areHT BBOAST B KOJIMYECTBE,

5P PEeKTUBHOM [Tl MPEAOTBPALICHUS HIIH OCIa0IeHHsI OHOTO MK 00Jiee CHMITTOMOB
3a00neBaHMs WIM OHOTO MK Oosiee HeOnaronpusaTHbIX 3¢ EKTOB, BbI3BAHHBIX
APYTHM TE€PANEBTUYECKUM AreHTOM, JTHOO MyTeM MPeqOTBPAILEeHUs Pa3BUTHS
3a00eBaHys, HHAYLMPOBAHHS PErPECCUH WIIH TIOIABJICHUS! TPOTrPECCHPOBAHHMS
Takoro(-ux) cumnroma(-oB) uiu HedaaronpuaTHOro(-bix ) 3¢dexra(-oB) B 1000
KJIMHUYECKU U3MepsieMoil creneHn. KonnuecTBo TepaneBTHuecKoro CpeacTna,
KOTOpOe 3P (HEKTUBHO AJIst OCTA0NEHHS JTFOOOrO KOHKPETHOrO CUMIITOMA 3a00JIeBaHHsI
win HeOnmaronpuatHoro 3 dexTa (Takke Ha3bIBAEMOE «TePANIeBTHUECKH

3¢ (EeKTUBHBIM KOJIMYECTBOMY), MOKET BaPbUPOBATHCS B 3aBHCUMOCTHU OT TAKUX
(akTopoB, Kak cTagus 3a00yeBaHMs, BO3PACT U BEC MALIUEHTA, CIIOCOOHOCTD
TEPATrieBTUUECKOrO areHTa BbI3bIBATD KEJTaeMbIil OTBET Y MaLHeHTa, 00LIee COCTOsTHIE
3I0POBbSI MALMEHTA, CIIOCO0, MyTh U 71032 BBEACHMUS, & TAKIKE TSHKECTh MOOOUHBIX

s dexToB.

[0086] Hcnonb3yeMelii B HACTOSIIEM JOKYMEHTE TEPMUH K MTHTHOUTOP» O3HAYAET

mr000i areHT, KOTOPBIN CHUYKAET aKTHBHOCTD LIEJIEBOIM MOJIEKYJIbL. B uacTHOCTH,
anraronuct NJI-23 wmm ®HO-o npencrasisier coO0i areHT, KOTOPBIH CHIDKAET
ounonornyeckyro akruBHOCTh MJI-23 mmu @®HO-0, HanpumMep, myTem OJOKHPOBaHHS
cBsizbiBaHus MJI-23 nimu @HO-a ¢ ero peuentopoM Uil MHOTO CHU)KEHUS €ro

AKTUBHOCTH (Hampumep, Mo pe3yabTaTaM OHOJOTHYECKOro aHAIN3a).
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[0087] B koHTEKCTe HACTOSAIIEro TOKyMEeHTa TepMHHBI «crieruduanoe xk MJI-23

aHTUTENON», «aHTUTeNOo K MJI-23», «y4acTok aHTHTENa» NN «(PPAarMEHT aHTUTENa»
W/WIN «BAPUAHT aHTUTENA» U T. 1. BKJIKOYAIOT JIF000H OENIOK UM MeNTHJ, KOTOPBIN
COZIEPIKUT MO MEHBIIEH Mepe YacTh MOJIEKYJIbl IMMYHOTJIOOYJIMHA, TaKYIO Kak, 0e3
OTrpaHHYEHHH, 110 MEeHbIIEH Mepe OfHa ornpenesstomas kommiemeHTapHoCcTh (CDR)
00J1aCTh TSKEJION WK JIETKOH e, JTUOO ee CBI3bIBAIOIINI JIUTaH T Y4aCTOK,
BapuabenbHast 00J1aCTh TSIKENIOM e UITH JIETKOH LenH, KOHCTaHTHAast 001acTh
TSDKEJION LeTH UJTH JIETKOW LIETH, KapKacHast 00JIaCTh WK JTI00ast X 4acThb, TUOO, MO
MEHBIIEeH Mepe, OJIMH YYaCTOK PElenTopa WK CBs3bIBaroero oemka MJI-23,
KOTOPBII MOJKHO BCTPAaWBaTh B AaHTUTEJIO HacTosIero nzobperenus. Heobs3zaTenbHo
TaKO€ AHTHUTEJIO IOMOJHUTENBHO BO3ACHCTBYET HA CrIeU(UIHBIHN JTUTaH/, HAIPUMeED,
0e3 orpaHUYeHUH, TAKOE AHTUTEIIO MOAYJIUPYET, CHU)KAET, MTOBBIIIAET, BHICTYIIAET
AHTArOHUCTOM, BBICTYTIA€T ArOHUCTOM, YMEHBIIAET, OCIA0IAET, OJIOKUPYET,
UHTUOUPYET, YHUUITOXKAET W/ HITH MPEMATCTBYET 110 MEHbIIEH Mepe OAHOI aKTUBHOCTH
v cBsi3biBaHui0 MJI-23, 1100 akTHBHOCTH MM CBsI3bIBaHUIO peuenTtopa MJI-23 in
vitro, in situ w/uid in vivo. B kauecTBe He OrpaHUYHMBAIOIIETO MTPUMEPaA PUEMIIEMOE
antureno k MJI-23, ero onpeaeneHHbIN y4aCTOK UM BAPUAHT HACTOSLLErO
N300pETEHNsI MOXKET CBA3BIBATHCS C MO MeHbIIEH Mepe ogHOoM Monekyon MJI-23 unn
ee OIpeNleIeHHbIMU Y4acTKaMH, BapuaHTaMu UM foMeHaMmu. [Ipuemnemoe anTuteno
k MJI-23, ero onpeneneHHbIH y4aCTOK WIIM BAPHAHT TAK)KE MOXKET HEOOS3aTeNIbHO
BJIMATH HA 110 MEHbLIEH Mepe OAMH BUI akTUBHOCTH Wi pyrkuun UJI-23, Hanpumep,
0e3 orpannyenuii, cuutes PHK, JIHK wnu Genka, BeicBoOOnenne MJ1-23,
curnajusanuio pernenropa MJI-23, pacmernnenue memOpannoro MJI-23, akTHBHOCTb

WNJI-23, npoaykuuto w/unu cuare3 MJI-23.

[0088] [Ipennonaraercsi, 4TO TEPMUH AHTUTENIO» OyIET NOMOJHUTEILHO OXBAThIBATh

aHTHUTENa, PparMeHThl pacIeIUICHUs, UX ONPENEICHHbIC YIaCTKU U BAPUAHTBI,
BKJIFOYasi MUMETUKH aHTUTEJI, WIM COAEPKATh YUYACTKU AHTUTEI, KOTOPbIE UMUTUPYIOT
CTPYKTYpY W/niH (YHKIHIO aHTHTEJA UK €r0 ONPEAESICHHOTO (pparMeHTa nin
y4acTKa, BKIIFOYasi OHOLIETIOUEYHbIe aHTUTENA U UX (pparMeHThl. PyYHKIMOHATIBHBIE
(parMeHTBI BKIIFOYAIOT aHTHICHCBSI3bIBAIOIIINE (PPATMEHTHI, KOTOPBIE CBSI3BIBAIOTCS C
NJI-23 mnexonuraroiero. Hanpumep, n3obperenne oxBaTbiBaeT pparMeHThI
aHTUTENa, CriocoOHbIe cBs3bBaThes ¢ MJI-23 mnum ero yuactkamu, BkIrodas 6e3

orpanuueHuil pparments! Fab (Hanpumep, mocne paciueruieHus nananaom), Fab'
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(HampuMep, mociie pacIierieHUs TEIICMHOM M YaCTHYHOTO BOCCTAHOBJICHUS) U
F(ab’)2 (manpumep, nocne paciernienus nerncudoM), Facb (manpumep, nocie
pacieruieHus wiasMuHoM), pFe’ (Harmpumep, nmocie paciuerieHus ernCHHOM HIIN
iasmuHOoM), Fd (Hampumep, mocie paciensieHus mencHHOM, YaCTUUHOTO
BOCCTAHOBJIEHUs U pearperauun), Fv umm scFv (Hanpumep, mosyueHHble criocobamu

MOJIEKYJISIPHOM OMOJIOTHH).

[0089] Takue (pparMeHTbI MOJKHO MOJIy4aTh MyTeM (PepMEHTATUBHOTO PACIIEIUICHUS,

crocobaMu CUHTE3a WM PEKOMOWHAIIUY, U3BECTHBIMHU B TAHHOM 00JIaCTH U/ 1N
OMKMCAHHBIMH B HACTOSIIIEM JTOKYMEHTE. AHTUTENIA MOKHO TaK:Ke MPOAYLIUPOBATH B
Pa3JIMYHBIX YKOPOUYEHHBIX (POpMax ¢ MOMOIIBIO T€HOB AHTUTEJN, B KOTOPBIX OAUH HITH
OoJiee CTOM-KOJOHOB OBLITH BBEICHBI BBIIIE €CTECTBEHHOTO CaliTa TEPMUHAINH,
Hamnpumep, BO3MOKHO CO37JaHUE KOMOWHAIIMOHHOTO IeHa, KOJUPYIOIIETO YacTh
Tsoresion nenu F(ab')2, conepaxamero nocnenosarensHoctu JJHK, komupyroniue
nomeH CH1 w/wnu mapHUpPHBIN y9aCTOK TSDKEJION Lenu. Pa3mudHble y9aCcTKH aHTUTEN
MOJKHO XUMHUYECKH COSIMHATh CTAHAAPTHBIMU CIIOCOOAMU WJIH MTOJTy4aTh B BUAE

ennHOro Oenka crroco0aMy reHHOW HHKEHEPUH.

[0090] TepMuH «r'yMaHU3UPOBAHHOE AHTUTENIO» OTHOCUTCS K AHTUTENY, B KOTOPOM

AHTUTE€HCBS3BIBAIOIIUE YUACTKHU TOJYYEeHbI U3 BUJIOB, OTJIMYHBIX OT YEJIOBEKA, a
KapKacHbIe 00acTi BapuadebHOI 00IaCTH MOTyYeHbI U3 ITOCNIE0BATEIbHOCTEH
MMMYHOTIJIOOYJIMHOB uesioBeKa. | yMaHN3MpOBAaHHOE aHTUTEJIO MOKET COJEepIKaTh
3aMeHBbI B KaPKACHBIX 00JIACTSIX, B PE3yJIbTaTe Yero KapkacHast 00JacTb MOXKET He
SIBJISITCS] TOUHOHM KOMHEH SKCIPECCUPYEMOro 4eJI0BEUECKOr0 MMMYHOTTIOOYJTHHA UITH

T€HHBIX MOCJIENOBATEIbHOCTEN UMMYHOMIOOYIMHA 3apO/IbIIIEBON JIMHUH YEJIOBEKA.

[0091] TepMUH «aHTUTENO YEJIOBEKAa» OTHOCUTCS K AaHTUTENY, UMEIOIIEMY

BapuabenbHbIe 00JACTH TSDKENON | JIETKOM LeTel, B KOTOPBIX KaK KapKaCHBIE, TaK U
AHTUT€HCBS3BbIBAKOLINE CANTBI TOTYYEHBI U3 MOCIEA0BATEIBHOCTEN YEIOBEYECKOrO
nporcXoxeHus. Eciy aHTUTENo COMep>KUT KOHCTAHTHYIO O0JIaCTh MITH 4acTh
KOHCTAHTHOH 00J1aCTH, KOHCTAHTHAs 00JIACTh TAKXKe MOJTyueHa U3

MIOCJICAOBATEIFHOCTEN Y€JI0BEYSCKOTO MPOUCXOKICHUA.

[0092] Hcnonb3yeMbie Ha B3aHMO3aMEHSIEMON OCHOBE TEPMUHBI «CYOBEKT» HITH

«TAIMEHT» OTHOCATCS K JIIOOOMY YeJIOBEeKY WJIH JEFOOOMY HE OTHOCSIIEMYCS K

4eJIoBeKy KUBOTHOMY («He oTHOCsIeecs K 4eoBeKy KUBOTHOE), BKJIFOUAst BCEX
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MO3BOHOYHBIX, HAIPUMEP MIICKOMUTAIOIIHUX U HEMJICKOMUTAOIINX, TAKHUX KaK

MIPUMATBI, OBIbI, COOAKH, KOIIKH, JIOMAAU, KOPOBBI, Kypbl, aMpuOUU, penTHUINU U T. 1.

[0093] Tepmuns! «pakrop Hekpo3a onyxonm», «PHO» nnmu « PHO-o» oTHOCATCA K

XOpPOIIO U3Y4eHHOMY (PakTOpy HeKpo3a omyxodu yenoseka (PHO-a) —
MHOTO()YHKLIMOHAJIBHOMY IPOBOCTIANUTEIbHOMY LTOKNHY. @PHO-0 3amyckaer
MPOBOCTIAIUTENIbHBINA OTBET, KOTOPBII MPUBOAMT K MOBPEIKACHUIO TKAHEH, TAKOMY KaK
Aerpaganys Xpsima U KOCTH, K MHAYKLHUH MOJIEKYJI are31H, HHIYKLIHU
NPOKOAryJITHTHOW aKTUBHOCTH HA KJIETKAX SHAOTEIHS COCY/IOB, MOBBILICHUIO aATe3UH
HEUTPO(MIOB M TUM(OLMTOB M CTUMYJIMPOBAHHIO BBICBOOOKACHUS (haKTopa
aKTHBALMY TPOMOOLIMTOB U3 Makpodaros, HEUTPODYUIIOB U KIIETOK SHAOTEIHS

COCYIIOB.

[0094] ®HO-0 o0Hapy:kuBaeTCs B BUIE paCTBOPUMOTO Oelka, a Takxke B hopme

NPEAIECTBEHHUKA, M3BECTHOTO Kak TpaHcMeMOpanHbiii @HO-a, koTopsIit
JKcIpeccupyeTrcs B Buae noaunentuaa Il Tuna, npucyTCTByrOIEro Ha MOBEPXHOCTH
knetkn. TpancmemOpanHbiiit @HO-0 06pabaTbiBaeTcs METAIUIONPOTENHA3AMH,
takumu kak PHO-a-konBepTupyromuii pepment (TACE) mexny ocratkamu Ala76 u
Val77, uTo npuBOAUT K BBICBOOOKAEHUIO pacTBopuMoi ¢popmsl PHO-a u3

157 amuHOKHCIOTHBIX OocTaTKoB. PacrBopumerit ®HO-a npencrasnser codoit
rOMOTPUMED pacLIeTJIeHHbIX MOHOMepOB Maccoit 17 k/la. TpancmemOpanubiii @PHO-a
TAK)K€ CYLIECTBYET B BUE TOMOTPUMEpA HEPACILEIJIEHHBIX MOHOMEPOB MacCOM

26 x/la.

[0095] B nepBom acriekTe npemiokeH Crocod JISUeHUs] BOCIATUTEIbHOTO

3abonesanus kumeyHrnka (B3K) y cydobekra. Criocod BkIIHOYAaeT BBEIEHUE TIEPBOTO
TepaneBTHYECKU 3(P(HEKTUBHOTO MPH COBMECTHOM BBEICHUH KOJUYECTBA MHIHOUTOpA
WNJI-23 u BBeeHHE BTOPOTO TEPANIEBTUIECKH 3P (PEKTUBHOTO IIPH COBMECTHOM
BBeieHnH KonmuectBa nHrnontopa ®HO-a. Criocob >¢dexTuBeH s JeueHus
BOCTIAJIUTENILHOTO 3a00JIeBaHUS KULIEYHHKA, TTPHU 3TOM KOJIMUECTBA KaK MEPBOro, TaK
¥ BTOPOTO Ipernapara, TepaneBTuIecku 3 eKTHBHbIE TPH COBMECTHOM BBEICHUH,

OOWHAKOBbBI UJIN PA3JIUYAIOTCH.

[0096] Kombunarmst uarnouropa MJI-23 (nanpumep, antutena k UJI-23 nnu ero

aHTUTeHCBsA3BIBaKOIIEro ¢pparmenta) u uaruouropa PHO-o (Hanpumep, aHTHTENA K

@®HO-0 umm ero aHTUTeHCBA3BIBAIOIIETO (PparMeHTa) MOKET 00eCeunBaTh
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CHUCTEMHOE BO3/I€HCTBUE, a TAKXKE JIOKAJIbHOE BO3/IEHCTBUE HAa KUIIEYHUK WU
ToNCTyIO KUKy, KomOnHanums Moxer obecrneunBaTh O0Jblee CHCTEMHOE
BO3/IEHCTBHE, YeM JieueHue nudo naruoutopom MJI-23 (manpumep, anturenom k MJI-
23 WM ero aHTUreHCBSI3bIBAIOIINM (pparmenTom), tubo narnouropom @HO-ao
(Hanmpumep, antutenioM kK @HO-0, 1iTn €ro aHTUreHCBS3BIBAIOLIMM (PPArMEHTOM).
KomOuHaimst MoskeT 00ecrednBaTh MPEBOCXOAHYIO MPOTUBOBOCHIANIUTENBHYIO
akTuBHOCTH npu edennn B3K y uenoseka. Aututeno k MJI-23 (Hanpumep, aHTUTENO
k MJI-23p19, xotopoe cBsizbiBaeT cyObeaununy pl9 NJI-23) mokeT ObITh
BBICOKO3((EKTUBHBIM B OTHOLIEHHUH 3aIuThI OT pasButusi B3K (Hanpumep, konura u
6one3nu KpoHa), HO He B OTHOIIIEHHUH 3aIUTHI OT MOTEPH MACChI Tea,
uHayuupoBaHHoi antutenoM k CD40, Torna kak antuteno k ®PHO-a moxer
o0ecreynBaTh CyIIECTBEHHYIO 3aIIUTY OT MOTEPH MAcChl TeJa, MHIYLIUPOBAHHON
antutenoMm k CD40, ¢ Hekotopoii crenenbro 3amuTel 0T B3K. Kaxknoe antureno u nx
KOMOMHaMs MOryT obecrieunBath audhepeHInaIbHOe BO3IEHCTBHE Ha JIOKAJTBHOE

BOCHAJICHUE IO CPAaBHCHUIO C CUCTEMHBIM BOCIIAJICHUEM.

[0097] B onHoM BapuanTe ocyiectsienus naruontop MJI-23, nucnonb3yemslii B

JaHHOM JIOKyMeHTe, BbiOpaH u3 anturen K MJI-23 muin ux aHTUreHCBSI3bIBAIOIINX
(¢bparMeHTOB, KOTOpbIE BKIIIOYAIOT, O€3 OrpaHUUYEHH, IyCeNbkyMal, pucaHakuzymao,
Tunapakuzymad u mupakuzymad. B onHom Bapuanre ocyiectsieHust uaruourop NJI-
23 BbIOpaH u3 modoro u3 antuten Kk MJI-23p19 1 nx aHTUreHCBS3BIBAIO X
¢parmenToB, onucaHHbX B mareHTe CIIIA Ne 7491391 u nyOnukanuu 3assBKH Ha
nateHT CIIIA Ne 2018/0094052, nojHOe ONMUCAaHUE KOTOPBIX BKJIFOUYEHO B HACTOSIIIIUAM

AOKYMEHT NOCPEACTBOM CCBLIIKH.

[0098] B onnom BapuaHTe ocymectsieHus antureno k UJI-23p19 unu ero

AHTUTCHCBS3BIBAIOIIHN (PPArMEHT COAEPIKUT MOCIEAOBATENIbHOCTH ONPEAEIISIOIIeH
komruieMeHTapHOCTh oonact (CDR): (1) aMMHOKHCTIOTHBIE TIOCIIEI0BATEIbHOCTH
CDR Tspxenoii neniu SEQ ID NO: 1 (HCDR1), SEQ ID NO: 2 (HCDR2) u SEQ ID
NO: 3 (HCDR3); u (i1) amuHOKHCTIOTHBIE TocienoBarenbHocTu CDR nerkoii menu
SEQ ID NO: 4 (LCDR1), SEQ ID NO: 5 (LCDR2) u SEQ ID NO: 6 (LCDR3). B
OIHOM BapuaHTe ocyliecTsieHus antureno k MJI-23p19 unu ero
AHTUT€HCBSA3BIBAIOIINN (PPArMEHT COAEPIKUT AMUHOKHUCIIOTHYIO ITOCIIEI0BATEIBbHOCTD
BapuabenpHO obnactu Tsokenoi nenu SEQ ID NO: 7 1 aMMHOKHCIIOTHYIO

MOCJIEIOBATEIBHOCTD BapuadenbHolt oonactu serkoit nenu SEQ ID NO: 8. B ogaoMm
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BapHUaHTe ocyluecTBieHus1 auTuTeno k MJI-23p19 unm ero aHTUreHCBA3bIBAIO LU
(bparMeHT COAep,KUT AMUHOKUCJIOTHYIO MOCIEAOBATENIbHOCTD Tskenol neru SEQ ID

NO: 9 u aMMHOKHUCIIOTHYIO TTocaenoBaTeabHOCTD Jierkoi nenu SEQ ID NO: 10.

[0099] Tabmuua 1: ITocnenosarenbroctu anturen k MJI-23p19:

SEQ OnmcaHume TlocyuenoBaTeJIbHOCTD

ID

NO:

1 HCDR1 NYWIG

2 HCDR2 IIDPSNSYTR YSPSFQG

3 HCDR3 WYYKPFDV

4 LCDR1 TGSSSNIGSG YDVH

5 LCDR2 GNSKRPS

6 LCDR3 ASWTDGLSLV V

7 VH EVQLVQSGAE VKKPGESLKI SCKGSGYSFS NYWIGWVRQM
PGKGLEWMGI IDPSNSYTRY SPSFQGQVTI SADKSISTAY
LQWSSLKASD TAMYYCARWY YKPFDVWGQG TLVTVSS

8 VL QSVLTQPPSV SGAPGQRVTI SCTGSSSNIG SGYDVHWYQQ
LPGTAPKLLI YGNSKRPSGV PDRFSGSKSG TSASLAITGL
QSEDEADYYC ASWTDGLSLV VFGGGTKLTV L

9 Taxenas EVQLVQSGAE VKKPGESLKI SCKGSGYSFS NYWIGWVRQM

Lerns PGKGLEWMGI IDPSNSYTRY SPSFQGQVTI SADKSISTAY

LQWSSLKASD TAMYYCARWY YKPFDVWGQG TLVTVSSAST
KGPSVFPLAP SSKSTSGGTA ALGCLVKDYF PEPVTVSWNS
GALTSGVHTF PAVLQSSGLY SLSSVVTVPS SSLGTQTYIC
NVNHKPSNTK VDKKVEPKSC DKTHTCPPCP APELLGGPSV
FLFPPKPKDT LMISRTPEVT CVVVDVSHED PEVKFNWYVD
GVEVHNAKTK PREEQYNSTY RVVSVLTVLH QDWLNGKEYK
CKVSNKALPA PIEKTISKAK GQPREPQVYT LPPSRDELTK
NQVSLTCLVK GFYPSDIAVE WESNGQPENN YKTTPPVLDS
DGSFFLYSKL TVDKSRWQQG NVFSCSVMHE ALHNHYTQKS
LSLSPGK

10 JleTkas QSVLTQPPSV SGAPGQRVTI SCTGSSSNIG SGYDVHWYQQ

Lers LPGTAPKLLI YGNSKRPSGV PDRFSGSKSG TSASLAITGL
QSEDEADYYC ASWTDGLSLV VFGGGTKLTV LGQPKAAPSV
TLFPPSSEEL QANKATLVCL ISDFYPGAVT VAWKADSSPV
KAGVETTTPS KQSNNKYAAS SYLSLTPEQW KSHRSYSCQV
THEGSTVEKT VAPTECS
[0100] B onHOM BapuaHTe OCYIIECTBIICHUS, UCIIOIb3YEMbIN B JAHHOM JOKYMEHTE

unrudurop MJI-23 npencrasnser codoii rycenpkymad (antureno k MJI-23p19,

npoxasaemoe Janssen Biotech, inc. mox Toproseim HazBannemM TREMFYA®).
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[0101] B onnom BapuanTe ocyiectienus nHruoutop ®HO-, ncrnonb3yemslii B

JaHHOM JIOKYMEHTe, BbIOpaH u3 roauMmymada, ananumymada, nHdiukcnmada,
nepToan3syMada nerosa v 3TaHepuenta. B oqHOM BapuaHTe OCYIECTBIICHHS
unruourop ®HO-a BeiOpan u3 anTuTen K PHO-0. M X aHTUTEHCBSA3BIBAIOIIINX
¢dparmenToB, onucaHHbX B mareHTe CIIIA Ne 7250165 u nyOnukanuu 3assBKH Ha
nateHT CIITA Ne 2017/0218092, nosiHOE ONMHMCaHNUE KOTOPBIX BKJIIOYEHO B HACTOSLIIHIA

AOKYMEHT NOCPEACTBOM CCBLIIKH.

[0102] B onnom BapuanTe ocyiecTieHuss nHruoutop ®HO-0, rcrnonb3yemslii B

JaHHOM JOKYMEHTe, npencrasisier coboit antureno k ®HO-o, umu ero
AHTUTCHCBS3BIBAOIINN (pparMeHT, conepskamuil mocnenosatenpHoctd CDR: (1)
aMuHOKHUCIIOTHBIE ocienoBaTeabHocTH CDR Tsprenoit erm SEQ ID NO: 11
(HCDR1), SEQ ID NO: 12 (HCDR2) u SEQ ID NO: 13 (HCDR3); u (ii)
aMuHOKHUCIIOTHBIE ocaenosarenbHocTi CDR nerkoii nemm SEQ ID NO: 14 (LCDR1),
SEQ ID NO: 15 (LCDRL) u SEQ ID NO: 16 (LCDR3). B onaom BapuanTe
ocymectsiaeHust ”HruonTop PHO-0, NCIONB3yeMBbIl B HACTOALIEM JOKYMEHTE,
npexacrasisieT coboit antuteno k PHO-o, miin ero aHTUreHCBSI3BIBAIOILIHH (PPArMEHT,
cofiep KA aMIHOKHUCIIOTHYIO ITOCJIEA0BATENbHOCTD BapruabeabHOl obnactu
Tskenon nenu SEQ ID NO: 17 u aMUHOKHUCIIOTHYHO MOCJIEA0BATEIbHOCTD
BapuabenpHol obnactu jgerkoi nenu SEQ ID NO: 18. B ognom Bapuanre
ocymectsieHus HHruoutop ®HO-0, nconb3yeMplii B HACTOSIIEM JOKYMEHTE,
npencTasisierT codoit antuteno kK PHO-o iy ero aHTUreHCBSI3bIBAIOIN U (hPAarMeHT,
conep Kalifil aMHHOKHUCJIOTHYIO TTOCIeIoBaTeIbHOCTD Tskenol uenu SEQ ID NO: 19

¥ aMHUHOKHCJIOTHYIO TOCJe1oBaTebHOCTh Jierkoit enu SEQ ID NO: 20.

[0103] Tabmuua 2: [TocnenosarenpHocTu antuten Kk ®HO-a,

SEQ OonmcaHue TIlocsenoBaTeJIbLHOCTE

ID

NO:

11 HCDR1 SYAMH

12 HCDR2 FMSYDGSNKK YADSVKG

13 HCDR3 DRGIAAGGNY YYYGMDV

14 LCDR1 RASQSVYSYL A

15 LCDR2 DASNRAT

16 LCDR3 QQRSNWPPFET

17 VH QVQLVESGGG VVQPGRSLRL SCAASGFIFS SYAMHWVRQA
PGNGLEWVAF MSYDGSNKKY ADSVKGRFTI SRDNSKNTLY
LOMNSLRAED TAVYYCARDR GIAAGGNYYY YGMDVWGQGT
TVIVSS

18 VL EIVLTQSPAT LSLSPGERAT LSCRASQSVY SYLAWYQQKP
GQAPRLLIYD ASNRATGIPA RFSGSGSGTD FTLTISSLEP
EDFAVYYCQQ RSNWPPFTFG PGTKVDIKRT V
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SEQ
ID
NO:

OonmcaHme

ITocyienoBaTENIEHOCTE

19

TaxeJsaa
Lerb

QVQLVESGGG
PGNGLEWVAF
LOMNSLRAED
TVTVSSASTK
EPVTVSWNSG
SLGTQTYICN
PELLGGPSVF
EVKENWYVDG
DWLNGKEYKC
PPSRDELTKN
KTTPPVLDSD
LHNHYTQKSL

VVQPGRSLRL
MSYDGSNKKY
TAVYYCARDR
GPSVFPLAPS
ALTSGVHTFP
VNHKPSNTKV
LFPPKPKDTL
VEVHNAKTKP
KVSNKALPAP
QVSLTCLVKG
GSFFLYSKLT
SLSPGK

SCAASGFIFS
ADSVKGRFTI
GIAAGGNYYY
SKSTSGGTAA
AVLQSSGLYS
DKKVEPKSCD
MISRTPEVTC
REEQYNSTYR
IEKTISKAKG
FYPSDIAVEW
VDKSRWQQGN

SYAMHWVRQA
SRDNSKNTLY
YGMDVWGQGT
LGCLVKDYFP
LSSVVTVPSS
KTHTCPPCPA
VVVDVSHEDP
VVSVLTVLHQ
QPREPQVYTL
ESNGQPENNY
VFSCSVMHEA

20.

JleTkaa
Lerb

EIVLTQSPAT
GQAPRLLIYD
EDFAVYYCQQ
PSDEQLKSGT
QESVTEQDSK
GLSSPVTKSF

LSLSPGERAT
ASNRATGIPA
RSNWPPFTFG
ASVVCLLNNF
DSTYSLSSTL
NRGEC

LSCRASQSVY
RFSGSGSGTD
PGTKVDIKRT
YPREAKVQWK
TLSKADYEKH

SYLAWYQQKP
FTLTISSLEP
VAAPSVFIFP
VDNALQSGNS
KVYACEVTHQ

[0104]

[0105]

[0106]

B onnoM BapuaHnTe ocyiecTieHuss nHruoutop ®HO-o, rcrnonb3yemslii B
TaHHOM JOKYMEHTE, pencTasisieT coboil romumymad (antureno k @PHO-ao,

npoxasBaemoe Janssen Biotech, inc. mox Toproseim HazBanuem SIMPONI®).

Jnst nonyuenus antuten kK @HO-0 MOXKHO MCTIOIB30BaTh PA3INYHbIX
JKUBOTHBIX-X0351€B. Harprmep, 111 MOSy4eHUs MBIIIUHBIX aHTUTEN K YEJIOBEUECKOMY
®HO-0 MoxHO ucoNb30BaTh Mbllei Balb/c. AnTuTena, nony4yeHHble OT MpllIeH
muauu Balb/c u oT npyrux >KUBOTHBIX, OTJMYHBIX OT Y€JIOBEKA, MOTYT OBITh
I'YMaHU3UPOBAHBI C IPUMEHEHHEM Pa3HOOOPA3HBIX TEXHOJIOTUH ISl CO3AaHUS
TMIOCIIEZIOBATENIHOCTEH, MMEIOIUX OOJIbIEe CXOACTBO € YeIOBEUECKUMH

noCJaEea0BaTCIbHOCTAMHU.

Anturena k MJI-23 HeoOs3aTeNbHO XapaKTepU3YOTCS BBICOKOH
apduHHOCTBIO cBsi3biBaHUs ¢ MJI-23 u HeoOs3aTeIbHO CBA3aHbI C HU3KOM
TOKCUYHOCTHIO. AHTHTeNna K @PHO—0, HeoOs13aTeIbHO XapaKTEPU3YIOTCS BBICOKOM
appunHOCTBIO cBsi3biBaHMs ¢ DHO—-0 1 HEOOS3aTETHPHO UMEIOT HU3KYIO TOKCHYHOCTb.
B yacTHOCTH, HCTIONB3YIOT AHTHUTENO, ONPEACTICHHBIN (PParMeHT WIH BapUAHT
n300peTeH s, MPUYEM OTAENIbHbIE KOMITOHEHTBI, TAKHE KaK BapradenbHast 00acTsb,
KOHCTaHTHasl 00JIaCTh U KapKac, O OTAECNBbHOCTH W/ UM B COBOKYITHOCTH,
HEeOoOsI3aTeIbHO U MPEIIOYTHTENBHO UMEIOT HU3KYI0 HMMYHOT€HHOCTh. Hu3kast mm
JOTyCTUMAasi IMMYHOT€HHOCTD W/WUJIH BbICOKas appUHHOCTD, a TakKe Apyrue
npUeMIIeMble CBOHCTBA MOTYT CIIOCOOCTBOBATH OCTIKEHUIO TEPANIEBTHUECKIX

PE3YJIbTATOB. HOZ[ «HHU3KOH HUMMYHOT'€HHOCTBIO» B HACTOALIEM JOKYMEHTEC IIOHUMAIOT
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uHAyKLuuro 3HaunMbIx oTBeToB antuten HAHA, HACA unu HAMA y menee yem
0KO0JI0 75% Wiy MpEeAnoOYTUTENBHO Y MeHee ueM 0K0J10 50% MosydaroImmx JeueHnue
MALMEeHTOB W/WJIN UHAYKIMIO HU3KUX TUTPOB Y MOJYYAIOLINX JIEYEHHE TALUEHTOB
(menee uem okosio 300, mpeAnouTUTENBEHO MeHee ueM okoso 100, o pesyiabraram
U3MEPEeHUs] HMMYHO(EPMEHTHBIM aHAIN30M C JBOWHBIM aHTHI€HOM) (CM.
nyonukanuio Elliott et al., Lancet 344:1125-1127 (1994), koTopasi MOJTHOCTBIO
BKJIFOUEHA B HACTOSLIMI JOKYMEHT myTeM cCbUIkH). Jlist anTuren k MJI-23 Tepmun
«HHU3Kasi UMMYHOT€HHOCTBY TAKXX€ MOKHO ONPENEINTh KaK MOSBJICHUE TUTPYEMbIX
ypOBHeH aHTUTeN K aHTuTeny k MJI-23 y nauneHTos, Nony4aBUInX JeYeHUE
antutenoMm k MJI-23, y meree 25% mony4aBIInX JiedeHUE TAlUEHTOB,
NpeanoyYTUTENbHO Y MeHee 10% manueHToB, MoNyyaBLINX JIeueHHe
PEKOMEHJIOBAaHHOM 1030 B TE€YEHUE PEKOMEHAOBAHHOIO KypCca TEPAUU B NEPUOL
neuenus. J{ns anturen k ®PHO TepMUH «HU3Kas HMMYHOT€HHOCTDY TaK»Ke MOXKHO
ONPENEIUTb KaK BOSHUKHOBEHHUE MOAMAIOLIUXCS THTPOBAHUIO YPOBHEN aHTUTEN
npotus anturena k PHO—o y narueHToB, KOTOpeIX Jeunnu auturenoM k @HO—a,
BCTpEYaroIIeecs: y MeHee ueM 25% noyyaroimmx JeUeHUe MalleHTOB,
IPEANOYTUTENBHO Y MeHee dyeM 10% mosydaromux jeueHne NalueHToB, pu
PEKOMEHJIOBAaHHOM 103€ B TEUEHUE PEKOMEHOBAHHOIO KypCa TepaIruu B IEPUON

JICUCHUA.

[0107] ITo menbieit mepe ogHo anTuTeNo K MJI-23 u ogHo antuteno k ®PHO-aq,

IpUMEHsieMOoe B Crioco0ax, OMMCAHHBIX B HACTOSILIIEM TOKYMEHTE, MOXKET ObITh
MOJYYEHO B KJIETOUHOM JIMHUH, CMELIAHHOW KJIETOUHOM JIMHUHU, UMMOPTAJIU30BAHHOM
KJIETKE WJIH KJIOHAJBHOM MOMYJISLUH UMMOPTATH30BAHHBIX KJIETOK, KaK XOPOIIO
M3BECTHO CMELUANCTaM B JaHHOI oOnactu TexHuku. CM., Harmpumep, myOJIuKaum
Ausubel, et al., ed., Current Protocols in Molecular Biology, John Wiley & Sons, Inc.
NY (1987-2001), Sambrook, et al., Molecular Cloning: A Laboratory Manual, 2nd
Edition, Cold Spring Harbor, N.Y. (1989); Harlow and Lane, Antibodies, a Laboratory
Manual, Cold Spring Harbor, N.Y. (1989); Colligan, et al., eds., Current Protocols in
Immunology, John Wiley & Sons, Inc., NY (1994-2001); Colligan et al., Current
Protocols in Protein Science, John Wiley & Sons, NY (1997-2001), xaxnas u3

KOTOPBIX MOJIHOCTHIO BKJIFOYCHA B HaCTOﬂH_II/Iﬁ AOKYMECHT NIYTEM CCBLJIKH.

Antuteno k MJI-23 w/unm antureno k ®HO-o Tak:ke MOKHO MOJIyYaTh MyTeM

HUMMYHHU3ALUHU TPAHCTCHHOI'O JKUBOTHOI'O (Haan/IMep, MBbIIIH, KPBICHI, XOMSsKa,
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npuMata (MCKIII0Uasi YeJIOBEKa) | T. 11.), CHOCOOHBIX MPOAYLHUPOBATH HAOOP
YCJIOBCYCCKUX aHTUTE]I, KaK OIMMUCAHO B HACTOAIIEM JOKYMECHTC I/I/I/I.]'II/I KaK U3BECTHO
CHEeLMAINCTaM B JAHHOM 00JacTu TexHUKH. KieTku, KoTopbie mpoayHUpyOT
yenoBeyeckre aHTurena K MJI-23, MOKHO BBIIENATh U3 OPraHU3Ma TaKUX JKUBOTHBIX
U IMMOPTAJIU30BATh C UCIIOJb30BAaHUEM MPUEMIIEMBIX CIIOCOOOB, TAKUX KAK OMMCAHBI

B HACTOAIEM HOKYMECHTC.

[0109] Awnturena k MJI-23, mpuMeHsieMble B COCO0€ HACTOSIIIETrO U300peTeHus,

TaK)K€ MOKHO MOJIy4aTh C UCIIOIb30BAHNUEM 10 MEHBLIEH MEpe OAHOIO aHTUTENA K
WNJI-23, xogupyrolmero HyKJIEHHOBYIO KUCJIOTY, IJIsl CO3aHUsl TPAHCT€HHBIX
JKUBOTHBIX MJIM MJIEKONUTAOIINX, TAKUX KAaK KO3bl, KOPOBBI, JIOLIAH, OBLbI, KPOJUKH
U T. 1., KOTOpPbIE MPOAYLIUPYIOT TaKHe aHTUTeNa B cBoeM Mosioke. Antutena k PHO-
0, MPUMEHsIEMbIE B CIIOCO0aX, OMMMCAHHBIX B HACTOALIEM JOKYMEHTE, TAK)KE MOJKHO
MOJIy4aTh C UCIIOJIb30BaHUEM IO MeHblIell Mepe ogHoro aHTutena k ®HO-a,
KOJUPYIOLIErO HYKJIEMHOBYIO KUCIIOTY, JJIsl CO3AaHUsl TPAHCT€HHBIX >KUBOTHBIX WIIN
MJIEKONUTAOLNUX, TAKUX KaK KO3bl, KOPOBBI, JOLIAAH, OBLbI, KDOJIMKHU U T. II.,
KOTOpbIE NPOAYLHUPYIOT TAKHE aHTUTENA B CBOEM MOJIOKE. Takux »KMBOTHBIX MOKHO
CO371aBaTh C IOMOLIBIO U3BECTHBIX CIIOcO00B. CM., Hanpumep, 0€3 OrpaHuueHUH,
nateHTbl CITA Ne 5,827,690, 5,849,992; 4,873,316; 5,849,992, 5,994,616, 5,565,362,
5,304,489 u T. 0., npUYeM KaXKIbIH U3 HUX MOJHOCTHIO BKJIFOUEH B HACTOSLIUN

HAOKYMEHT IIyTEM CCbLIIKH.

[0110] AnTurena k MJI-23 MoryT cBsi3biBaThes ¢ yenoBeueckum MJI-23 B mupokom

unrepsanie apdunnocreit (KD). B npeanodTuTenbHOM BapUaHTe OCYILECTBIICHHS
MAT 4esnoBeka HeOOsI3aTEIbHO MOKET CBS3BIBATHCSA ¢ UenoBeueckum UJI-23 ¢
BbICOKOH adduHHOCTBIO. HanpruMep, MAT 4elloBEKa MOKET CBSI3BIBATHCS C
yenoseueckuM MJI-23 ¢ nokazarenem KD, paBHbIM HUJIM MEHBIIUM OKOJIO 107 M,
Hanpumep, 6e3 orpannuenui, 0,1-9,9 (unu B IIOOOM MHTEpBAIE, WIH C JTIFOOBIM
3HAYEHUEM B HEM) X 107,10%,10°, 10", 10", 102, 10", wim B moGom

HWHTEPBAJIC, UJIA C JIOOBIM 3HAYEHHEM B HEM.

[0111] Antutena kK ®PHO-o MoryT cBsizbiBaThCs ¢ uenoBedeckum ®PHO-a B mupokom

unTepBane apdunnocreit (KD). B npeanodTurenbHOM BapUaHTe OCYIIECTBICHHS
MAT denoBeka HEOOs13aTETbHO MOKET CBA3bIBATHCA C yenoBeueckuM @PHO-a ¢
BBICOKOM appuHHOCTBIO. Hanpumep, MAT uenoBeka MOXKET CBSI3bIBATHCS C

uenoseueckum ®HO-q ¢ mokasatenem KD, paBHBIM 1M MeHbIIHM 0K0so 107 M,
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Hanpumep, 6e3 orpannuenui, 0,1-9,9 (unu B 10OOM HHTEpBAJIE, HIIH C JIFOOBIM
7 108 100 10- - - 13
snauennem B Hem) X 107,107,107, 107°, 107", 1072, 10", rnm B moGom

HUHTEPBAJIC, UJIA C JIIOOBIM 3HAYEHHUEM B HEM.

[0112] Anturena k MJI-23 moryt otHOcuThCs k u3otumny I1gGl, IgG2, IgG3 nnu

IgG4. Arrurena k ®HO-a moryT otHOocuthes k m3oruny IgGl, IgG2, IgG3 unu IgG4.

[0113] be3 orpaHuYeHMit, HAKJIAIBIBAEMBIX KaKOW-TMOO0 Teopuel, mpenMyIecTBa

koMOuHaumu antutena k MJI-23 u anturena k ®HO-o MoryT ObITh CBSI3aHBI €
pPa3sIUYHBIMU U3MEHEHUSIMH SKCIIPECCUM I€HOB, KOTOPbIE HHAYLIUPYIOTCS KasKbIM
anturenom. Kak onucano B Ilpumepe 1 u no mensbiueii mepe Ha ur. 2A u Our. 2B, B
103aX, B KOTOPBIX KQXKI0€ aHTUTENIO 00ECIIeUNBAJIO AHAJIOTHYHYIO 3aIIUTYy OT
BOCTAJICHUS TOJICTON KUIIKH (Pur. 2, B Touke 50 Mkr antutena k MJI-23p19 u

500 mxr anTrTena k @HO-a), nmpu 6noxkuposanun UJI-23p19 y meimeit Habmronanu
pa3nu4YHble U3MEHEHUs] SKCIPECCUH F€HOB B KMIIEYHUKE 10 CPABHEHUIO C
onokuposaaneM @PHO-o. DTH N3MEHEHHSI SKCIIPECCHH F€HOB TAK)KE MOTYT
NPUMEHSTHCS K 3a00JI€BaHUIO YeIoBeKa. biarogapst MHTErpanuy CUrHaTyp T€HOB
«TYMaHU3UPOBAHHOTO» MBIIHUHOTO aHTutena kK ®PHO—o u antutena k MJI-23p19 B
CeTh T'€HOB B OMOMNTAaTaX KUIIEYHHKA YeIOBeKa MOXKHO (POKYCHPOBATHCS TOJBKO HA
reHax, KOTOpPbIE 3KCIPECCUPOBAINCH U BAPbUPOBAIUCH B TKAHIX KUILIEYHUKA
4esioBeKa. JJONMOJTHUTENbHBIN KOHTEKCT AJIs IOTEHLUAIBHOTIO MOJIEKYIAPHOTO
BO3/IEHUCTBUS kKaxkaoro antutena Ha B3K uenoBeka MOXKHO MOJNyYUTb IyTEM CO3JaHUS
HOZICETEH JIeUeHHs], BKJIIOYAIOINX B ce0sl TeHbl, yIaleHHbIe Ha OJ1H JTal (T. €.,
CHJIBHO KOPPEJIUPOBAHHBIE) B CETH, U3 TEHOB B Mpeneiax KaKAOW CUTHATYPHI.
OtnenbHele nonceru anturena k ®HO-a u antutena k MJI-23 nemoHcTpupyoT
YHUKAJIbHbIE T€HHbBIE IPU3HAKN OJUHOYHBIX aHTUTEJ, YTO MO3BOJIAET MTOHATH

OuoIOruyecKue MMPOLECCHI, HA KOTOPBLIC HAITPABJICHbBI 00a MexaHu3Ma.

[0114] O} PexTUBHOCTD JIeUEHHUS B COOTBETCTBHH CO CIIOCOOAMH, ONTUCAHHBIMH B

HACTOALEM OOKYMEHTE, MOXKHO OMPECACINUTD, HAIPUMED, NIYTEM OLCHKU CTCIICHU
MOTEPHU MACChI T€JIa U BCACBIBAHUS MUTATCIIbHBIX BCIICCTB, 4 TAKXKE
TruCTonaToOJIOrM4eCKuX I/ICCJ'IGI[OBaHI/Iﬁ O6pa3LIOB TKaHU. I mcromaroorndeckmne
HUCCIICA0OBAHN MOTYT BKJIOYATH B cebst HU3MEPEHUEC OAHOTO UJIN Oonee IMMPU3HAKOB,
TaKHX KaK OTCK HOI[CHHSI/ICTOfl O6OJ'IOLIKI/I, BOCITAJICHUEC, MTOTECPSA KUIICYHBIX XKEJIE3,

5pOo3usi, TOJNLIMHA CIU3UCTOI 000I0UKH U TUIIEPIIIa3HsL.
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[0115] Otex moncau3ucTor 000JIOUKH MOXKHO OLIEHUTh KOJIMYECTBEHHO MyTEM

MU3MEPEHUs] TOJLIMHBI OT MBILIEYHOTO CJIOSI CIIM3UCTOM 000JIOUKH 10 BHYTPEHHEH
I'PaHMLIbI HAPY’KHOTO MBILIEUHOTO CJI0s (HanpuMep, B 00JIaCTU HETAHT€HLIUAIBHOTO
CIUIETEHHUs] MBIIIEYHBIX BOJIOKOH, KOTOpAasi, KAK CUUTAETCS], JIy4le BCErO OTPaXkaeT
TSDKECTb TaKOro u3MeHeHus1). OueHka BOCTaIeHsI MOXKET OTPaKaTh CTETICHb
BOCTIAJIUTENIbHON MHPUIBTPALUH CIAM3UCTON 000NOUKH TOJCTON KHIIKH
makpodaramu, mumbornuramu u Heirrpodunamu. [loTepro skese3 anmuTeTuanbHbIX
KPHIT ¥ MPOLEHT COXPAHEHHOTO JKEJIe3UCTOr0 SIHUTENNS MOYKHO OLIEHUTh
KOJINYECTBEHHO IyTEeM BBIYUCIIEHHSI TPOLEHTA TUIOIIAIH TOPAKEHHON CITM3UCTOM
000JIOUKH. DPO3Ust OTPAIKAET MOTEPIO TTOBEPXHOCTHOTO SITUTEIUS U MOXKET OBbITh
OLIEHEHA MyTEM BBIYHCIICHHS MIPOLIEHTA TUIOLIAIU MOPAKEHHOHN CIIM3UCTOH 000JI0OUKH
(HampuMep, TUIOIIAAH CIU3UCTON O0OJIOUYKH ¢ KpOBOM3IUsiHUEM). TonmuHy
CIU3UCTON O0OJOYKH MOJKHO OLIEHUTH IyTEeM U3MEPEHHs IOy obnacTu
HETAHT'€HLUAJIbHOTO CIUIETEHUSI MBILIEYHBIX BOJIOKOH, KOTOPAs JIy4IlIe€ BCETO
OTPa’KaeT TOJIIUHY MBILIEYHOTO CJIOS. Y BEIMYEHUE TOJIIHHBI TOBOPUT 00

YTOJIIICHUHN CJIOA KEJIC3UCTOTO SMUTEINA U THHCPILIa3 U CIU3HCTON 000JIOUKH.

[0116] OO11ast THCTOMATONIOrMYECKAs OLICHKA MOYKET BKITFOYATh B Ce0sl I3MEpeHHe

OAHOTO MM O0JIee MPU3HAKOB, TAKUX KaK OTEK MOJCIM3UCTOI 0O0IOUKY, BOCTIAJICHHE,
NIOTepPsl KULIEYHBIX JKeJie3, PO3Hs, YTOJIIEHHE CIU3UCTON OOO0IOUKH U THIIePIUIa3Hs.
ITpumep cucremsl orieHkH 11 Mblieit onucad B [Ipumvepe 1. AHanorndHyro cucremy

MOYKHO UCITOJIB30BATh AJIs1 IIPOBECACHUSA OLICHKU Y JIIOen u APYIUX MIICKOIMHUTArOIINX.

[0117] B HEKOTOPBIX BAPUAHTAX OCYIIECTBJICHUS] BOCIAIUTENbHOE 3a00JIeBaHUE

KUIICYHUKA MPEICTaBIIAET COOOH KOIHT (HampuMep, si3BeHHbINH KoauT). Kot Moxker
BKJIFOUATh Pa3pakeHHe, OTEK U JPyrue MPU3HAKU BOCTIAJIEHHS TOJICTON KUIIKU. [1pu

SA3BE€HHOM KOJIUTE OTMEYANOTCA KPOBOIIOATCKHU U A3BbI.

[0118] B HEKOTOPBIX BapHUAHTAX OCYIIECTBICHUS BOCIIAIUTENBHOE 3a00I€BaHIE

KHIIEYHUKA MpencTapisieT coboit 6one3ns Kpona. bonesns Kpona moxer
OTPAaHUYMBATHCS TOJICTON KHUIIKOM, HO TAKXKE MOKET MPUCYTCTBOBATH B IPYTHUX
TKaHSX, TAKUX KaK TOHKHUI KulIeuHHUK. bose3np KpoHa MokeT BKJIFOUaTh BOCMAJICHUE
KaK TOJICTOTO, TaK M TOHKOI'O KHINEUHHKA. Takke MOJKET OTMEUAThCs BOCIIAJIEHUE

POTOBO MOJIOCTH, aHYCa, KOXKH, TJIa3, CYCTAaBOB W/WJIH MTEYCHH.
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[0119] B HeKkOTOpBIX BapHaHTaX OCYIIECTBICHUs CyOBEKT paHee MoJyda JISUeHHe

ToJIbKO HHrHOUTOpOoM PHO-0, U peMHrCcCUU BOCTIAIUTEIBHOTO 3a00JIeBaHUS
KHLIEYHUKA [TOCJIe MPEBbIIYILIEro JeUeHUsl He HacTynajo. B HEKOTOpBIX BapuaHTax
OCYLIECTBJICHHsI CYOBEKT paHee Mojydal JedeHne Toabko naruonropom MJI-23, u
PEMHUCCHH BOCTIAIUTENIBHOTO 3a00I€BaHMS KUIIEYHUKA ITOCIIE MPEAbIIYIIero JIeUeHHs
He HacTynano. CrocoObl, ONMMCAHHBIE B HACTOSILIIEM TIOKYMEHTE, MOTYT OBITh ITOJIE3HBI
11 CyOBEKTOB, KOTOPBIE HE OTBEYAIIN HA MOHOTepanuto uaruouropom ®HO-ao
(manpumep, anturesniom kK @HO-o) unu naruduropom NJI-23 (Hanpumep, aHTUTEIIOM
k MJI-23). Ha ocHOBaHHMHM pe3yJIbTATOB, OIMCAHHBIX B HACTOSIIEM JOKYMEHTE,
KOTOpbI€ IEMOHCTPUPYIOT CYIIECTBEHHOE yJIy4IllleHHe THCTONAaTONOrMYECKO OLEHKU
COCTOSIHUSI TOJICTOM KUIIKH NpHU BBeAeHUH kak antutena k ®PHO-o, Tak u aHTUTENA K
NJI-23 (o cpaBHEHHUIO C BBEIEHHEM JIFOOOT0 OTIEIBHO B3SITOrO aHTUTENA), Y
CyOBEKTOB OTMEYAETCS 3HAUUTENBHO JYYLINI OTBET HA KOMOMHALIMIO HHTHOUTOpa
®HO-a (Hanpumep, anturena k ®PHO-0) u uarudburopa MJI-23 (Hanpumep, aHTHTENA

k MJI-23).

[0120] B paznuusbIX BapuaHTax ocymectsienus nuaruourop MJI-23 conepxur

antuteno k MJI-23 nnum ero aHTHreHCBsI3pIBatOLINiA (pparmeHT. B HeKoTOpBIX
BapUaHTax ocyuiecTsiaeHus anTureno k MJI-23 nnm aHTureHCBs3pIBaromii parMeHT
BKJIFOUaeT antutenno Kk MJI-23p19 wnu ero aHTUreHCBSA3bIBAIOLINN (parMeHT, KOTOPOe
MOXKET CBSA3bIBATHCS ¢ cyObenuuuLeit pl19 MJI-23. B HekoTOpbIX BapuaHTax
ocyecTsiaeHus antuteno k MJI-23 pxirodaer yenoBeueckoe Wi r'yMaHU3UPOBAHHOE
aHTUTENO. B HEKOTOPBIX BapuaHTax ocylecTBiaeHus: antuteno k MJI-23 Bkmovaer

YCJIOBCYCCKOE NI TYMaHU3UPOBAHHOEC aHTUTEIIO.

[0121] B paznuunbIX BapuaHTax ocymectsienus nuaruounrop ®HO-a conepxur

arTuteno k ®HO-o min ero aHTUreHCBSI3bIBAIOLTHH (parMeHT. B HEKOTOPBIX
BapUaHTax ocyuiecTsiaeHus anTureno k PHO-o BKIIIOYaeT 4enoBeueckoe uin

IrYMaHU3UPOBAHHOE aHTUTEJIO.

[0122] Antutena k MJI-23 w/vunu antutena kK @PHO—o MOKHO TakKe r'yMaHU3HPOBATh

WJIY TIOJTYYUTh TIOCPEACTBOM KOHCTPYHPOBAHUS YEJIOBEUECKUX aHTHUTEI C
COXpaHEHHEM BBICOKON a(pMHHOCTH K AHTUT'€HY M UHBIX OJaronpHUsATHBIX
Ononornvyeckux cBocTB. I 'yMaHU3MpOBaHHBIE (MJIM YEJIOBEYECKHE) AHTUTEIA MOJKHO
HeoOs13aTeNIbHO MOMYYaTh B IPOLIECCE aHATN3a UCXOAHBIX IOCIe0BATEIbHOCTEHN 1

Pa3IUYHbIX KOHLUCITYAJbHBIX T'YMAHU3WPOBAHHBIX IIPOAYKTOB C MOMOILIbIO
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TPEXMEPHBIX MOJIEJIeH NCXOIHBIX U T'YMaHU3UPOBAHHBIX ITOCIIEI0BATEIbHOCTEH.
TpexmepHble MOENN UMMYHOTJIOOYJIMHA SABJISFOTCS] OOLIEIOCTYITHBIMUA U H3BECTHBIMU
CHEeLMAINCTaM B JaHHOH o0acTu. CyIIecTBYIOT KOMIBIOTEPHbIE ITPOrPaMMBbI,
JAEMOHCTPHUPYIOIIHE U OTOOpaXKAIOIINE BEPOSITHBIE TPEXMEPHbIE KOH(POPMAIIOHHBIE
CTPYKTYPBI BHIOPaHHBIX MOTEHLUAIBHBIX TTOCJIEI0BATEIbHOCTEH HMMYHOTJIO0YINHA.
HccnenoBanue 3TUX N300pakeHUH MO3BOJISET aHATM3UPOBATh BEPOSITHYIO POJIb
OCTaTKOB B ()YHKIIHOHHPOBAHUU HMMYHOTJIOO0YJIMHOBOM MOCJIEI0BATEIBHOCTH
KaHIU/ATa, T. €. MPOBOAUTH AHAJIIN3 OCTATKOB, KOTOPBIE BIMAIOT HAa CIIOCOOHOCTD
UMMYyHOTJIOOYJIMHA KaHIUATa CBA3BIBATh CBOM aHTUreH. Takum oOpa3om, u3
TUMHYHBIX COBMAJAOIINX M UMIIOPTUPOBAHHBIX MOCIEOBATEIBHOCTEH MOKHO
BBIOMpPATh M KOMOWHUPOBATh OCTATKH KapkacHou obnactu (FR) Tak, 4ToOBI MOMy4YHTH
TpeOyeMyro XapakTepUCTHKY aHTUTENA, HAPUMeEp MOBBIIEHHYI0 ah(UHHOCTD K

LIeNIeBOMY (-bIM) aHTHTEHY (-am).

[0123] ['yMaHM3aLMIO WM KOHCTPYHPOBAHHUE AHTUTEN HACTOSIILETO U300peTeHNs

MO>KHO BBITIOJIHSITH C IIOMOIIBIO JTFOOOr0 M3BECTHOTO CIIoco0a, TAKOro Kak, 0e3
orpaHuueHui, cnoco0, onucanHeli B: Winter (Jones et al., Nature 321:522 (1986);
Riechmann et al., Nature 332:323 (1988); Verhoeyen et al., Science 239:1534 (1988));
Sims et al., J. Immunol. 151: 2296 (1993); Chothia and Lesk, J. Mol. Biol. 196:901
(1987); Carter et al., Proc. Natl. Acad. Sci. U.S.A. 89:4285 (1992); Prestaet al., J.
Immunol. 151:2623 (1993); u narentax CIITA NoeNo: 5723323; 5976862; 5824514,
5817483, 5814476, 5763192; 5723323; 5766886; 5714352; 6204023; 6180370;
5693762; 5530101; 5585089; 5225539; u 4816567, xaxnas myOJuKaIys OJHOCTHIO

BKJIFOUCHA B HaCTOSIH_[I/II\/'I AOKYMEHT IyTEM CCbIJIKH.

[0124] B npyrom acrnekTe mpeasioskeH crnocod yMEHbILISHUST BOCTIAIEHUS TOJICTON

KHIIKH y CyOBEKTa ¢ BOCMIAIUTENbHBIM 3a001eBaHneM KumedHrnka. Crocol BKIroUaeTr
BBEJICHUE MepBOro konnvectsa nHruouTopa NJI-23, 3¢ (hekTHBHO CHIKAIOIIETO
BOCTIAJICHUE TTPH COBMECTHOM BBEICHUH, H BBEACHHUE BTOPOTO KOJINYECTBA
uaruouropa ®PHO-a, 3¢ pexTnBHO CHMKAOLIETO BOCTIAJICHHE TPU COBMECTHOM
BBeneHUH. Criocod 3¢ (deKkTHBeH JIs1 YMEHbIIECHUST BOCTIAJIEHUS TOJICTON KHUIITKU
CyOBeKTa 10 YPOBHs, COTIOCTABUMOTO C COCTOSIHUEM TOJICTON KHUIIKH 3JOPOBOTO

ManuecHTa.

[0125] IlepBast 1 BTOpast AO3bI PEMAPATOB B KOJIMUYECTBE, 3P PEKTHBHO CHUKAIOIIEM

BOCHAJICHUE IIPU COBMECTHOM BBCACHUN, OAUHAKOBBI WJIN PA3JINYAIOTCH.
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[0126] IIpenoTBpalneHne Wi yMEHBIICHUE BOCAJIIEHNUS] MOKHO U3MEPUTD yTEM
MPOBEECHUS TUCTONATOJIOTMYECKOr0 aHAN3a, a TAK)KE M0 CTENEHU NTOTEPU MACCHI

TCJIa U BOCIIAJICHUS.

[0127] B HEKOTOpBIX BapHaHTaX OCYLIECTBICHUs IPU TUCTONATONIOTNYECKOM
ucciIenoBaHuy 0Opasiia TKaH! TOJICTON KUIIKH CyObeKTa MOCie BBEISHHS
unruduropa MJI-23 u uaruburopa ®HO-0, onieHka, NpUCBOSHHAST BOCTIAJIEHUIO,
SIBJIIETCS] HE3HAUUTEIBbHON UM COOTBETCTBYET TAKOBOM JJIsl 3A0POBOM TKaHU.
He3nauuTenbHast orieHKa BOCMAJIEHHs] MOXKET FOBOPUTH O HAJIUYUH TOJIBKO OJJHOTO
WIM ABYX MaJICHbKHX OYaroB, IPU 3’TOM MOHOHYKJI€apHble BOCTIAIUTENbHbIE KIETKH
(MNIC), BeposiTHO, SABISIOTCS (POHOBBIMU CKOTUIEHUSIMU JTUM(DOUTHON TKAHU

CIIM3UCTON ODOJIOUKHU.

[0128] B HEKOTOpBIX BapHaHTax OCYIUECTBJIEHUs IPU THCTONATONIOMMYECKOM
UCCIIEZIOBAaHUH 00pa3Iia TKaHHU TOJICTON KHIIKH CyOBEKTa M0CiIe BBEIEHUsI HHTHOUTOpa
NJI-23 n uaruburopa @PHO-o olieHKa MOTEPH KHUIIEYHBIX JKENE3 SIBJIAETCS
HE3HAYUTEJIbHOM UITH COOTBETCTBYET TAaKOBOH IS 300pOBOU TkaHU. HesnauurenbHas
TIOTEPs JKEJE3 MOKET BKIIFOUATh TOJIBKO OIUH MIIH ABa (POKAIBHBIX y4aCTKa OTEPH

KEIIC3.

[0129] B HEKOTOPBIX BapHuaHTax OCYIIECTBICHUs] B THCTONATOIOTHYECKOM
UccIenoBaHuU 00pasiia TKAaH! TOJICTOHM KUIIKH CyObeKTa MOCie BBEISHHS
urruouropa MJI-23 u naruouropa ®HO-o oLieHKa SpO31H SBIIAETCS HE3SHAYUTENBHOM
WJTM COOTBETCTBYET TAKOBOM JIJIsl 310POBOM TKaHU. He3HauuTenbHast 3p03usi MOXKET

BKJIFOYATh TOJBKO OJMH WJIH J1Ba (POKAJBHBIX YH4aCTKA SPO3UH CIAUIUCTONU OOOJIOUKH.

[0130] B HEKOTOpBIX BapHaHTax OCYIIECTBJIEHUs B THCTONATOJIOTHIECKOM
UCCIIeIOBAaHUH 00pa3Iia TKaHHU TOJICTON KHIIKH CyOBEKTa MOCie BBEIEHUs HHTHOUTOpa
WNJI-23 n uaru6uropa @PHO-o OLieHKa TOJIIMHBI CITU3UCTON OOOJIOUKH U THITEPIUIa3HU
HE3aBUCUMO SIBJISIETCS HE3HAUUTENIBHON UM COOTBETCTBYET TAKOBOM ISl 3A0POBOM
TKaHU. HesHaunTenpHas TONIHMHA CIU3UCTON 000JIOYKH MOKET MPENIoaraTh
yBEJTMUEHNE TOJIIHUHBI CITU3UCTON 000IOUKH MeHee ueM Ha 25% 10 CPaBHEHUIO C

TOJILIMHON 310POBOU CIU3ZUCTON TKAHH.

[0131] B HeKOTOpBIX BapuaHTaxX OCYIIECTBICHUS MOCie BBeaeHus: nHruouropa M-

23 u uaruduropa PHO-0. pe3ynabpTaThl THCTOMATOJOTHYECKOTO NCCIIEAOBAHIS TKaHEH
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TOJICTOM KHIIKH l'IpI/I6J'II/ISI/ITeJ'II:>HO UACHTHUYHbI (I/I.]'II/I I/II[eHTI/ILIHbI) IIOKa3aTEIsIM

340POBOM TKaHH.

[0132] I'ucronarosnoruueckas OLEeHKa MOKET BKIIFOYATh B Ce0s1 HI3MEPEHHUEe OJJHOTO

win OoJiee MPU3HAKOB, TAKMX KaK OTEK MOACIM3UCTON 000JIOUKH, BOCTIANIEHHE, TOTEPS
KHUIIEYHBIX XKeJle3, SPO3Hsl, TOJNIINHA CIU3UCTOH 000104KH U runepruiasus. JIroooi us
5TUX NAPAMETPOB UJIM BCE NapaMeTPbl MOKHO U3MEPUTh U OLIEHUTH. IIpumep cuctembl

oneHku onucal B [Ipumepe 1.

[0133] B pa3nuuHbIX BapuaHTax ocymecTBieHus naruoutop MJI-23 npencrasiser

coboii antuteno k MJI-23p19 unm ero anTurencssspiBaromuii pparment. Ilpumepsr
anTuTen K MJI-23p19 1 X aHTUT€HCBS3bIBAIOIINUX (PPArMEHTOB OMHCAHBI B TATEHTE
CILOA Ne 7491391 u nyonukauuu 3asBku Ha nateHT CIITA Ne 2018/0094052, oba u3
KOTOPBIX MOJHOCTHIO BKJIIOUEHBI B HACTOSIIIUN JJOKYMEHT MMyTeM cChUIKU. B
pa3NMYHBIX BapHaHTax ocymectsieHus: nuarnonrop ®HO-o npencrasnsier codoit
anTuTeno kK ®HO-o unm ero aHTUTeHCBsI3bIBAOIIUHN (parmeHT. [Ipumepbl aHTUTEN K
@®HO-0 1 uX aHTUTeHCBA3BIBAIOMINX (parMeHToB onucansl B narenre CLIA

Ne 7250165 n nyOnukauun 3asBku Ha mateHT CHIA Ne 2017/0218092, oba u3

KOTOPbBIX MOJIHOCTBIO BKJIFOUCHBI B HaCTOﬂH_[I/Iﬁ AOKYMCHT IIYTEM CCBLIIKH.

[0134] B HekoTOpbIX BapuaHTax ocyluecTBieHus n3ooperenus antureno kK PHO-a u

anruteno k UJI-23 (manpumep, antuteno k MJI-23p19) BBOAAT B COOTHOLIEHNUHU OT
1:2 o 2:1 (macc./macc.). CooTHOLIEHHE MOXKET ObITh PACCYMTAHO HA OCHOBAHHUH JIO3bI
OJHOI'0 aHTUTEIA, BBOI[I/IMOfl ManucHTy, B MF/KF W 03Bl APYroro aHTuTe1a, BBOI[I/IMOﬁ
TOMY JK€ MALUeHTY, B MI/KT. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUs H300peTeHUS
antuteno Kk ®HO—-a u antuteno k MJI-23p19 BBonsr B cooTHOmenuu ot 15 : 1 1o
400 : 1 (macc./macc.). CooTHOIIEHHE MOKET ObITh PACCUUTAHO HA OCHOBAHUU J103bI
OJHOI'O aHTUTECIA, BBOI[PIMOfI ManucHTy, B MF/KF " 03Bl APYroro aHnTUuTeEa, BBOI[I/IMOI\/'I

TOMY JK€ MMALUEHTY, B MI/KT.

[0135] Beenenne cyObekTy (HanmpuMmep, MalueHTy-4enoBeky) anrurena kK PHO-a u

antutena MJI-23 (manpumep, anturena k MJI-23p19) B cootHomenuu ot 1:2 1o
2:1 (macc./macc.) MmokeT odecneunTs JyqInunii pesyaptar jgedenns B3K (Hampumep,
kosmta u 6onesnn KpoHa) y cyObekTa. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHHS
cootHortenue anturena kK ®PHO-o u anturena k MJI-23 cocrasisier ot 1:2 10

1:1,8 (macc./macc.). B HEKOTOPBIX BapHaHTaxX OCYIIECTBIICHHSI COOTHOIICHUE
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anturena Kk ®HO-o u aaturena k MJI-23 cocrasmsier ot 1:1,9 no 1:1,7 (macc./macc.).
B HexoTOpbIX BapuaHTax OCYyILIECTBJICHMs cooTHOIIeHue anturena k ®HO-o u
anrurena k MJI-23 cocrasmuster ot 1:1,8 no 1:1,6 (macc./macc.). B HekoTOpbIX
BapUaHTaxX OCYIIECTBJICHUs COOTHOIIeHHe anTurena kK ®HO-o u anturena x MJI-23
coctasiisieT ot 1:1,7 no 1:1,5 (macc./macc.). B HEKOTOPBIX BapHaHTaX OCYILECTBICHHSI
cootHoieHue anturena kK ®HO-o u anturena k MJI-23 cocrasiser ot 1:1,6 o

1:1,4 (macc./macc.). B HEKOTOPBIX BapUaHTAX OCYIIECTBJICHHSI COOTHOIICHUE
antutena k ®HO-o u anturena k MJI-23 cocrasmsier ot 1:1,5 no 1:1,3 (macc./mace.).
B HexoTopbIX BapuaHTax OcCylecTBIeHHs cooTHomeHue anturena k ®HO-o u
anrurena k MJI-23 cocrasusier ot 1:1,4 o 1:1,2 (macc./macc.). B HekoTopbIx
BapUaHTaX OCYIIECTBJICHHs COOTHOIIeHHE anTutena K ®PHO-o u anturena xk MJI-23
coctasiisieT ot 1:1,3 mo 1:1,1 (mMacc./macc.). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHS
cootHoieHue anturena kK ®HO-o u anturena k MJI-23 cocrasnser ot 1:1,2 o

1:1 (macc./mMacc.). B HEKOTOpBIX BapHaHTaX OCYLIECTBICHUS COOTHOIIEHUE aHTUTEA
k ®HO-a u anturena k MJI-23 cocrasnsier ot 1:1,1 no 1,1:1 (macc./mace.). B
HEKOTOPBIX BApUAHTAX OCYINECTBJIEHUs cooTHOmeHne antuTena kK PHO-o u anTHTENA
k MJI-23 cocraBnsier ot 1:1 no 1,2:1 (macc./macc.). B HekoTopbIx BapuaHTax
ocyuiecTBiaeHus1 cooTHoueHue antutena k ®HO-o u anturena k MJI-23 cocrasmisier
or 1,1:1 no 1,3:1 (macc./macc.). B HeKOTOpBIX BapuaHTax OCYLIECTBIEHUS
cootHomenue anturena kK ®HO-a u anturena k MJI-23 cocrasnser ot 1,2:1 no

1,4:1 (macc./macc.). B HEKOTOpBIX BapuaHTaX OCYIIECTBJIEHHUS] COOTHOLICHHE
antutena k ®HO-o u anturena k MJI-23 cocrasisier ot 1,3:1 mo 1,5:1 (macc./mace.).
B HexkoTOpbIX BapuaHTax OCylecTBIeHUs cooTHOIeHue anturena k ®PHO-o u
anturena k MJI-23 cocrasmsier ot 1,4:1 no 1,6:1 (macc./macc.). B HekoTOpbIX
BapUaHTaX OCYIIECTBJICHHs cooTHOIIeHHe anTutena K ®HO-o u anturena k MJI-23
coctasiisieT ot 1,5:1 no 1,7:1 (macc./macc.). B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHS
cootHoenue anturena kK ®HO-o u antutena k MJI-23 cocrasnser ot 1,6:1 o

1,8:1 (macc./macc.). B HEKOTOPBIX BapUaHTaX OCYIIECTBIICHHSI COOTHOIICHUE
antutena k ®HO-o u aaturena k MJI-23 cocrasisier ot 1,7:1 no 1,9:1 (macc./macc.).
B HexoTopbIX BapuaHTax OCyllecTBIeHMs cooTHOIeHue anturena kK PHO-o u
anrutena k MJI-23 cocrasmsier ot 1,8:1 no 2:1 (macc./macc.). B HeKOTOpBIX BapuaHTax
ocyuiecTBiaeHus1 cooTHoueHue antutena k MJI-23 u anturena k ®HO-o cocrasmsier

okomo 1:2, 1:1,8, 1:1,5, 1:1,2, 1:1, 1,2:1, 1,5:1, 1,8:1 mnm 2:1 (macc./macc.).
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[0136] MuHuUMaIbHO aKTUBHYIO 103y antutena k MJI-23 (Hampumep, aHTUTENA K

NJI-23p19) MOXKHO BBOAUTH CYOBEKTY (HanpuMep, MaLUEHTy-4eJI0BeKY) ¢ OobIneit
no3oi anturena k PHO-o ans mpenoTspaliieHys pa3BUTHsI BOCIAIUTEIbHOTO
3aboneBaHus KUIIeYHUKA (HanpumMep, koauta u donesnu Kpona). OTHOmEHNE
MHHUMAaJIbHO aKTUBHOH 103bI aHTUTENa K MJI-23 k Gonbiueit noze anturena k PHO-a
MOJKET HaXOAUThCs B Auanaszone ot 1:400 no 1:15 (macc./macc.). B HekoTopbIx
BapUaHTaX OCYIIECTBJICHHs COOTHOIIeHne anTurena Kk MJI-23 u anturena k ®PHO-a
coctasisieT oT 1:400 no 1:350 (macc./macc.). B HekoTOpBIX BapuaHTax
ocyuiecTBiaeHus1 cooTHomeHue antutena k MJI-23 u anturena k ®HO-o cocrasmsier
ot 1:370 mo 1:320 (macc./macc.). B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHHS
cootHotrenue anturena k MJI-23 u auturena x PHO-o cocrasiser ot 1:350 mo
1:300 (macc./macc.). B HeKOTOpBIX BapHaHTaX OCYLIECTBICHUS COOTHOIIEHUE
antutena k MJI-23 u aaturena k ®HO-a, cocrasmsier ot 1:300 no 1:250 (macc./macc.).
B HekoTOpBIX BapuaHTax OCYIIECTBJIEHHs COOTHOLEHHe anTutena k MJI-23 u
aarutena kK PHO-a cocrasisier ot 1:280 o 1:230 (macc./macc.). B HekoTopsIx
BapUaHTaxX OCYIIECTBJICHUs CoOTHOIIeHne anturena k MJI-23 u anturtena k ®PHO-a
coctaiisieT oT 1:250 mo 1:200 (macc./macc.). B HekoTOpbIX BapuaHTax
ocyuiecTBiaeHus1 cooTHoueHue antutena k MJI-23 u anturena k ®HO-o cocrasmsier
ot 1:220 go 1:170 (macc./macc.). B HeKOTOpBIX BapHaHTax OCYLIECTBICHUS
cootHowmenue antutena k MJI-23 u anturena xk PHO-a cocrasnser ot 1:170 no
1:120 (macc./macc.). B HeKOTOpBIX BapHaHTaX OCYLIECTBICHHS COOTHOLICHUE
antutena k MJI-23 u anturena k ®HO-a cocrasmsier ot 1:150 no 1:100 (macc./macc.).
B HekoTOpbIX BapuaHTax OCYILECTBJEHUs COOTHOLIEHHe anTuTena k MUJI-23 u
antutena k ®PHO-a cocrasnsier ot 1:120 o 1:80 (macc./mace.). B HekoTopbIx
BapUaHTaX OCYIIECTBJICHHs COOTHOIIeHHe anturena k MJI-23 u anturtena k ®HO-a
coctasiisieT oT 1:100 o 1:60 (Macc./macc.). B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHSI
cootHotrenue anrturena k MJI-23 u auturena k @PHO-a cocrasistier ot 1:80 no

1:40 (macc./macc.). B HeKOTOpBIX BapuaHTaX OCYIIECTBICHUS] COOTHOIICHHE aHTUTENA
k NJI-23 u anturena k ®HO-o cocrasmsier ot 1:60 no 1:30 (macc./macc.). B
HEKOTOPBIX BAPUAHTAX OCYIIECTBIEHUs COOTHOLIEeHUE aHTuTena k MJI-23 u anturena
k @HO-a cocrasmsier ot 1:50 no 1:25 (macc./macc.). B HeKoTOphIX BapuaHTax
ocyuiecTBiaeHus1 cooTHoueHue antutena k MJI-23 u anturena k ®HO-o cocrasmsier
ot 1:40 no 1:20 (macc./macc.). B HeKOTOpBIX BapHaHTaX OCYIIECTBICHUS

coorHomenue agturesna kK UJI-23 u auturena k @PHO-a cocrasiser ot 1:35 mo
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1:15 (macc./macc.). B HEKOTOPBIX BapuaHTaxX OCYIIECTBIICHUS COOTHOLIEHHE AaHTUTENA
k MJI-23 u anturena k ®PHO-a cocrasmsier okomo 1:400, 1:300, 1:200, 1:150, 1:100,
1:75, 1:50, 1:25 umm 1:15 (macc./macc.).

[0137] B HEKOTOpBIX BapHaHTax OCYINECTBICHUs n300perenus antuteno k ®PHO-o u

anrureno k UJI-23 (manpumep, antuteno k MJI-23p19) BBOAAT B COOTHOLIEHNUHU OT
15:1 mo 400:1 (macc./macc.). B HEKOTOPBIX BapuaHTaX OCYIIECTBIIECHHUS a) AaHTUTENO K
NJI-23 wnu ero aHTUreHCBSI3bIBAIOIINIA (hparMeHT u b) antureno k ®HO-ao umm ero
AHTUTCHCBS3BIBAIOIIHN (PPArMEHT BBOISAT OAHOBPEMEHHO. B HEKOTOPBIX BapHaHTax
OCYIIECTBIIEHHS a) aHTUTENO K MJI-23 uin ero aHTUreHCBSI3bIBAIOIIHIA (PParMeHT U b)
arTuTeno kK ®HO-o min ero aHTHreHCBSI3BIBAIOLINH (PParMeHT BBOISAT
NoCJIenoBaTeNbHO. a) AHTHTENO K MJI-23 Mim ero aHTUreHCBS3bIBAOINHN (PparMeHT u
b) anTrTeno k ®PHO-o nnm ero aHTUreHCBSI3bIBAIOIIUI (PparMeHT MOJKHO BBOIUTB C
WHTEPBAJIOM B OfIUH 4Yac, Ba 4aca, TPU 4aca, IeCTb 4acoB, 12 4acoB, ONUH JI€Hb, ABA

AHSA, TPU AHSA WA YETBIPEC AHA.

[0138] B HEKOTOpBIX BapHUaHTaxX OCYIIECTBJICHUS KOMOMHauuMs a) aHTuTena k MJI-23

(manpumep, anturena k MJI-23p19) unm ero antureHcBs3bIBaro1ero gpparmenra u b)
anturena K PHO-o nnm anTHreHCBsi3pIBaroLero ¢pparmenra 3¢ pexTusHa s
JeueHns CyObeKTa, KOTOPBIH paHee MmoyJan JeueHue Tojabko anturesnom k ®HO-a
0e3 CyIIecTBeHHON PEMUCCHH BOCHIAJIMTENILHOTO 3a00JI€BaHIsI KUIIEYHNKA. B
HEKOTOPBIX BapHAHTAX OCYINECTBIECHHUsS KoMOMHauus a) anturtena k MJI-23 unu ero
AHTUTeHCBS3bIBAKOIIETO (pparMenTa u b) anrurena k ®PHO-ao um
AHTUTeHCBS3BIBAIOIIETO (pparMenTa 3¢ hekTuBHA IS JieueHus CyObeKTa, KOTOPbIi
paHee moJtyyas JeueHne ToJbKo antutenoMm Kk MJI-23 6e3 cymecTBeHHON peMHUCCHH

BOCITAJIUTENIBHOTO 3a00JIEBAHUS KUIIIEYHUKA.

[0139] B npyrom acrnekTe mpemiokeH Croco0 JIeueHus: BOCTIAMTENLHOTO 3a00IeBaHuUs

KuIeyHnKa y denoeka. Croco0 Bkimouaer: (a) BBenenue ot 0,0005 Mr/kr 1o

0,002 mr/kr (Ha OCHOBE Macchl Tela CyObekTa-uenoBeka) anrurena k MJI-23
(manpumep, antutena k MJI-23p19) unm ero aHTUreHcBs3pIBaroero pparmenra; u (b)
BBeaeHue ot 0,020 mr/kr 1o 0,125 mr/kr (Ha OCHOBE MacChl TeNa CyObeKTa-ueIOBEKa)
anrutena kK PHO-o wn ero aHTUreHCBsI3pIBatOIIero gpparmenTa. B paznmaabx
BapUAHTAX OCYLIECTBJIEHHS CIIOco0 3(h(HEeKTUBEH IS JIEUSHUST BOCTIAJIUTEBHOTO
3a00J€BaHMsI KUIIEYHNKA. B HEKOTOPBIX BapHAaHTAaX OCYIIECTBIICHUS BOCIIAIUTEILHOE

3a00JeBaHNe KUIIEYHUKA MTPEACTaBIIsAET COOOH KOJIUT. B HEKOTOPBIX BapHaHTax
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OCYILECTBJIEHHs BOCTIANIUTENbHOE 3a00/IeBaHIe KUIIEYHNKA MPEICTABIAET COOO0MH
Oone3np KpoHa. B HEKOTOPBIX BapHaHTaxX OCYIIECTBIEHUs coco0 3¢ eKTHBEH 1is
CHIDKEHUSI TIOTEPU MACChI TeNa (HarnpuMep, MOTePH MacChl TEJA, CBA3aHHOM C
BOCIIUTEIbHBIM 3a00sieBaHNeM KulieyHuka). (a) Anrureno k MJI-23 unum ero
aHTUreHCBs3bIBarOIMii (pparmenT u (b) anTuteno k ®HO-o, nnm ero
AHTUTCHCBSI3BIBAIOLINI (hParMEeHT BBOAT OJHOBPEMEHHO, TIOCIEAOBATEIBLHO WU C

HWHTCPBAJIOM B OJUH OCHD.

[0140] B paznuuHbIX BapuaHTax OCYIIECTBIIEHHS BBENEHHE CYOBEKTy (Harpumep,

nanueHTy-4esoBeky) ot 0,020 mr/kr go 0,125 mr/kr anturena k @HO-a, u ot 0,020 mr/kr
10 0,125 mr/kr anturena k MJI-23 (Hanpumep, anturtena k MJI-23p19) moxer
obecrieunTsh Ooee sddexTrpHoe nevenre B3K (Hanpumep, kosmra 1 6onesnun Kpona) y
cyObekTa. HayanmpHble pe3ynbTaThl oleHkH koMOuHamu antutenia ®HO-o u anTHTeNna K
WNJI-23 B no3e no 50 MKr kaxoe y MblIlIeH CBUAETEIbCTBYIOT O TOM, UTO TaKasi
KOMOMHAIHS 00ECTIeYNBAET MOBBILICHHYIO 3AIIUTY OT KOJIUTA 10 CPABHEHHIO C
BapUAHTAMHU JICUEHHS KOKABIM U3 YKA3aHHBIX aHTUTEN B OTAEIBHOCTHU B TOM ke 103€. CM.
ITpumep 1. B HEKOTOPBIX BapHaHTaX OCYIIECTBIEHHS UesioBeKy BBOAAT OT 0,020 mr/kr o
0,040 mr/kr anturena k ®PHO-o u ot 0,020 mr/kr no 0,040 mr/kr anturena k MJI-23. B
HEKOTOPBIX BapUAHTAX OCYIIeCTBIIeHHs uenoBeky BBOAAT oT 0,030 mr/kr go 0,050 mr/kr
arrutena kK ®HO-o u ot 0,030 mr/kr 1o 0,050 mr/kr anturena k MJI-23. B HekoTOphIX
BapHaHTaX OCYIIECTBIIEHHs uesioBeKy BBOAAT oT 0,040 mr/kr mo 0,060 mr/kr aHTHTENA K
®HO-0. u ot 0,040 mr/kr 1o 0,060 mr/kr anturena k MJI-23. B HeKOTOpBIX BapuaHTax
ocyuiecTieHust 4ejoBeky BBOAsT oT 0,050 mr/kr no 0,070 mr/kr antutena k ®PHO-o u ot
0,050 mr/kr no 0,070 mr/kr antutena k MJI-23. B HEKOTOPBIX BapUaHTaX OCYIIECTBIICHHSI
yenoBeky BBOIAT OT 0,060 mr/kr o 0,080 mr/kr antutena k ®HO-a u ot 0,060 Mr/kr 10
0,080 mr/kr anTrTena k MJI-23. B HEKOTOPBIX BapHaHTAaX OCYLIECTBICHUS YEJIOBEKY
BBOAT OT 0,070 mr/kr 10 0,090 mr/kr anturesnaa kK ®HO-o, 1 ot 0,070 Mr/kr 1o

0,090 mr/kr anTrTena k MJI-23. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHUS YEJIOBEKY
BBOAT OT 0,080 mr/kr 10 0,100 mr/kr anturesna kK PHO-o, 1 ot 0,080 Mr/kr 10

0,100 mr/kr anTrTena k MJI-23. B HEKOTOPBIX BapHaHTaX OCYIIECTBIICHHUS YEJIOBEKY
BBOAT OT 0,090 mr/kr 10 0,110 mr/kr anturenaa k @HO-o, 1 ot 0,090 Mr/kr 10

0,110 mr/kr anTrTena k MJI-23. B HEKOTOPBIX BapHaHTaX OCYIIECTBICHHUS YEJIOBEKY
BBOAT OT 0,100 mr/kr 10 0,125 mr/kr anturena k @HO-o 1 ot 0,100 Mr/kr 1o

0,125 mr/kr antutena k MJI-23.
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[0141] B paznuuHbIX BapuaHTax oCymecTBiIeHus anTuTesno k MJI-23 (manpumep,

antureno k UJI-23p19) BBogsaT cyObekTy (HarmpuMep, YeJIOBEKY) €KETHEBHO, KaXKIbIe
ABa JTHs, KX/bIE TPU AHS, KQXK/Ible UETBIPE THs, KaKAble MATh IHEH, KaK/ble [1eCTh
IHEH WM OJMH Pa3 B HEAEI0. B pa3nuyHbIX BapUaHTax OCYLIECTBICHUS aHTUTENO K
@®HO-0, BBOAST CyOBEKTY (HampuMep, 4eIOBEKY) €XKEeAHEBHO, KaXK/Ible 1Ba JIHS,
KaX/ble TP JHS, KQXKIble YeTbIPE AHs, KaXK/ble MATh JHEeH, KaK/bple IeCTb JHeH nin
OJIMH pa3 B HeAeN0. B HEKOTOPBIX BapraHTaxX OCYLIECTBIICHUS Kak aHTuTeno k MJI-23,
Tak ¥ antuteno K @HO-o, BBOAST €:KeTHEBHO, KaXKbIe BA JHSI, KAXK/IbIe TPH JIHS,
KaXXIbIe YETBIPE JTHs, KAKABIE MATh THEH, KaX/Ible IeCTh THEH WU OIMH pas3 B

HEOCIIIO.

[0142] Antureno x MJI-23 (manpumep, antureno k MJI-23p19) u anrureno k PHO-o

MOJKHO BBOJIUTB CYOBEKTY (HampuMep, 4YeJIOBEKY ) COBMECTHO. B anbTepHaTHBHOM
BapuaHTe ocyuiectBiaeHus: antutesno k MJI-23 u antureno k ®HO-o MOKHO BBOAUTH
cyOBekTy pasaenbHo. [Ipu pasnepHOM BBEICHUN aHTUTEIA MOKHO BBOIHTD C
WHTEPBAJIOM TPH 4aca, IeCTh YacOB, ABEHAILATh YaCOB, OJUH JI€Hb, 1BA AHS, TP JIHS

WJIN Y€TBIPE OHA.

[0143] B HeKOTOpBIX BapUaHTax OCYIIECTBJICHUs KOMOMHaNMA a) aHTuTena k MJI-23

(marmpumep, anturena k MJI-23p19) unu ero antureHcssbiBaro1nero gpparmenra u b)
anturena kK PHO-o nnm anTUreHeBs3pIBaroiero ¢pparmenra 3¢ pexruBHa 1
JedeHus CyObekTa, KOTOPBIN paHee IMoydal JieueHne TobKo anTutesioM kK ®HO-a
0e3 CyIIecTBeHHON PeMUCCHH BOCHIAIMTENLHOTO 3a00JI€BaHIsI KUIIEYHNKA. B
HEKOTOPBIX BApUAHTAX OCYINECTBJICHUS KOMOMHaLus a) antutena Kk MJI-23 unm ero
AHTUTeHCBS3BIBAKOIIETO (pparMenTa u b) anrurena Kk ®PHO-o nmm
AHTUTeHCBS3BIBAIOIIETO (pparMenTa 3¢ PekTUBHA Is JIeueHus1 CyOBeKTa, KOTOPbI
paHee moJTyyas JeueHne ToJabKo anTuTenoM Kk MJI-23 6e3 cymecTBeHHON peMUCCHH

BOCIAJIUTENIBHOTO 3a00JIEBAHNUS KUIIIEUHUKA.

[0144] B npyrom acnekre MUHUMAJIBHO aKTUBHYIO 103y aHTHTeNa k MJI-23 (Hampumep,

anturena k MJI-23p19) mokHO BBOOUTSH ¢ OoJbLieit 10301 antuTena kK @PHO-o s
MPENOTBPALICHHUS PEIHNBA BOCIAIMTEIBHOTO 3a00IeBaHIs KHIIIEYHUKA (HATIPUMED,
SI3BEHHOT'O KOJIUTA, KOJIUTA HEYCTAHOBJICHHOM »THONOrHH W/nin Oone3nn KpoHa), koraa
y CyOBeKTa OTMEYaeTCsI PEMICCHS BOCTIAJUTENILHOTO 3200 I€BAHIS KUIIIEYHUKA.
OtHOLEeHNe MUHUMAJIBHO aKTUBHOM 103bI aHTUTeNA K MJI-23 K Oomnbiueit nose anTurena

k ®HO-0 moxer HaxonuThes B Auanasone ot 1:400 go 1:15 (macc./macc.). B HekoTophIx
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BapUaHTax OCYLIECTBIIEHUs cooTHoLIeHne antutena k MJI-23 u anturena k ®HO-a
cocrasisieT ot 1:400 no 1:350 (macc./macc.). B HeKOTOpBIX BapHaHTaxX OCYINECTBIICHHS
cootHoieHue anturena k MJI-23 u anturena k ®HO-a cocrasnser ot 1:370 no

1:320 (macc./macc.). B HeKOTOpbIX BapHaHTaX OCYIIECTBIIEHHs COOTHOLICHHE aHTHTENA K
NJI-23 u anturena k PHO-a, cocrasier ot 1:350 o 1:300 (macc./macc.). B HeKoTOpbIX
BapUaHTaX OCYIIECTBIIEHHs COOTHOLIeHne aHTuTena k MJI-23 u anturena k ®HO-a
cocrasjsier ot 1:300 mo 1:250 (Macc./macc.). B HEKOTOPBIX BapraHTax OCYIIECTBICHHUS
coorHomenue anrurena k MJI-23 u anturena xk PHO-o cocrasisier ot 1:280 no

1:230 (macc./macc.). B HeKoTOphIX BapUaHTaxX OCYIIECTBIICHHS COOTHOIIEHUE aHTUTENIA K
WNJI-23 n aaturena k PHO-a, cocraiser ot 1:250 mo 1:200 (macc./macc.). B HeKOTOpBIX
BapHUaHTax OCYLIECTBIIEHHs cooTHOoIeHne antutena k UJI-23 u anturena k ®HO-a
cocrasisier ot 1:220 1o 1:170 (macc./macc.). B HeKOTOpBIX BapHaHTaxX OCYINECTBICHHS
coortHomenue anruresa k MJI-23 u anturena k PHO-o cocrasisier ot 1:170 no

1:120 (macc./macc.). B HeKoTOpBIX BapHaHTaxX OCYIIECTBIICHHS COOTHOIICHUE aHTUTENA K
WNJI-23 n aaturena k PHO-a cocrasiser ot 1:150 o 1:100 (macc./macc.). B HeKoTOpbIX
BapUaHTax OCYyLIECTBIIEHHs cooTHoLeHnue antutena k MJI-23 u anturena k ®HO-a
cocrasisieT ot 1:120 no 1:80 (mMacc./macc.). B HEKOTOPBIX BapuaHTax OCYIECTBICHUS
cootHoiieHue antutena k MJI-23 u anturena k ®HO-a cocrasnser ot 1:100 no

1:60 (macc./macc.). B HEKOTOpBIX BapHaHTaX OCYIIECTBJICHUS] COOTHOIIEHHE aHTUTENA K
NJI-23 u anturena k ®HO-o, cocrasser ot 1:80 no 1:40 (Macc./macc.). B HekoTopbIx
BapUAHTaX OCYIIECTBIIEHHs COOTHOLIeHHe aHTuTena k MJI-23 u anturena k ®HO-a
cocrasysier ot 1:60 o 1:30 (Macc./macc.). B HEKOTOPBIX BapHaHTAaX OCYIIECTBICHHS
coorHomenue anrurena k MJI-23 u anturena k PHO-o cocrasisier ot 1:50 no

1:25 (macc./macc.). B HEKOTOPBIX BapHAHTAX OCYINECTBIICHUS] COOTHOIIEHHE aHTUTENA K
WNJI-23 n aaturena k PHO-a, cocraiser ot 1:40 no 1:20 (Macc./macc.). B HekoTOpbIX
BapUaHTax OCYyLIECTBIIEHHs cooTHOoIeHne antutena k UJI-23 u anturena k ®HO-a
cocrasisier ot 1:35 o 1:15 (macc./macc.). B HEKOTOPBIX BapHaHTaX OCYLIECTBIICHUSI
cootHomenue antutena k MJI-23 u anturena k ®HO-o cocramsier okono 1:400, 1:300,

1:200, 1:150, 1:100, 1:75, 1:50, 1:25 wmm 1:15 (macc./macc.).

[0145] B pa3nuuHbIX BapuaHTax oCymecTBiIeHns antuteno k MJI-23 (manpumep,

antuteno k MJI-23p19) BBOAST exKeTHEBHO, KaXKIble 1BA JHSI, KAJKIbIC TPU JTHSI,
KQ)XZIbIE€ YETBIPE IHsI, KAKIbIE MATh JHEH, Ka)Kble IECTh JHEHW WK OJIUH pa3 B

Henemo. B pasnuunbix BapuaHTax ocyuiecTBiaeHus antureno k ®HO-a BBoasT
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€XEIHEBHO, KaXKIbl€ 1BA JHs, KQXIbIC TPU JHs, KayKIble YETbIPE AHS, KaXKAbIE MATh
JHEHU, KaXKAble IEeCTb AHEW WK OAMH pa3 B Hele0. B HEKOTOPBIX BapuaHTax
ocyuiecTBiaeHus kak antureno k MJI-23, tak u antureno k ®HO-a BBOAST
€XEIHEBHO, KaXKIIbl€ 1BA IHsl, KAXIbIE TPU JHs, KayKIbI€ YEThIPE AHS, KaXKbIC [IATh

JHEH, KayKAble [EeCTb AHEH WK OANH pa3 B HENEJIIO.

[0146] Awntureno k MJI-23 (manpumep, antureno k MJI-23p19) u antureno k ®PHO-o

MO>KHO BBOIHUTDH CY6’beKTy COBMeCTHO. B AJNBTCPHATUBHOM BapUaHTE OCYLICCTBIICHUA

antuteno k MJI-23 u antureno k ®HO-o MOKHO BBOAUTH pa3aeNbHO.

[0147] Jleuenne xomOuHauuel antutena kK @PHO-o (500 MKI/MbIIIb) 1 MUHUMAJIBHO

aKTHUBHOH 1036l aHTHTENA K MJI-23 (Hanpumep, antutena k UJI-23p19) moxer
o0ecneYnTh MPEBOCXOMHYIO 3(PPEKTUBHOCTD B OTHOIIEHUH MTPEIOTBPAILCHHS
Pa3BUTHS KOJIUTA 10 CPABHEHHUIO C BBEICHHEM JIFOOOTO U3 AHTUTEI OTACNBHO B TEX JKE
nozax. Cm., Hanpumep, IIPUMEP 5. Ananus curHatyp reHoB TOJICTOM KHUIIKH NPU
TaHHOW KOMOMHUPOBAHHOH TEpaIruy B CPABHEHUHU C MOHOTEPAIUEH aHTUTENIOM K
®HO-o numm anTutenom k MJI-23 mo3Bosmu BbIABUTh YHUKAIBbHBIH HAOOp T€HOB,
MOJYJHMPOBAHHBIX B Pe3yJIbTaTe KOMOMHHUPOBAHHON TEpAnuy, 00OTaIeHHbII
¢ubpobractamu, a TakKe OPraHU3aLNI0 BHEKJIETOYHOTO MATPHUKCA, THUITHI KJIIETOK U
MYTH, BIUAIOIINE HA 32KUBJIEHUE. DTOT HOBBIN BBIBOJ YKa3bIBAET HA TO, YTO
KOMOWHHPOBAHHOE JieueHue ¢ BBeneHreM anturena kK ®HO-o u anturena k MJI-23
MOXKeT 00€CIeYUTh NMPEBOCXOAHYIO 3P (PEKTUBHOCTD MPHU JICUEHHH KOJIUTA U CHHAPOMA
pasapakeHHOro kuiedHrnka. Kpome Toro, KoOMOMHUPOBAHHOE JIEYEHUE C BBEIEHHEM
antutena k ®HO-o u anturena k MJI-23 MokeT uMeTh cuHepreTudeckue 3G GeKTsl 3a
CUeT MOJYJISILIMY KOHKPETHBIX M€HHBIX CeTeH, Y4aCTBYIOLIUX B 3a)KUBJIEHUN

CIIM3UCTON O0O0JIOUKHU.

[0148] Jannbie B [Ipumepe 5 1eMOHCTPHUPYIOT, YTO KOMOMHUPOBAHHAS TEPATTHSI

aatutenamu K ®PHO-o u anturenamu k UJI-23 (Hanpumep, cyobeaunune pl9 NJI-23)
MOJKeT 00eCTIeYrBaTh MPEBOCXOIHYIO 3aLTUTY OT KOJUTA MO CPABHEHHIO C JICUCHUEM
M00bIM U3 aHTHUTEN B hopMe MOHOTepanuu. Komut MokeT npencraBisaTe coOoit
OCTpPBIN KONHT. be3 orpaHndeHnl, HaAKIaJbIBAEMbIX KAKOU—JTNOO TEOpHE, aHAIU3bI
TPAHCKPUNTOMHUKH U T€HHON CETH BBIABHJIM KaK CXOZCTBA, TAK U PA3JINYIUS B

3¢ ($eKTUBHOCTH Ha MOJIEKYJSIPHOM YPOBHE JIsl KAKJOTO BUAa MOHOTEPAIINH, a TAKXKE
BBIIBIJIM YHUKAJIBbHBIH HAOOP I€HOB, KOTOPBIE YYACTBYIOT B IPOLIECCE 3XKHBIICHHS

PaH U Ha KOTOPBIC BIIUACT KOM6I/IHI/IpOBaHHa$I TCparus. B COBOKYIMHOCTH 5TU JAHHBIC
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CBHUJIETENILCTBYIOT O TOM, YTO KOMOMHHpOBaHHas Tepanus anturenamu k ®PHO-o u
antutenamu k MJI-23 MoxxeT Oka3pIBaTh CHHEPreTUYECKOE BO3AEHCTBHUE HA
ocnabieHye BoCNaneHus KuiedyHuka. CHHepreTHueckoe BO3AEHCTBUE MOXKET
BO3HHKATb [TPU HATPABJIEHHOM BO3/I€HCTBUH HA OOBIYHBIE BOCTIAIUTENbHbIE TYTH.
Cuneprerudeckoe BO3efiCTBUE MOXKET BO3HUKATD MPU JICUEHUN PA3JIMUHBIX TUIIOB
KJIETOK, y4acTByIOLIUX B naroreHese B3K, npu sTom oTrMedaeTcs BIusiHUE Ha TeHBbI,

Y4aCTBYIOLINE B BOCCTAHOBJIEHUH TKAHEH.

[0149] B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUST KOMOWHALUs a) aHTHTeNa K MJI-23
(manpumep, antutena k MJI-23) unm ero aHTUreHCBsi3pIBaroLero pparMeHTa u b)
aatutena Kk ®PHO-o nnm anTHreHCBsi3pIBatoLIero ¢pparmenta 3¢ exruBna s
JeueHHst CyObeKTa, KOTOPBIA paHee MoTydal JeUeHne ToJIbko anTutenoM Kk ®HO-o
0e3 CyIecTBeHHO! PEMUCCHH BOCHIAIMTENILHOTO 3a00JI€BaHIsI KUIIEYHNKA. B
HEKOTOPBIX BApHAHTAX OCYINECTBIEHHUs] KOMOMHALus a) antutena k MJI-23 nnm ero
aHTUTeHCBs3bIBAKOIIErO (pparmenTa u b) anrurena k PHO-o nmm
AHTUTeHCBS3BIBAIOIIETO (pparMenTa 3¢ ekTuBHA IS IeueHus: CyOBeKTa, KOTOPBI
paHee mosryya JeueHne Toiabko anTurenoMm k MJI-23 6e3 cymecTBeHHON peMuccuu

BOCTIAJIUTEJILHOTO 3a00JIeBaHUS KUIIIEUHUKA.
[0150] CocraBbl:

[0151] B cTaOmiibHBIX COCTaBaX MOXKET MPUCYTCTBOBATh Kak aHTuTeNo kK ®HO—0, Tak u
antuteno k MJI-23 (manpumep, antureno k MJI-23p19). CrabuipHble COCTaBBI COREpIKAT
dbochathblii Oydep ¢ PU3HOTOrHIECKUM PACTBOPOM MU BHIOPAHHOW COJIBIO, a TAKIKE
KOHCEPBHPOBAHHBIE PACTBOPBI U COCTABBI, COAEPIKAIIE KOHCEPBAHT, & TAKXKe
KOHCEPBHUPOBAHHBIE COCTaBbI JIs1 MHOTOKPATHOTO MPUMEHEHUs], TPUTOHbIE AJIs
(bapMareBTHUECKOTO WJIH BETEPUHAPHOTO MPUMEHEHUS, CoAepskarine antureno k MJI-23
(manpumep, artureno k MJI-23p19) antureno k PHO-a B papmanesTiyeckn

MPpUEMIIEMOM COCTaBE.

[0152] KoncepBrpoBaHHbIE COCTaBbI MOTYT COAEPKATh IO MEHBLIEH Mepe OANH
W3BECTHBII KOHCEPBAHT WJIM HEOOS3aTEIbHO BHIOPAHHBINA U3 TPYIIIBI, COCTOSINEH 13
10 MEHbIIEH Mepe OJHOTO PeHOa, M-KPe30J1a, M-KPe30Jia, 0-KPe30Jia, XJIOPKPe30Ja,
O€H3UI0BOTO criupTa, GEHUIPTYTH HUTPUTA, (PEHOKCHITAHONA, (popMasbaeruaa,
xJ0pOyTaHoa, XJIOpUAa MarHus (Harpumep, rekcaruapara), ajkuianapadbena (MeTui-,

STWII—, IPOMIJI—, OYyTHJI— U T. I1.), XJIOpuaa OCH3aJIKOHUS, XJI0puaa OSH33TOHUS,
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Aeruapoanerata HaTpyus U TUMepocaia, MOJIMMEpPOB MM UX CMECel B BOTHOM
pazbaBuTene. MOKHO UCTIONB30BATH JIIOOYIO MOAXOAALIYI KOHIIEHTPALIUIO UITH
cmech, Harpumep, npumMepHo 0,0015%, unn 000l quamna3oH, 3HAYSHHE WITH
¢dpakuuro B 3TUX npenenax. He nMeromiye orpaHH4UTENBHOTO XapakTepa NpruMephl
BKJIFOYAIOT OTCYTCTBHE KOHCEPBAHTOB, npuMepHo 0,1-2% M-kpe3ona (Hanpumep, 0,2,
0,3,0,4,0,5, 0,9, 1,0%), npumepno 0,1-3% OGensunosoro cnupta (Hanpumep, 0,5, 0,9,
1,1, 1,5, 1,9, 2,0, 2,5%), npumepno 0,001-0,5% Tumepocana (Hanpumep, 0,005,
0,01%), mpumepno 0,001-2,0% denona (nanpumep, 0,05, 0,25, 0,28, 0,5, 0,9, 1,0%),
0,0005-1,0% anxunnapadena (-oB) (Hampumep, 0,00075, 0,0009, 0,001, 0,002, 0,005,
0,0075, 0,009, 0,01, 0,02, 0,05, 0,075, 0,09, 0,1, 0,2, 0,3, 0,5, 0,75, 0,9, 1,0%) u t. .

[0153] JIOTIONTHUTETPHO BOAHBIN pa30aBUTEIh MOKET COEPKaTh (papMaleBTUIeCKu

pHeMIIEMbIil KOHCEepBaHT. [IpeAnoyTuTeIbHbIE KOHCEPBAHTBI BKIIOYAIOT T€, YTO
BBIOpaHBI U3 TPYIIIBL, COCTOSAIIEH U3 (peHOa, M-KPe30J1a, T-KPe30ia, 0-Kpe3oJa,
XJIOpKpe30Jia, OSH3MIOBOTO CIIUPTA, alIKWInapadeHa (MeTHI-, 3THJI-, PO, Oy THII-
U T. 1), XJIOpuaa OCH3aIKOHUS, XJI0pHaa OSH33TOHMSI, AeTHIpoaleTaTa HaTpUs 1
THMepOcana, Wik ux cMecer. KoHnenTpauum KOHCepBaHTa, IPUMEHSIEMON B COCTABE,
TOJDKHO OBITH OCTATOYHO IS 0OecreueHns: MPOTUBOMHUKPOOHOTO nevicTust. Takue
KOHILICHTPALIUK 3aBHUCAT OT BHIOPAHHOIO KOHCEPBAHTA, M KBATU(ULIPOBAHHBII

CHEeLMAINCT B JAaHHOH obsactu 6e3 TpyAa onpenesser ee.

[0154] B pazbaButenb MOXKHO TOOABISITH APyTrUe SKCLUUITHEHTDI, HATIPUMEP

M30TOHUYECKHE areHThl, Oy(depsl, aHTHOKCUAAHTBI U CPENICTBA, YCHIINBAIOLIHE
KOHCepBaLnio. M30TOHNYECKHEe areHThl, TaK1e KaK MIMLEPHH, IIHPOKO HCIIONb3YIOT B
M3BECTHBIX KOHIeHTpauusx. [y ynyuiienust KoHTpoist pH npennouturensHo
n00aBISIOT (PU3HOJIOTHUECKH NpreMiieMblil Oy ep. CocTaBbl MOTYT OXBaThIBATh
IMpPOKU nuanas3oH pH, Takon kak ot okono pH 4 no oxono pH 10, ¢
NPEANOYTUTENbHBIM HHTEPBAJIOM OT Okoio pH 5 1o okono pH 9 u Hanbonee
npennoyTuTensHo oT okoso pH 6,0 no oxono pH 8,0. CocTtaBbl HacTOsIILETO
N300peTeHus! MPEeaNOYTUTENBHO UMetoT pH oT okono 6,8 no okono 7,8.
[IpennouturenpHbie Oy eps! BKIOUYaOT Gocharabie Oydepsl, Hanbomee

npeanouTuTeNbHO pocdar Hatpusi, B yacTHOCTU ocharHO-coneroit Oydep (PBS).

[0155] JIis yMEHBIIEHUS arperaliy B COCTaBbl HJTH KOMITO3HIIMA MOXKHO TOOaBJISITh

apyrue 100aBKH, TakKHe Kak (papMareBTUIECKH PHEeMIIEMbIE COFOOMIII3aTOPbI,

Harpumep TBUH-20 (monrokcustuiieH (20) copburaHnMoHonaypar), TBUH-40
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(monmmokcuaTieH (20) copburanMoHONanbMuUTAT), TBHH-80 (TonuokcuaTiieH (20)
copburaamonoouiear), Pluronic F68 (010k-conommmepsl MOJTUOKCUITHIICHA U
nonuokcumnponuieHa) u [131 (monus THIEHTUKOIB), WITH HEMOHHbIE TIOBEPXHOCTHO-
aKTHBHbIE BELIECTBA, Takue kKak nonucopdar 20 mim 80, mbo nosnokcamep 184 umm
188, mosrosnbl Pluronic®, npyrue G10K-COMOIMMEpPBI, U XeNaTUPYIOIINE BEIIECTBa,
takue kak DJITA u OI' TA. Otu 106aBKH MOKHO HUCIIOJIb30BaTh, €CJIH JIJIsl BBEICHHUSI
COCTaBa MPUMEHSIIOT HACOC WJIH IJIACTHKOBBIN KOHTelHep. Hannune papmaneBTruiecku
MPUEMJIEMOTO TIOBEPXHOCTHO-aKTHBHOTO BEILIECTBA MOJKET CHU3HUTh CKJIIOHHOCTH OeJIKa

K arperaruu.

[0156] CocTaBbl HACTOSIIIETO H300PETEHH MOKHO MOJy4aTh CIIOCOOOM, KOTOPBIH

BKJIFOYAET CMELINBAaHKE M0 MEHbIIEH Mepe onHoro anturena k MJI-23 unu anturena
k @HO—-a u BeiOpanHoro Oydepa. bydep moxer npencrasnsats codoit pochaTHeii
Oydep, conepskamuii GU3NOIOrHYECKUN PACTBOP WU BHIOPAHHYIO COJIb.
CwmemuBaHue 1o MeHbInel Mepe onHoro anTurena k MJI-23 u Oydepa B BonHOM
pazbaBuTENE OCYLIECTBISIOT C TOMOIIBIO CTAHAAPTHBIX MPOLEAYP PACTBOPEHUS
cmemnBanus. Harpumep, 4To0BI MONYyYUTh IPUEMIIEMBIH COCTaB, OTMEPEHHOE
KOJINYECTBO 0 MEHbINEI Mepe OHOrO aHTUTENA B BOJE UK Oydepe COeTUHSIOT ¢
TpeOyeMbIM Oy(epHBIM areHTOM B BOJIE B KOJMUYECTBAX, JOCTATOYHBIX JJIS TOJTyYEHHS
TpeOyeMbIX KOHLIEHTpauuii Oenka u Oydepa. BapuaHTsl 3TOro npouecca mOHATHBI
CIELUAIIICTY B JAaHHOM obsactu. Hanpumep, At ONTUMH3ALUH C YI€TOM
KOHLIEHTPALMH U IPUMEHSIEMOT0 Crioco0a BBEEHUS MOJKHO U3MEHSTh TaKue
(akTOpsI, KaK MOPSIIOK TOOABIEHUS] KOMIIOHEHTOB, BHECEHHE TOTIOTHUTENIbHBIX

n00aBoK, Temreparypa u pH, mpu KOTOPBIX MOJYHYAIOT COCTAB.

[0157] CrabuibHble WK KOHCEPBUPOBAHHBIE COCTABBI, COJIEPIKAIIIE OHO U3

antutena k MJI-23 (manpumep, anturena k MJI-23p19) wnu anturena k ®HO-o, mubdo
o0a aHTUTENIa MOJKHO MPEAOCTABIIATD MALIUEHTAM B BHJIE IIPO3PAYHBIX PACTBOPOB HIIH
IByX (DpJIAKOHOB, B TOM YHCIIE (pJIAKOHA C MO MEHbINEH Mepe ONHUM
JTHOPUIN3UPOBAHHBIM aHTUTENIOM, KOTOPOE Pa3BOIAT CONEPKAIIUMUCS BO BTOPOM
(baKoHe KOHCEPBAHTOM MU Oy(hepoM U SKCIUTTUEHTAMH B BOTHOM pa3OaBUTEIE.
JIubo oguH yiakoH ¢ pacTBOPOM, JTHOO TBOHHOU (DJIAKOH C COCTABOM,
NPEANONAraoIuM CMEIINBAHNE, MOJKHO HCTIIOJIB30BAaTh MHOTOKPATHO, ¥ UX

AO0CTATOYHO AJIA OAHOTI'O MJIM MHOKECTBA LTMKJIOB JICUHCHUA IMMAITUCHTA, YTO MOXKET OBITh
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Oonee ynOOHBIM MO CPABHEHUIO C CYIIECTBYIOIIUM B HACTOSIIEE BPEMsl PEKIMOM

JICUCHUA.

[0158] Jlns mapenTepanbHoro BeeneHus anturena k MJI-23 (manpumep, anturena k MJI-

23p19) unu antutena k ®PHO-a nekapcTBeHHast (JOpMa MOKET MPEACTABIISTH COOOH
PacTBOp, CYCNEH3HUIO, SMYJIBCHIO, YACTHLY, TIOPOLIOK MM JIHO(UITH3UPOBAHHBI
TIOPOLIOK BMeCTE ¢ (papMarieBTHYECKH MPUEMIIEMbIM HOCHTENIEM /ISl TTAPEHTEPATbHOTO
BBEJICHUS WJIM OTAEJIbHO OT HocHTeNs. [IprMepamMu Takux HOCUTENEH SIBISTFOTCS BOJIA,
(bU3HOJIOrUYeCKuil pacTBOP, pacTBOp PuUHrepa, pacTBOpP MIFOKO3bI M YEJIOBEUECK U
CBIBOPOTOYHBIN ab0ymuH npumepHo 1-10%. Kpome Toro, MOXKHO MPUMEHSITh
JIMTIOCOMBI 1 O€3BOZIHBIE CPeribl, HAapuMep Heneryuue Macna. Hocurens mim

MO UITN3UPOBAHHBIIN MOPOIIOK MOXKET COAEPKATh NOOABKH, CIIOCOOCTBYIOIINE
W30TOHUYHOCTH (HAMPUMEp, XJIOPH HATPHsI, MAHHUT) U XMMHYECKOH CTaOMIIBHOCTH
(manpumep, Oydepst 1 kKoHCepBaHTHI). COCTAaB CTEPUIM3YIOT U3BECTHBIMU HITH

MNPpUEMIICMbIMU MECTOUKAMMU.

[0159] [Tpuemembie hapMaleBTUIECKHUE HOCUTEITH OITUCAHBI B TIOCISTHEM U3IaHUH

Remington's Pharmaceutical Sciences, A. Osol, koTopoe siBisieTcs: CTaHAAPTHBIM

HCTOYHHKOM CCBLIIOK B HaHHOﬁ obmacTy.

[0160] B cooTBeTcTBHUM C HACTOSIINM M300pETEHUEM JJISl BBEACHHS

dapmanesTryecku 3¢dpexTuBHBIX KoaudyecTB anTuTena k MJI-23 (nanpumep,
anturena k MJI-23p19) unu anturena k ®PHO-0. MOXKHO NPUMEHSATh MHOKECTBO
U3BECTHBIX U pa3paboTaHHBIX crOcOO0B BeaeHMs. Jlagee onucaHo BBEICHUE Yepes
JIETKUE, OTHAKO B COOTBETCTBUU C HACTOSIIIUM H300PETEHHEM MOKHO TAKKE
NPUMEHSITh APYTHE COCOObI BBEEHHS, NAIOLINE TPUEMJIEMbIEC Pe3YJIbTaThl. AHTUTENA
k NJI-23 u antutena k ®HO-o o HacTosIeMy U300PETEHUI0 MOKHO JTOCTABJISITh B
HOCHUTEJIE B BUJIE PACTBOPA, SMYJIbCUH, KOJJIOUIA WIIA CYCIIEH3HUH, JIUOO B BHJIE CYXOT'0
MOPOLIKA ¢ MPUMEHEHHEM JIF0OO0T0 U3 MHOKECTBA YCTPOHCTB U CIIOCOOOB,
NPUEMIIEMBIX IS BBEACHHS MTyTEM UHT ALK WIA APYTHMH CIIOCO0aMH,
OMMCAHHBIMH B HACTOSIILEM AOKYMEHTE U U3BECTHBIMU CIELIUAINCTaM B ITAHHOM

obJacTu.

[0161] CocTaBbl 1151 MTAPEHTEPATBHOTO BBEAEHHUS] MOTYT COZIEPKATh OOBIUHBII

OKCIUITHMECHT. CTaHI[apTHbIe OOBIUHbBIE OKIUITUCHTbI BKIIIOYAaKOT, oe3 orpaHquHm‘/i,

CTCPUJIbHYIO BOAY UJIU (1)I/I3I/IOJ'IOFI/I"IGCKI/II\/’I PacTBOP, NOJHUAJIKUIICHIJIMKOJIHN, TAKUEC KaK
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O3 TUJIEHIIINKOIIb, MAC/IA PACTUTEIBHOTO MPOUCXOXKIEHHS, THPOT€HU3UPOBAHHbIE
Ha(l)TaJ'II/IHbI U T. II BOI[HbIe WK MaCJIIHBIC CyCTICH3UN IJIA I/IH’beKI_II/II\/'I MOXKHO NOJIy4aTb
C UCIOJIb30BAHUEM MOAXOALIETO 3MYJIblaToOpa WIN YBIAKHUTENS U
CYCIIEHIUPYIOIEro areHTa U3BECTHBIMU crioco0amu. [y nHbeKIMi MOXKHO
UCMONb30BAaTh HETOKCUYHBIMN, IPUTOHBIN AJIs1 HEIEPOPAIbHOIO BBEICHHS,
paz0aBISIOIINI areHT, HATIPUMEP BOIHBIN PACTBOP, CTEPUIIbHBIN PaCTBOP IS
VMHBEKLUN WK CYCIIEH3UIO B PaCTBOpHUTENE. B kauecTBe MpUronHON HeCyIel cpebl
WA PACTBOPUTESI JOMyCTUMO HUCTIOIb30BaTh BOAY, pacTBOp PuHrepa, n3oroHnueckuit
PacTBOp U T. I1.; B KA4eCTBE OOBIMHOTO PACTBOPUTEIISI WIIN CYCIIEHANPYIOIIEro
PacTBOPUTENISI MOJKHO HCIIOJIb30BaTh CTEPUIIbHOE HeJleTyuee Macio. [y 3Toro MoxHO
HCIIOJIb30BATh HEJIETY4ee MACIIO U SKUPHYIO KUCIIOTY JIFOOOTO BUAA, BKIFOUAsT
MPUPOAHBIC UJITU CUHTETUYCCKUEC mbo MOJYCUHTCTUYCCKHUE JKUPHBIE MacJjia U
JKUPHBIE KUCJIOTBI, TPUPOAHBIC UJIH CUHTECTUYICCKUEC b0 MOJIYCUHTECTUICCKHUE MOHO-,

AW- WU TPUTITULCPUIbL.

[0162] IIpenapate! 111 NEpOPATBHOIO MPUMEHEHHS] MOTYT BKJIKOYaTb OHOBPEMEHHOE

BBE/ICHHE BCIIOMOTaTeIbHbBIX BELIECTB (HANPHMED, PE30PLIMHOB M HEMOHHBIX
MOBEPXHOCTHO-aKTHBHBIX BEIECTB, TAKUX KaK MOJTUOKCUITUICHOJICUIIOBBIN 3(Up U H-
reKCaAeIMIIONIUI THIICHOBBIH 3 HpP) 11 HCKYCCTBEHHOT'O YBEJINYEHUS
NPOHHULIAEMOCTH CTEHOK KUIIEYHHKA, & TAK)KE OJHOBPEMEHHOE BBEICHUE
UHTHOUTOPOB (hepMEHTOB (HarpuMep, UHIHOUTOPOB TPUIICHHA TTOKETYI0UHON
xenessl, auusonponmidropdocdara (DFF) u Tpasunona) niis MHrHONPOBaAHUS
¢depmenTatuBHOrO pacierieHnst. CoCTaBbl )11 TOCTABKH FUIPOQUIbHBIX BELIECTB,
BKJIFOUAsi OCJIKM M aHTHTEIa U KOMOMHALIMIO TIO MEHbBIIEH Mepe ABYX MOBEPXHOCTHO-
AKTHBHBIX BEIIECTB, MPEIHA3HAYEHHBIX I EPOPATBHOTO, OYKKAIBHOTO,
CJIM3UCTOTO, HA3AJIBHOTO, JIESTOYHOTO, BATMHAJILHOTO TPAHCMEMOPAaHHOTO U
pekTanbHOro BBeneHus:, onucanbl B mateHTe CLIIA Ne6,309,663. AkTuBHOE
COCTABJISIFOLIEE TBEPAOH JIEKAPCTBEHHOM (YOPMBI AJIS1 IEPOPATBHOTO BBEACHUST MOYKHO
CMEIINBATh C 110 MEHbLIEH Mepe OOHON N00ABKOH, BKIIIOYAst Caxapo3y, JaKTO3y,
LIEJUTFOJIO3Y, MAHHUT, TPErajio3y, papHO3y, MAIbTUT, IEKCTPaH, KpaxMaJibl, arap,
aprUHATBI, XUTHHBI, XUTO3aHbI, TIEKTHHbI, TPArdKAHTOBYIO KaMelb, 'yMMHUapaOuK,
JKEJIATHH, KOJUIAreH, Ka3enH, albOyMUH, CHHTETUYECKUI WIIH TIOJTy CHHTETHYECKUI
NOJIMMEP U TIULEPHUI. DTH JeKapCTBEHHbIE (POPMbI MOTYT TAK)KE COAEPIKATh TOOABKH

apyroro (-ux) Tuna (-0B), HAPUMeP HEAKTUBHBIN pa30aBUTEINb, CMA3bIBAIOLIEE
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BEIIECTBO, TAKOE KaK CTeapaT MarHus, napadeH, KOHCEPBAHT, TAKOH Kak COpOMHOBas
KHCJIOTa, aCKOPOUHOBAsA KUCIIOTA, 0.-TOKO(EpOII, aHTUOKCHIAHT, TAKOW KaK IICTEHH,
JE3UHTErpaTop, CBA3YIOIIEe BELIECTBO, 3aryCTUTENb, Oy(epHbIH areHT,

MmoACHIaCTUTE]Ib, ApOMATHU3aTOP, OTAYIIKA U T. II.

[0163] MosxeTr noTpedoBaThCs JOCTABKA COSTUHEHUS HACTOSILIErO N300peTeHNs

CyOBEKTY B T€YEHHE IUTEIbHBIX MEPUOJOB BPEMEHHU, HATIPUMED B TEUEHUE TIEPUOIOB
OT OHOM HeJEeNH O OJHOI0 T'o/a, MyTeM OJJHOKPATHOIO BBeAeHHs. MOKHO
UCTIOJIb30BATh PA3JINYHbBIE JIEKAPCTBEHHBIE (POPMBI C MEJIEHHBIM BBICBOOOKIEHHUEM,
JEeTno WK UMITIaHTaThl. HanpumMep, nekapcTBeHHast popma MOXKET Comepikarhb
(hapMalleBTUYECKU TPUEMIIEMYIO HETOKCUYHYIO COJIb COETMHEHUH, KOTOpasi UMeeT
HHU3KYIO CTENeHb PACTBOPUMOCTH B (PU3HOJIOTHYECKUX JKUIKOCTSIX, HAIpuMep (a) cob
MPUCOETMHEHUST KUCIOThI ¢ MHOTOOCHOBHOM KUCJIOTOM, Tako Kak ochopHas
KHCJIOTa, CepHAasi KUCJIOTa, IMMOHHAS KHCJIOTa, BUHHAS KUCJIOTA, MyOWJIbHAST KHCIIOTA,
MaMoOBasi KMCJIOTA, aIbTHHOBAS KUCJIOTA, MMOJIUTTy TAMIHOBASI KHCIIOTA,
Ha(TATMHMOHO-WIH JUCYTH(OHOBAS KUCIIOTA, TIOJUTaJIAKTYPOHOBASI KHCIIOTA U T. 11,
(B) conb MHOTOBaJICHTHOTO KaTHOHA METAJJIa, HAPUMED LIUHKA, KaJIbIIHs], BUCMYTA,
Oapusi, MarHusi, aIFOMUHUS, MEIH, KOOAJIbTa, HUKEJIS, KAAMUS U T. 1., WJIH C
OpPraHMYECKUM KaTHOHOM, 00pa30BaHHbBIM u3, Harpumep, N, N'-

AUOCSH3MIA THJIEHANAMITHOM HJIH STHJIEHANaMUHOM, 1 () komOuHarmu (a) u (b),
HamnpuMep, COJIb TAHHAT LKMHKA. KpoMe Toro, cCoenuHeHHsT HaCTOSIIIEro H300peTeH s
WM TIPENIIOUTUTEIBHO OTHOCUTEIBHO HEPACTBOPUMAS COJIb, TaKasl KAaK ONTUCAHHbBIE
BBIIIIE, MOT'YT ObITh MOJYYEHbBI B BUIE I'eJisl, HAITPUMED, Tejisi MOHOCTeapaTa aJroMUHUS
C, HarpuMep, KyH:KyTHBIM MacJIOM, MPUEMJIEMOT0 it HHbeKIui. OcoOeHHO
MIPEINOYTUTENbHBIMU COJISIMU SIBJITIOTCS COJTU IIUHKA, COJIM TAHHATA LIMHKA, COJIN

nmamMoara HUuHKa U T. II.

[0164] ITpumepsr

[0165] Hacrosiiee n3o0pereHne Takke OMUCaHo, a ero padboTa mMpoIeMOHCTPUPOBAHA

C TIOMOIIBIO CHAENYIOLINX MpUMepoB. OHAKO UCTIOIb30BAaHUE STUX U APYTUX
NPUMEPOB B TFOOOM MECTE ONMHCAHUS SIBJIIETCS TOJIbKO MIUTFOCTPATUBHBIM M HU B KOS
Mepe He OrpaHUYMBaeT 00bEM M 3HAYEHUE H300pETeHHS WIIH JTF0O0T0 MPUBEAECHHOTO
TEepPMUHA. AHAJIOTUYHBIM 00pa30M, H300peTeHNe He OTPAHUIEHO KAaKUMH-TTHO0
KOHKPETHBIMH NPEANOYTUTEIbHBIMY BApHAHTAMU OCYIIECTBIIEHUS, ONIMCAHHBIMU B

HaCTOALIEM JOKYMCHTE. bonee TOro, MOCJIC MPOUTCHUS HACTOALICTO OMMUCAHUA
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CIELMAINCTaM B JAHHOHM 00J1aCTH MOXKET ObITh OUEBUIHO CYIECTBOBAHNE MHOKECTBA
MouduKami 1 BapHalui HACTOSALIETO N300PETeHNUs, ¥ TAKUe BapHaLlUU MOTYT OBITh
OCYIIECTBJIEHBI 0€3 OTCTYIUIEHHsI OT HACTOSIIIEr0 U300peTeHNsl KaK B OTHOLIEHUHU €T0
CYTH, TaK ¥ B OTHOLIEHUH ero oOvema. Takum oOpa3om, n3obpereHne T0KHO ObITh
OrPaHMYEHO TOJIBKO MpHIaraeMoi popmyJiol H300peTeH s, a TAK)Ke ITOJIHBIM
00BEMOM aHAJIOTUYHBIX MOAUPUKALMH, K KOTOPBIM OTHOCSITCSI 3TH MYHKTBI (OPMYJIBI

n300peTeHusl.

[0166] [Ipumep 1: OnpeneneHune nuama3oHa 103 AJIs1 OJJHOKPATHOTO JICUEHUS

antutenoMm kK ®HO—q unu artureniom k MJI-23p19 u uccnenoBanus uX KOMOHMHAIMH

B MOJIEJIM KOJIUTA, MHAYLUPOBAHHOTO aHTUTEI0M CD40

[0167] bru1o nmpoBeneHo Tpu OTHENbHBIX UCCaenoBaHusA. Bo Bcex Tpex

UCCIIEIOBAHMAX JKUBOTHBIE ObUIH PAaHAOMHU3UPOBAHBI 10 MACCE, PACTIPENEIIEHBI IO
rpynmnam JIEYeHHs U IOMEYEeHbl KOHKPETHBIM YUCJIOM OT 1 10 10 ans kaxaou rpynmsl.
Jleuerne Hocutenem (PBS) u MAT npoBoaniy B BUJie OMHOKPATHON
BHYTPUOPIOLINHHOM (B/0) MHBEKIIUHY 32 OAHH AEHb 10 (IeHb —1) HHAYLUPOBAHUS
3abonesanus myrem uabekuuu 0,2 mr antutena-aronucra CD40 B 0,2 ma PBS Ha

OJIHO *KMBOTHOE B/O (nieHs 0).

[0168] HNHTakTHBIE KOHTPOJIBHBIE MBILIN HE MOJYYaJIH JICUEHUS] U COAEPKAINUCH B

OTZAEJbHOW KJIETKE JI0 3aBepIIeHHs UCCleoBaHus Ha 7-1 neHb. HaOmonenue 3a
KJIMHUYECKHMH MPU3HAKaMH 3a00JIeBaHMs IPOBOIMIIN €XeTHEBHO. Maccy Tena
HU3MEPAIN U PETUCTPUPOBATIN €KEIHCBHO C THA -1 A0 IpeKpalCHus NCCICAOBAHUA Ha
7-1i nenb. [Tocne 3aBepiueHus: UCCIeaOBaHUS (IeHb 7) SKMBOTHBIX YMEPIIBIISIIH,
UCTIONB3Yyst cMepTenbHYI0 103y CO,, a TKAHU TOJICTON KUIIKH M3BJIEKAU U

o0OpabaThIBaJii COOTBETCTBYIOIIUM O0Pa30M JUIsi THCTOJIOTHYECKOTO aHATH3A.

[0169] [Tocne 3BTaHa3MM TOJICTYIO KUIIKY, ONPEAETIeMYI0 KaK CETMEHT KUIIEYHUKA

MEXy CIenoN KMIIKON U MPSMOM KUIIKOMN, BBIPE3au U MPOMbIBaNHU JeAsiHbIM PBS
st ynanenust pexanuit. OIUH CAHTUMETP MPOKCHMAIBHOTO OT/IENA TOJCTON KHIIKH
MOMEIIAJIHA B THCTOJIOTHYECKUE KaCCEThI U MOTPYKaIH B (PUKCUPYIOIIUN PACTBOP
(10% netirpanbhblii Oydepnsbiii popmanud [NBF]). Uepes 24 yaca kacceTbl U3BJIEKAIH
u3 puxcatopa, nepeHocusu B 70% 3TaHOM U XPAHWIU B XOJNOJWIBHIKE 10 00paboTKHU.
OcTaBiyrocsi TKaHb TOJICTON KUIIKU Pa3AeIWId HA TPU PaBHbIE YaCTH, IEPBYIO TPETh

3aMOpO3MIIN B XKUAKOM a3oTe 17151 @K ananusza, BTOPYIO TPETh 3aMOPO3UIIH B JKUAKOM
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a30Te Ul aHAJIN3a Ha LIUTOKHHBI, a TIOCJIEIHIOK TPETh (IHCTAIBHYIO,
pacronaraBLIyrOCs OJFDKe K MPSMOM Kuike) XxpaHuiu B 1 mu pactBopa RNAlater
(AmbionTM) Ha by 1O YMEPIUBIEHUS BCEX KUBOTHBIX, IIOCJIE YETO TKAHHU OBLIH
COOTBETCTBYIOIIUM 00pa30M M3BJIEUEHBI U3 PACTBOPA, & 3aTE€M 3aMOPOXKEHBI JJIs
skcrpakinu PHK n ananusa skcnpeccuu reHoB. Bee 3amMoposkeHHbIe 00pa3 bl

xpanunu npu temnepatype —80 °C no manbHefimen o6paboTKu.

2

pacrpenesie bl 1o TPyInaMm JICHeHUs] U IOMEUEHbl KOHKPETHBIM yucyioM oT 1 1o 10
st Kaxnoi rpymnmel. Jleduenue Hocurenem (PBS) u MAT npoBonuiu B Buze
OHOKPATHOH BHYTPUOPIOIIMHHON (B/0) MHBEKLIMH 332 OJUH JeHb 10 (1eHb —1)
WHAYLUPOBaHUs 3a00ieBaHus yTeM nHbekIuu 0,2 Mr antuTena-aronucta CD40 B
0,2 mn PBS Ha oxno sxuBoTHOE B/O (neHb 0). MTHTaKTHBIE KOHTPOJIBHBIE MBILIH HE
MOJTy4aJIv JICYEHUs U COAEPKAINUCH B OTAENBHON KJIETKE 10 3aBEPILIEHUs

HUCCJIEIOBAaHUS Ha 7-U JIE€Hb.

[0171] HaGmoneHue 3a KITHHUYECKUMHU MTPU3HAKAMU 3a00JIEBAHUS TIPOBOIUIIN

eXXeHEBHO. Maccy Tena U3Mepsiu U perucTpUpPOBAIIN €XKEHEBHO ¢ AHS —1 10
IPEKPALLEeHUs] UCCIEN0BaHUs Ha /-1 NeHb. JKMBOTHBIX YMEPIUBIISUIA HA JE€HDb 7
UCTIONB3Ysl cMepTenbHYI0 103y CO,, a TKAHU TOJICTON KUILIKHU U3BJIEKAIN U

O6pa6aTbIBaJ'II/I COOTBETCTBYIOIIIUM o6pa30M JJIA TUCTOJIOTMYCCKOrO aHaJIn3a.

[0172] B nepsom uccnenosanuu antureno k ®PHO-a vnu antureno k MJI-23p19

OLICHUBAJIM Ha MOJIEJTH KOJIUTA ¢ TpuMeHeHneM anturena k CD40. Otu anTuTena
OLIEHUBAJIM UHAUBUAYAJIbHO B 103aX S00 MKr uyin SO MKT Ha MbILIb WJIH B
koMOuHauwmu (T.e. 500 Mkr + 500 MKI/MBIIIb KQXKIOTO aHTUTeNa uiu 50 +

50 MKr/mMbIlIb KaKA0TrO anTuTena). Iiporokon o6obmeH B Tabnuie 3 HIKe.

[0173] Tabmuua 3: Ouenka Bo3aeicTBust equHUYHbIX aHTUTEeN K DHO-00 1t 1JI-23p19

IO CPABHEHHIO ¢ X KOMOWHAIMEH (TP PaBHBIX BBICOKUX M HU3KHX J103aX) B MOJEIH

komTa ¢ agtureinamu k CD40

Hccnenyemslii Criocob Tosa Hucno
npenapar SKUBOTHBIX
HawusHbIe Her 3
KJIETKHU
Hocurenp
(PBS) B/O 10 mn/xr, genp —1 5
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Hccnenyemsrii Crioco6 Tosa Yucno

npenapar JKUBOTHBIX
CNTO 6601 /6 1000 MKI/MBIIIIb, 9

JeHb —1
CNTO 5048 /6 ?O MKI/MBIIIIb, T€Hb — 9
CNTO 5048 5/6 5(1)0 MKI/MBIIIIb, T€Hb 9
CNTO 3723 B/6 f (1) MKT/MBILIIb, €Hb 9
CNTO 3723 /6 f(l)O MKI/MBIIIIb, J€Hb 9
CNTO 3723 + /6 50 + 50 MKI/MBbIIIIb, 10
CNTO 5048 JleHb —1
CNTO 3723 + B/0 288 ;F/IKF/ML,ILHL, €Hb 10
CNTO 5048 _1 A
[0174] CNTO 3723 npeacraisieT cOOO0M MBIIIMHOE MOHOKJIOHAJIBHOE aHTHUTENIO K

NJI-23p19 (metitpanmsyromee MAT k 1JI-23p19). CNTO 5048 npencrasnsier coboit
MBILINHOE MOHOKJIOHAJIbHOE aHTuTeNno K @HO—-a (Heirpammsyromee MAT k PHO—q).
CNTO 6601 oTHOCUTCSI K M30TUIIUYECKOMY KOHTPOJIIO, IPUMEHSIEMOMY B XOJI€ BCEX

skcriepuMeHTOB. CNTO 6601 He cs3biBaet cnienudpuiecku Hu PHO—o, mu UJI-

23p19.

[0175] ITpoTuBOBOCHIANUTENBHYIO AKTUBHOCTD IpH JiedeHuH anTutenamMu k ®HO—-a.

antutenamu k MJI-23p19, oraenbHO nmm B KOMOMHALINY, OLIEHHBAIN B MOZIEIN KOJIUTA,
uHayLupoBaHHOro anturenamu k CD40. Jluruposanue perenropa CD40, npuMeHsieMoro
11 COBMECTHOM CTUMYJISILIUY, Y€PE3 aHTUTEJIO-arOHKCT BbI3bIBAET OCTPbIN BPOKACHHBIN
CUCTEMHBIN U BOCHIAJIMTEJIbHBIN OTBET WM BOCTIAJIMTENbHBII OTBET CO CTOPOHBI TOJICTOM
KKK y Mbimeit RAG2™ ¢ mamponermeii (¢ neduwprom T-u B-KIeToK), IpHYeM MK
BOCMAJIMUTEIBHOIO OTBETA B TOJICTOM KHIIEYHUKE HACTYIAET Ha /-1 IE€Hb, TOCIIE YEro
HaOmoaercs paspemeHne cuMnToMoB. B manHoit monenu MJI-23 BbI3bIBaET JIOKAIBHOE

BOCIAJIEHUE TOJICTOM KUIIKHU.

[0176] Hecmorpst Ha TO, uTo 3kcnpeccuss PHO—0 obecneunBaeT KOHTPOJIb MPOSIBICHNUH

CHCTEMHOTO 3a0onieBanHus (HanpuMep, rmotepu macce Teja), @HO—o oka3bIBaeT JHIIb
yMepeHHOe BIIUsIHUE Ha paseutue kojuta. (1) M3o0peraTenu cTpeMUNiCh UCCIIEIOBATh
BBIPQKEHHOE MOJIEKYJIsIpHOE Bo3neicTBre anTuTenaa K @HO—0, mo cpaBHEHHMIO C

nedeHueM anturenoMm k MJI-23p19 Ha skcnpeccuro reHoB KMIIEYHUKA U ONPEEIINTD,
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ofecrieunBaeT i KOMOMHUPOBAHHOE JieueHne aHTuTeoM kK @HO—o 1 aHTUTENI0M K
NJI-23p19 nobiieHHY0 3P PEKTUBHOCT MO CPABHEHUIO € OO0 U3 MOHOTepanuii. B
nenb —1 mbimam RAG2™” onun pa3 B cyTk# B/6 BBoAnum 0,5 mr uiu 0,05 Mr aHTHUTENA K
®HO-a, (CNTO5048), 0,5 mr wm 0,05 mr antutena k MJI-23p19 (CNTO3732),
KoMOuHamo oboux antuten (mo 0,5 mr mm 0,05 Mr kaxxknoro), 1,0 Mr anTuTeNa
uzotunmdeckoro KoHTpossi (CNTO6601) unu PBS B konuentpauuu 10 mu/kr. (Mbimu
RAG2™, ncrnonb3yemblie BO BCEX PUMEPAX HACTOSILErO H300PETeHH s, IPEACTABIISIIOT
coboit camok Mblneit B Bo3pacte 8—10 Henenb, MpenoCTaBIeHHbIX KoMnanuen Taconic
Farms). Ha cnenyrounuii nenp, B neHb 0, BceM KMBOTHBIM BBOAMIIH aHTUTENO K CD40

(0,2 mr) B/6 st ”HAYUMPOBAHUS BOCTIAJICHUS.

[0177] AHaJM3 IOTepy MaCChI TeJa MPOBOAMIIN TOCE BBeNEeHUs] HU3KHX (50 MKT) H

BbICOKHUX (500 MKr) 103 aHTUTEN. Maccy Tena OTCIeKUBAIH € THS —1, KOraa Mblmam

BBOAMNIM aHTUTeNo Ui PBS, no npekpaiuenus BBeeHus Ha 7-i1 1eHb.

[0178] Janubie npencrasneHsl Ha Pur. 1A u @ur. 1b. Kaxnast nunus npencrasisier

co0oii cpenHee 3HaYSHHE O TPYIIE C IJIAHKAMU TOTPELTHOCTEH il CTAHIAPTHOH
omnOKu (n = 9, BBeIEHNE aHTUTENA; N = 5; KOHTPOJIbHAS rpymma, BBeaeHue PBS;

n = 3, HHTAKTHbBIE JKUBOTHBIE KOHTPOJILHOHN IPYIIIbI), TOKa3aHHBIC B BUE
MPOLIEHTHOT'O U3MEHEHHUSI OTHOCUTENIbHO JHS —1 (TyHKTUpHAs TuHus). HekoTopeie
IJIAHKU MOTPELIHOCTEN UMEIOT pa3Mep CUMBOJIA U HE OTPakeHbI Ha pucyHke. Ha
@ur. 1A nokasana Hu3Kas no3a anTuTena (50 Mxr/mblimb), a Ha @ur. 1b nokazana
BbICOKast 103a aHTUTeNa (500 MKI/MbIb). CTaATUCTUYECKYHO 3HAYUMOCTD Pa3JIUYUi B
MOTePe MACChI TeJIa MKy IPYIIAMH, IMOJy4YaBIIUMH AHTUTEJIA, U TPYIIIOH,
MOJTy4aBIIeH H30TUIMTUYECKUN KOHTPOJIb B KAUECTBE Mpernapara CpaBHEHUS,
AHAJTU3UPOBAIU C MOMOIIBIO 2-(h)aKTOPHOTO JUCTIEPCHOHHOTO aHAIN3a C
aroCTEPUOPHBIM KPUTEPUEM MHOKECTBEHHBIX CpaBHEHUN JlaHHETTa U p-3HAYCHUN
TSI K&KAOW TOYKH BpeMeHU. P-3HaueHusl, yKa3bIBAIOIINE HA 3HAYUMOCTb, BBIIEICHBI

KUPHBIM PHGTOM/KYPCHBOM.

[0179] Mopens konuTa, HAyUupoBaHHOTO MAT k CD40, xapakTepusyercs

nByx(a3HOH moTepeil Macchl Tejla ¢ HauaIbHOM OBICTPOI MoTepel MacChl Tea B
teueHue 24—48 yacos nocie BBeaeHUs anturena-aronrcra CD40 ¢ mocnenyrommm
BOCCTQHOBJICHHEM U BTOPOU (pa30ii CHUKEHHS TOTEPH MACChI TeJia C 5-T0 1o 7-1 IeHb.
Monotepanus antutenom k MJI-23p19 (0,5 mr u 0,05 mr) He obecrieunsio 3amury

MBIIIEH OT HAYaJIbHOHW OBICTPON MOTEPU MACChl T€Na, HO CIOcCOOCTBOBAIO Ooee
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OBICTPOMY BOCCTAHOBJICHHIO ITOCIIE 2-T0 JHs ¢ O0IIel 10303aBUCUMOI YaCTUYHOM
3aLUTON OT MOTEPH MACChI TeJla BO BpeMs BTOPOIt (pas3el 3a00neBaHus, Kak MOKa3aHO

Ha @ur. 1A u ®@ur. 1b.

[0180] Hanporus, moHoTepanus anturenom k @HO-a (0,5 mr u 0,05 Mr) monHOCTBIO

3alIUIIaa MbILIIeH OT IOTEPU MACChl TeJIa HAa MPOTSLKEHUH BCErO UCCIIEOBAHUS MIPU
obenx nozax. Kak u moHoTepanust Tosibko anturenaom Kk ®HO-o, komOuHUpOBaHHOE
JiedeHNe MPUBOIIIO K TIOJIHON 3aIUTe OT MOTEPU MACChI TeJa MPH 00eHX 103aX
(®@ur. 1A u @ur. 1b). Ilpu ucnonszoBannu komOuHauuu antuteno k @PHO—-o/MJI-

23p19 nebnaronpusTHbIX 3P deKToB HE HAOIIOAATOCH.

[0181] ITo 3aBepIueHNH UCCIIENOBAHMS (I€HD 7) ONPENessiIi TUCTOMATOIOTHUECKUE

MOKA3aTEJH TOJICTOM KUIIIKHU B rpymnmax, nojy4aBluinx aHTUTEIIA B HHU3KOH U BBICOKOM
J03¢€. HpOKCI/IMaJ'IbeIe CpE3hI TOJICTOM KUIIKH OKpalInBaJIu r¢MaTOKCUINHOM U
503MHOM U UCCIEN0BAIN HAa MPEIMET TMCTONATOJIOTMYECKUX U3MEHEHU MaTOJOTOM B
3aCJIEIJIEHHOM PEKUME C OLIEHKOM TskecTH OT 0 10 20 B COOTBETCTBUM CO

CJICAYHOIIUM ITPOTOKOJIOM.

[0182] Jl1s1 uccnenoBanysl NPOKCUMAJIbHBIX OTAENIOB TOJACTON KUIIKH AENAIN CPE3bl UX

2 (nByx) (hparmMeHTOB, KOTOpBIE 3aTeM 3auBany B napadus. Cpesbl (5 MKM) paspe3anu u
OKpaLIMBAJIU reMaTOKCHIIMHOM 1 303uHOM (H&E). [IBa cermMeHTa TOJNCTOM KUIIKH,
MOJIyYEHHBIE OT KaXI0T0 JKUBOTHOT'O, OLIEHUBAJIU 110 OTAEIBbHOCTH IMCTOMNATOJIOTHYECKHY,
a B IPYyINIIOBOM aHAJIM3€ MUCIONB30BAIN CPEAHUE 3HAUCHUS AJIs1 KAKI0T0 XKUBOTHOTO. st
KKI0ro ()parMeHTa, OKPALIEHHOTO FeéMaTOKCUIIHHOM M 503UHOM, OTEK MOJCIM3UCTOM
00O0JIOYKH OLIEHUBAJIM KOJMYECTBEHHO MyTeM M3MEPEHUS TOJIMHBI OT MBIIIEYHOTO CJIOS
CIT3HUCTOI 00OOJIOUKH 10 BHYTPEHHEH IPaHULIbI HAPYKHOTO MBIIIEYHOTO CJIOSI B 00JIaCTH
HETaHTCHLMAIBHOIO CIUIETEHHs] MBILIEYHBIX BOJIOKOH, KOTOPasi, KAK CUUTAETCS, JTydlle

BCETO OTPAXKACT TAXKECTD TAKOI0 UBMCHCHU.

[0183] O1eHka OLIEHKH BOCTIAJIEHUST OTpakajia CTeNeHb HHPUIBTPAIIUN

makpodaramu, tuMmponuramu u Hefitpopunamu (PMN). OueHky TsoKecTH

npucBanBajid B COOTBETCTBUU CO CIICAYIOIIUMH KPUTCPUAMMU

0 — 3m0poBast TKaHb,
0,5 — HE3HAYUTECJIbHAsA CTCIICHb, OAWH WK JBa MAJICHbKUX y4aCTKa —

MOHOHYKJIeapHble BocnajuTenbhble kieTku (MNIC), BeposiTHO, (OHOBBIE
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arperatsl JUM(POUAOB CIU3UCTON 000m0ukn. OHAKO, €CIIN arperaTsl
NPEACTABIIIOT COOON NeepoBbl ONISIIIKY, TO OHU HE CUUTAIOTCS TIATOJIOTHEH.
1 — MUHHMaIBHAS CTeneHb; 0obioi yyacTok unpunbrpannu MNIC u
HeWTpodunaMu Ui MUHUMabHas Tuddy3Has, O0e3 pasaeneHus skeyes, B
OCHOBHOM HaXOJIUT B 00JIACTH OTeKa MOACIM3UCTON MM OpbIKEHKN

2 — nerkas creneHb, upPy3HOe JIErKoe N MyJIbTU(POKATBHOE TIOPAKEHHE
11-25% cnu3ucToit 000J04YKY ¢ HE3HAYUTETbHBIM (DOKATBHBIM HITH
MyJIbTU(OKAIBHBIM Pa3IeIeHUEM Kele3, 0e3 pa3eneHus: B OONbIIHHCTBE
obnacreit

3 — yMepeHHas cTerneHb, nopaxkenne 26—50% cnuzuctoit 000I0UKH C
MHHHUMAJIbHBIM WJIN JIETKUM MECTHBIM pasfelieHHeM JkeJie3 HHQUIbTpaToM
BOCIAJIUTENIbHBIX KJIETOK, O0Jee JIerkast B OCTAJIbHBIX O0JIACTSIX CIU3UCTON
000JIOUKH, MPUYEM HEKOTOpPbIe 00JIaCTH HE UMEIOT Pa3/ICICHUS KeJle3 H3-3a
BOCTIAJIEHUS

4 — BBIp@XXEHHAs CTENeHb; nopaxkeHnue 51-75% cnu3nuctoit 000I0UKH C JIETKUM
WJIM YMEPEHHBIM pa3felieHueM Jkelie3 HHQUIbTPATOM BOCHATUTENbHBIX
KJIETOK, ITPH 3TOM B OCTAJIbHBIX 00JIACTAX CIU3UCTON OOOIOUKH OTMEUAETCs
NOpakeHWe OT MUHUMAJBbHOM 0 JIETKOM CTENEeHH, U, HO BCE JKeJe3bl UMEIOT
HEKOTOpOe pasfiesieHue HHPUIBTPATOM

5 — TspKenas creneHb; nopaxenue 76—100% ciu3ucTol 000I0YKH C YMEPEHHBIM
WJIH BBIPAXKEHHBIM Pa3eNIeHueM JKejle3 HHPUIBTPaTOM BOCTIAJIMTEIIbHBIX KIIETOK,
P 3TOM B OCTAJIbHBIX 00JIACTSIX CIN3UCTOH 0OOJIOUKH OTMEYAETCs TOPAKEHNE

JIETKOM U YMEPEHHOM CTENEeHHU.

HpOBOI[I/IJII/I OLICHKY MOTCPU KUIICYHDBIX KECJIC3. CocTosiHHE SIUTEHATBHBIX

KPpUIT U OCTATOYHYIO IMOTEPIO SIMUTCITUAJIBHBIX KIJIETOK KEJIE3 OLI€CHUBAKOT Ha

OCHOBAHHMH NPHOIN3UTENBHOTO PACUeTa MPOLIEHTA TUIOLIAAH MOPAXKEHHON CIIM3UCTON

000JIOUKH ClieyroImuM 00pa3oMm:

0 = orcyTCcTBYET

0,5 — He3HaUHTEbHASI CTeTeHb; | mn 2 MajeHbkue (PoKabHbIE 30HBI TIOTEPU
JKeJIe3 WU SPO3HUHU CIIU3UCTON O0O0JIOUKH

1 — MuHIMaNBHAS CTeneHb; mopaxeHo 1—-10% muomanu CM3UCTON 000IOUKH
2 — jerkasi CTeneHb, mopaxkeno 11-25% momanan ciau3ncToi 060I0YKH

3 — yMepeHHas CTeneHb, mopakeHo 26—50% miomaan cIu3ucToi 000I0YKH
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4 — BbIpaXXEHHAs CTETNEHb, TopakeHo 51-75% muomany ciIu3ncToi 000I0UKH

5 — TspKenas cTeneHb, nopakeHo 76—100% miommanu CaM3ucToi 000I0UKH

[0185] IIpoBoaunu oueHky 3po3uu. 11oTepro MOBEPXHOCTHOrO SMUTENMUS OLIEHUBAIN
Ha OCHOBAHHMH NPUOIM3UTENBHOTO MPOLIEHTA TUIOLIAN CIIU3UCTOH 000JI0UKH, HA
KOTOPYIO BO3JEHCTBOBAJIN CIIOCOOOM, ONMCAHHBIM HIpke. Kak mpaBmiio, Takasi OlieHKa
CBsI3aHA C KPOBOTEUEHUEM B CITU3UCTON 000I0UKe (KOTOPOE OTPaskaeT KPOBOTEUEHHE,

HaOJr01aeMOe KIIMHUYECKH U TIPU BCKPBITUH):

0 = orcyTCcTBYET

0,5 — He3HauYUTeNbHAs CTeneHb; | win 2 MajeHbkue (hOKaJIbHBIE 30HBI IOTEPH
JKeJle3 WU SPO3UH CITU3UCTON 000I0UKH

1 — MUHHMaJTBbHAS CTeneHb; mopaxeHo 1—-10% muomanu CM3uCToN 000IOUKH
2 — nerkas CTeneHb, mopaxkeno 11-25% miomanay cIu3ucTol 000I0YKH

3 — yMepeHHas CTeneHb, nopakeHo 26—50% muomaay CIu3uCTol 000I0YKH
4 — BeIpaKEHHAS CTETIEHb, MOpaskeHo 51-75% momanu cau3ucToi 000I0UKH

5 — TspKenast cTeneHb, nopaskeHo 76—100% momanu CM3ucToi 000IOUKH

[0186] [IpoBoaMIM OLIEHKY TOJIIHHBI CIIM3UCTON 00OJIOYKU U TUTIEPILIA3HH.
TonuuHy cnu3ucToi 000I0UKH OLIEHUBAIN IyTEM N3MEPEHUs TUIOIaan 00IacTu
HETAHT€HIMAJIbHOIO CIUIETEHUS MBILIEYHBIX BOJIOKOH, KOTOPAsi JIy4llIe BCETO
OTPa’KaeT TOJILIMHY MBILIEYHOTO CJI0Sl. DTOT MapaMeTp YKa3bIBaeT HA yIJIUHEHUE
JKeJie3 U TUIEePIUIasHIo CIU3UCTOM 000m0uku. KonndyecTBo OansioB 1iist runepIuia3um

MOJIYy4arOT Ha OCHOBAHHUH PE3YJIbTATOB USMEPCHUA CIACAYHO UM 06pa30M:

0 = <200 MKM = 380pOBasi TKaHb

0,5 =201-250 MKM = HE3HAYNTEIbHAS CTEIEHb
1 =251-350 MKkM = MUHUMAJIbHAsA CTENIEHb

2 =351-450 MKM = 5erkasi CTeneHb

3 =451-550 MKM = yMepeHHasi CTeNEeHb

4 = 551-650 MKM = BbIpa:KCHHAsI

5 =>650 MKM = TsDKEas

[0187] I'ucronarosiornyeckast OLeHKa MPeICTaBIsieT CO00M cyMMy OalioB
BOCTIAJICHUS, IOTEPH KeJie3, 3PO3UU U Turepruiasu. J{nanazon cocrasisietr ot 0 10
20. I'mcronaroyioruueckast olieHka rnmokasana Ha ®@ur. 2A u ®ur. 2b. Ha stux

PHUCYHKaX KaXIbIi CTOJIOUK MpencTaBisier coOO CpeaHee 1Mo rpyIie cO CTaHAapTHOU
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omunOkoi. ' mcronaronoruyueckoe UCCIeI0OBaHNE HE BbISIBIIIO OTKJIIOHEHUH Y
MHTAKTHBIX )KUBOTHBIX. Ha ®ur. 2A nokasaHa oLleHKa NpU BBEAEHUH aHTUTENA B
HU3KO0M no3e (50 Mxr/meib). Ha @ur. 2b npeacrasieHbl pe3yabTaThl A TPYIIIBI
JIeYeHHsl BBICOKOH 10301 anTuTena (500 Mxr/mpnub). [IpoBoaunyu ananus pa3nudui
MEXy SKCIIEPUMEHTAIbHBIMY IPYIIAMHU U COOTBETCTBYIOIIUMU KOHTPOJIbHBIMU
rpynmnamMu (HOCHTENb U U30TOM) ISt OLIEHKH 3HAYUMOCTH C ITOMOIIBEO
0nHO(AKTOPHOTO AMCIIEPCUOHHOTO aHAIN3A U KPUTEPHUS] MHOJKECTBEHHBIX CPABHEHUIA

Cunaka.

[0188] PesynbTaThl leueHus1, IPOBEAEHHOTO C MOMOIIBK HU30TUIINYECKOrO aHTUTENA

(1000 MKT/MBIIIb), B MPOKCUMAIEHOM OTEJIE TOJICTON KUIIKH A€MOHCTPHPOBAIIH
TEHJICHLUIO K CHUKEHUIO TUCTONATOJOTHYECKUX OTKJIOHEHUH 10 CPABHEHUIO C
KOHTPOJIbHO rpynnoii, nonyyasiueit PBS, Ho 3To pasiuune He 1OCTUTIIO
CTaTUCTUYECKON 3HaUNMOCTU. MoHoTepanus antutenaoM kK PHO-o 3HaUUTENBHO
COKpalnaia BOCMAJIeHHE TOJICTONW KUIIKH MTPH BbICOKOH f03¢ (500 mkr, @wur. 2b) mo
CPAaBHEHUIO C KOHTPOJIbHOW IPYIIOH, NOMy4YaBIIEeH H30TUIIHYECKUI KOHTPOIb,

OJTHAKO 3TOTr0 HE OTMEYAJIOCh P HU3KoM 03¢ (50 Mkr, ur. 2A).

[0189] OpnnokpatHas no3a anturena k MJI-23p19 Obuia Beicoko3 G heKTUBHON NpU

BbICOKOH 103¢ (500 Mkr, @ur. 2B) 1 MOJHOCTBIO MPeIOTBpaIiaia Ppa3BUTHE KOJIUTA.
ITpu Hu3koit no3e (50 Mkr, Pur. 2A) MOHOTEpAIUs 3HAUUTENBHO CHIDKANA
T'MCTOINATOJIOrMYECKHE OTKJIOHEHUS 110 CPABHEHHUIO C TPYIIION, MoyJaBIuei
U30TUMHUYECKUI KOHTPOJIb, HO HE MOJHOCTBIO NMPEeJOTBpallaia Pa3BUTHE KOJIHUTA.
Bricokast no3a komOuHarmu odboux antuten (500 mxr antutena kK ®HO-o + 500 Mkr
antutena Kk MJI-23p19/mpiub, @ur. 25) MONHOCTHIO MPEAOTBpaIIaia Pa3BUTHE
KOJIUTa B MOJeNU 3a00JIeBaHuUs, CXOOHO C MOHOTepanuei antutesnom k MJI-23p19 B

BBICOKOMU J103€.

[0190] KoMOunmpoBaHHOe jieueHne HU3KO# 1030i (anTureno k ®HO-a, B 1o3e

50 mkr/mpib + antureno k MJI-23p19 50 mMkr/menus, @ur. 2A)
IPOIEMOHCTPUPOBAIIO 3HAYUTEIBHO Ooiee BhIpaskeHHbIN 3P eKT, ueM npu
MoHoTepanuu aHtutesoM k ®HO-o, a Takke TEHIEHLMIO K YIyULIEHHOHN 3aIUTe 10
cpaBHeHHIO ¢ MoHOTepanueit MJI-23p19. J1o yka3piBaeT Ha MOTEHIIMAIBHO Oosee

BBICOKYIO 3P (PEKTUBHOCT KOMOMHUPOBAHHOTO JICUEHUSI.
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[0191] IIpumep 2: Metonb! nedyenus ¢ npuMeHeHueM anturena k ®PHO—a u anTuTEN2

k MJI-23p19 BausrOT Ha yHUKAJIBHBIE T€HBI B KUIIEYHUKE

[0192] Meronps! nedenus ¢ npuMmeHeHreM anturena kK ®PHO—o u anturena xk MJI-23p19

JEMOHCTPUPYIOT Pa3IMYHOE BIUSAHHUE HA APAMETPbl CUCTEMHOTIO U JIOKAJIBHOTO
BocnajieHusi. B manHOM mpumMepe Oblia MpoBeeHa OLEHKA TOr0, OKa3bIBAIOT JIU METObI
neuenvsi u3 [Ipumepa 1 Bbime pasaudHbie 3G QeKThl Ha SIKCIPECCHIO TEHOB KUIIIEYHUKA
Ha MOJIEKYJIIPHOM YpOBHE. J[J1 MOony4YeHus: CUrHaTyp T€HOB KUIIEUHUKA U3
AUCTAJIBHOTO OT/IENa TOJICTOM Kuiku Boiessuiiu MPHK u moaseprasm obpasen

MHUKPOMATPUYHOMY aHAIU3Y.

[0193] Jlnst sxerpakipn PHK 06pasibl TkaHu pa3sMOpaskUBaA Ha JIbY U MEPEHOCHIHN B

HOBBbIE poOupky, copepskarue 900 mxt Qiazol (Qiagen) v OHY METALTUIECKYIO
HAKJIAJIKY, C MTOCIISAYIOIINM JIM3UPOBAHUEM C MMOMOIIBIO romorerusaropa TissueLyser 11
IS pa3pyIIEHUs] 1 TOMOT€HHM3ALMY TKaHH IyTeM ee 00paboTku B TeueHHne | MuH ¢
gactoToit 30 cex . JIist pa3Ie/IeHns] CMECH Ha OPTAHIHUECKYEO M BOTHYO (hasbl K
KaxaoMy oOpasiy nodasisum 180 M xnopodopma, BCTpsxyuBaiy B TeueHne 30 CeKyHT,
MHKyOHpOBAJIM B TE€YEHHE JIBYX MUHYT IIPU KOMHATHOW TeMIIepaType u
uentpudyraposamu npu 14 000 06/mun B Tedenue 15 munyt npu 4 °C. 150 Mk BogHOH
¢a3er ucronp3oBau s skcrpakiuy PHK ¢ momommbio 96-1yHOUHOTO M1aHIera
RNeasy (Qiagen), BKJIFoUasi CTAAMIO PaCLIETUICHUS IE30KCUPUOOHYKJIEa30i Ha KOJIOHKE B
TIOJIHOM COOTBETCTBHH € NMPOTOKOJIaMH Ipon3BoauTesst. KauecTBo 1 KonuuecTBo
BoiieneHHoi PHK onpenensinu ¢ momompto criektpomerpa Nanodrop Ha mpudope
Nanodrop 8000 (ThermoScientific) u ¢ momorubto ananmzaropa LabChip GX (DNA
SK/RNA/CZE Chip st ucnonezosanusi ¢ GXTouch/GXII Touch HT) Ha ycrpoticTse
Caliper (Life Science) B COOTBETCTBUH C IPOTOKOJIAMH MPpOU3BOIUTENS. JJIst aHAM3a HA
ycrpotictse Caliper amukoTsl PHK TOsICTOMN KMIIKK pa3daBiisiii CBEPXUYHCTON BOIOH B

cooTtHotueHud 1 : 4.

[0194] Jlnst otbopa 0Opa3LoB AJist IPOBEACHHSI MUKPOMATPUYHOTO aHATHA3A

SKCIIPECCUH M€HOB MCIIOJIb30BAJIH CIEAVIOIINE KPUTEPUN HeBKIItOueHHs. [lornomenne
260/280 (cooTHOIIEHUE OeNKa U HYKJIEUHOBOW KUCIIOTHI), HI3MEPEHHOE Ha
cnektpomeTpe Nanodrop, nomkHo 66Tk Bhie 1,8. Ilornomenne 260/230
(cooTHOILIEHNE COM U HyKJIEMHOBOH KHCIIOTHI), HI3MEPEHHOE Ha CIIEKTPOMETpE
Nanodrop, mommkHO cTpemutbes k 2. Ecnu crenens nornommenus 260/230,

U3MEPEeHHOro Ha criekTpomerpe Nanodrop, Obuta MeHbIe 1,5, TO mpoBOIMIH
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noBTopHYyI0 ouncTKy. Ouenka unctorel PHK (RIN), n3mepenHas ¢ moMoIbo
ananuzaropa Caliper, nomxknaa coctaBnsath 5—10. Eciu oneHka MeHee S5, 3T0 MOXKeT
MOBJIUATH HA TOYHOCTb MUKPOMATPUUYHOTO aHanusa. [{ns nposenenus
mukpomarpuyHoro ananusa PHK nepenanu komnanun BioStorage Technologies (r.

Wnpunananonuc, mrat Unauana, CIIA).

[0195] Anamiz muddepeHnanbHON SKCIPECCHH T€HOB TIPOBOAMJIN MyTEM CPaBHEHHSI

a¢dexra npu npumeHenuu antutena k ®HO—o unu anturena k UJI-23p19 ¢ addexrom
TPY MPUMEHEHUH U30TUITHYECKOTO KOHTPOJIst. [TOCKOJIbKY JieueHHe MmyTeM BBEICHUS HITH
50 mkr artutena k MJI-23p19, unu 500 mxr anturena k @HO-o o naHHbIM
T'UCTOJIOTMYECKOTO aHAJIN3a MPUBOAMIIO K AHAIOTHYHOM CTETIEHH CHU)KEHHS BOCTIAJICHUS
(®wr. 2), aBTOPBI U300pPETEHNS BHIOPAJIN 3T CUTHATYPBI SKCIIPECCUU T€HOB B TOJICTOM
KHILLIKE JJI1 TPOBEACHUN NATbHEMNIIEH OLIEHKH C LIEJIbI0 COKPATUTD BIIMSIHUE
MOTEHIMANIBHBIX 3aTPYAHSIOIINX HHTeprpeTauuio 3¢dextos npu nuddepeHumanbHomn

SKCTIPECCHHU T€HOB KJIETOUHBIX HH(HIBTPATOB.

[0196] CurHaTypbl r€HOB MBIIIEH IJIs1 KaKIOTO BUA JICUCHUS OLIEHUBAJIA HA MIPEAMET

NePEeKPBbIBAHSI PE3YJIbTATOB U YCHIeHUs 3 eKTa B OTHOIICHUN OOOTaALICHISI
ounonornyecknumu nytsimu (Enrichr: http://amp.pharm. mssm.edu/Enrichr/).
IlepexkpbiBaHuE OTAENBHBIX CUTHATYP I'€HOB, MOJYYEHHbIX IPU JIEYEHUN aHTUTENIOM K
@®HO-0, unu aatutenom k UJI-23p19, Obu10 OTHOCHTENBHO HEOOJBLINM, IIPH 3TOM
ik 11% reHoB ObuH OOLIUMHU [Tt 3TUX CUTHATYP. Takum obpasom,
cneunpuveckoro odboraiieHus nyTeit He otMedanock. CUrHaTypa reHOB MPU JICYCHUN
antutenom k ®HO-a (267 renos, FDR < 0,05; FC > 1,2) 6buta oborarieHa
MeTa0OIMUYECKIMHE MyTSIMU M B3aUMOJIEHCTBHUSIMU [IUTOKUHOBBIX PELENITOPOB, TOTIA
KaK CUTHATypa IeHOB npu JieueHnn antureiaoMm k MJI-23p19 (765 renos, FDR < 0,05;

FC > 1,2) 6pu1a o0orammeHa TUpKaHbIM PUTMOM W CHTHAJIU3aLHen pS3.

[0197] IIpumep 3: Monotepanust antutesnoM Kk PHO—-o 1 MOHOTepanust aHTUTEJIOM K

WNJI-23p19 Bausier Ha nepekpbIBarOLINecs U OTINYaroIuecs yuacTku cerei npu B3K

YCIIOBEKaA

[0198] B pesynbrate coBmecTHO padoTel co IlIkonoit meauimHel Ha rope CuHaii (T.

Hero-Hopk, mrat Hero-Hopk, CIITA) Obuta co3gana nporHo3Hast MOJEINb
batiecoBCkOl CeTH AJI1 UHTErPUPOBAHMS TPAHCKPUIILIMOHHBIX U F€HETUYECKUX

AAHHBIX, MOJIYYCHHBIX N3 OHMONTATOB KULIEYHUKA B paMKax KIMHUYICCKOI'O
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uccnenosanus 6one3nn Kpona CERTIFI (847 Guontaros ot mauuentos ¢ B3K,

28 6uonTaToB OT CYyOBEKTOB KOHTPOJIBHOH rpymnbl 6e3 B3K; 7 796 reHHBIX y3710B).
JIaHHBIH TUI MOJIEKYJISIPHOM MHTErpUPYIOIIEH ceTH 00ecredrBaeT OCHOBAHHYIO Ha
JAaHHBIX CEThb JUI U3YUYEHUS] MEKTE€HHbIX B3aMMOJIEHCTBHI B KOHTEKCTE 3a00JI€BaHMS.
Jlns npeoOpasoBanust curHatyp reHoB antutena kK ®PHO—o u antutena k MJI-23p19,
HOJTyYeHHBIX B MBILIIMHBIX MOJEJISIX KOJIMTA, B KJIMHIHUYECKOe 3a00JIeBaHIe, CUTHATYPbI
MBILIMHBIX T€HOB HHTETPUPOBAIIU B ceTh reHoB uenoBeka ¢ B3K. Kak ykaszaHo Bbiine,
antureno k UJI-23p19 B noze 50 mkr u antuteno k ®PHO-a B noze 500 Mkr Obutn
BBIOPAHBI JJIs1 OLIEHKH Ha OCHOBAHHUU CXOJHOTO BJIMSIHUSL HA BOCIIAJICHHUE,

BBIABJICHHOI'O I'MCTOJIOTUYCCKH.

[0199] Jlnst mepenaym naHHBIX MBIIMHON Monenu B ceTb B3K uenoseka cHauana

CO3JaJIM «T'YMaHU3UPOBAHHYIO» BEPCHUIO KaXKAOW CUTHATYPHI I'€HA JICYEHUs TyTEM
KapTHPOBAHUS MBIIIUHBIX T€HOB C X OPTOJIOTaMHU YeJioBeKa (767 reHOB 1JIs aHTUTENA
k MJI-23p19 u 274 rena ans anturena kK PHO—a). MbIHbIE reHbl KAPTUPOBAIH C
UX OPTOJIOTaMH HYeJIOBeKa ¢ UCnojb3oBanneM 0a3bl qanHbix NCBI HomoloGene
(https://www.ncbi.nlm.nih.gov/homologene) (Build 68, 04/14/2014). Unentudukarop
kaxxgoro rera NCBI a1t ka»xaoro MbIIIMHOIO I'eHa COOTBETCTBOBAJ BCEM
COOTBETCTBYIOLINM UACHTU(PUKATOPAM YEJIOBEUECKHX T€HOB, OTHOCAIINXCS K TOMY K€

KJIACTEPy MpeaAnoara€Mbix OpTOJIOTOB.

[0200] DneMeHT 0a3bl JAHHBIX CUUTAIN 3HAYUMbIM, €CJIU €r0 OTHOCTOPOHHEE

3HaueHne ToYHOro E-kpurepust @uinepa (p-3HaueHne ¢ KOPPEKTUPOBKOI

Bboudepponn) cocrassuio meree 0,05.

[0201] Jlnst onpenenenust 0OOTalleHNs TEHOB JIOKYCOB Tipu uccienoBanusx B3K,

aCCOLIMMPOBAHHBIX C U3y4eHHEM Bcero reHoma (uccnenosanne GWAS) B moxcersix
T'€HOB OBLI MPOBEAEH runepreoMmerpudeckuii Tect B Excel (pyHkums
HYPGEOM.DIST). Criucok reHoB, HCIIOJIb3yEeMbIX Il OOOTaILeHHs JIOKYCOB IPU
usyuenuu B3K B uccnenosannu GWAS, Obut B3siT U3 pabotsl Jostins et al, Nature

2012(8) u Liu et al, Nature Genetics 2015(9).

[0202] Hcnonb3ys 3TH CUTHATYPBI TYMaHU3UPOBAHHBIX T€HOB, aHAJIN3 O0OTaIlEHHS

OTAENIbHBIX CUTHATYP JIeUeHHs ObLI pacIIMpeH TaKUM 00pa3oM, 4TOOBI 3aXBaTHTh
nyTH denoseka. CUrHaTypa reHoB s jiedeHus: antutesnom k ®HO-o, Obuta

06orameHa KJIIETOYHBIM OTBETOM Ha CTPECC, JTUTIUAAMHU, MeTab0IU3MOM aKTHBHBIX



5

10

15

20

25

30

57

¢dbopm KucIopoaa, reHaMH BOCHAIUTENBHOIO OTBETA U MOBBIIIEHHEM SKCIPECCHU
reHOB B OnonTarax nanueHTos. Curnarypa nedeHus: anturenom k MJI-23p19 Obuta
oQoraieHa KJIETOYHbIM METa0O0IN3MOM, peryisuueii npoaudepayiu 1 CHUXKEHUEM

SKCIIPECCUH M€HOB 3KCIPECCHUU TeHOB B OronTaTax naiueHTos ¢ B3K.

[0203] 3aTreM 3TH r'yMaHU3UPOBaHHbIE CUTHATYPbI FT€HOB KapTHPOBAJIN Ha

OaitecoBckyro cetb CERTIFI u co3naBanu noaceTH ie4eHus ¢ UCTIOIb30BaHHEM
UHCTPYMEHTa BU3yaIH3aliK, 0a3UPYIOMIErocss HA MHTEPHET-TeXHONOTusIX. CIUCKH
T'€HOB CO3/14JIM B BUZIC TEKCTOBBIX (hailJIOB C pa3aenuTeIs MU TaOyJSIIMUA U BHECITH B
0a3y nanHbix. CIIUCKU T€HOB MPUMEHSUTH K OaliecOBCKOM ceTn T26 mist OLIEHKH BCEro
kumeyHnka (cerb CERTIFI (7)), a ux nepBeIx coceneii (reHsl B mpexaenax 1 stama ot
BBIOPaHHOTO T'€HA, B BOCXOALIEM MIIM HUCXOSIIEM HAIPaBJIEHHH) UCTIOIb30BAIH

JJIA CO3aaHUA ITOACETH.

[0204] OTH MOJACETH MO TUITY JICUEHUS COAEPKAT IeHbl, MOIU(ULIIUPOBAHHbIE

anturenoMm k ®HO—a unu anturenom k MJI-23p19 B MplmHON MOzenH, KOTOpBIE
OTpa)karoTcsl B TKaHU 4enoBeka ¢ B3K u HenmocpencTBeHHO B COCETHUX C HUMU T'€Hax
B ceTr. Takum oOpa3oMm, aHaIH3 OOOTAIeHHs STHX MOJCETeH MOXKET JaTh
NpeACTaBJIeHNe O ONONIOTHYECKUX MyTSX, HALIEIEHHBIX Ha Ka)KI0€ TePANeBTHUECKOe

CpE€ACTBO B KOHTCKCTC HOpa)KeHHOﬁ TKaHH YCJIOBCKA.

[0205] Ha ®ur. 3A u ®@ur. 3b nokasaHbl CUrHaTypbl TYMaHU3UPOBAHHOT'O JIEUEHUS TIPH

MoHoTepanuu anturenoM k PHO-o wn antutenom k MJI-23p19 uz monenu
MBILIMHOTO KOJIUTA, MHAYLUPOBaHHOTO aHTuTenamu Kk CD40 u npoerupyemMoro Ha CeTh
CETIFI skcnipeccun rera y maurienToB ¢ B3K. st mony4enns nmoacereit mo Tumy
JIeYeHHsI U3BJIEKaNH NIEPBBIX coceniell F'eHOB B Mpeaesnax ceTu nauueHTos ¢ B3K.
[lepexpbiBaHne MeXy T€HAMH, MPUCYTCTBYIOLUMHU B MOACETSIX JIEYCHUSI aHTUTEJIOM K
OHO-a u aaturenom k MJI-23p19, nokazano Ha nuarpamme Benna B ieHTpe.
HaubGonbmmii monkIFOYeHHbIH KOMIIOHEHT OOIIel MOJCETH JICYSHUST aHTUTEJIOM K

OHO—a u anturenom k MJI-23p19 nokaszan Ha ®ur. 3b.

[0206] HecMmotpst Ha TO, 4TO NPU aHAIH3€E NEPEKPBIBAHUS HCXOAHBIX CUTHATYP F€HOB HE

OTMeUaJIoch oOoraIeHust CrenuduuecKiuMy OUOJIOrMISCKUMHE My TSIMH, LIEJICBOM aHAJIH3
CaMOro OOJBIIOrO MOAKITFOYEHHOTO KOMIIOHEHTA TTOJICETH KaK ISl JICUSHHUs] aHTUTENIOM B
®HO—q, Tak u aaTutenom k UJI-23p19 He BbisiBIUT 0OOTAIEHHSI TEHOB, PEryJISsLINS

KOTOpBIX HapylueHa B TKaHsx naiueHTos ¢ B3K, a takske B nokycax resos B3K B
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uccienosannd GWAS. 310 yka3bIBaeT Ha TO, 4TO 3((EKTUBHOCTD 3TUX OTIEJIBbHBIX
MEXaHH3MOB MOXET OBITh HACTHYHO OIOCPEA0BAHA HANIPABJIEHHBIM BO3/1€HCTBEM Ha
o011re OCHOBHBIE ITyTH BocnaieHust. [lepekppiBaHNe STUX ABYX TEPAeBTUIECKUX
niozicerei ObLIO cylecTBeHHO oborareHo jokycamu renoB B3K B uccnenosannu GWAS
(p =0,001) 1 renHamu ¢ NOBBILIEHHOMN SKCTIpeccuelt B TkaHu nanueHTos ¢ B3K
(MHOKECTBEHHBIE CUTHATYPbI; BbicIee E-3Hauenne curnarypsi 7.25e-27) (@ur. 3).
VHUKaJIbHBIH Y9aCTOK MOACETH MpH JieueHn anturenom k @HO, Obut cyiiecTBeHHO
06oraleH CUrHaTyPaMi I'eHOB HeiTpoduios u Makpodaros CD11b" (E-3Hauenns 8 28e-
10 1 2,41e-06, COOTBETCTBEHHO), B TO BPEeMsi KaK YHUKAJIbHBIA Y4aCTOK IMOJCETH NPH
nedeHnu anTutesioM k MJI-23p19 Obu1 cyiecTBeHHO 00OTalleH SMUTETHATbHBIMI
kJeTkamu Tosctoi kumku (E-3Hauenne 1,27E-32). Dto cornacyercs ¢ poibto MJI-23 B
CTUMYJISILIU SKCIIPECCUU LIMTOKUHOB, Takux kak MJI-17A u NJI-22, xoTtopble BIUSIOT Ha
Ouonornueckre nokasaTeiy SIUTENHAIbHBIX KIeToK. OTHOCHTENmbHOE oboraleHue
MHEJIOUAHBIX KJIETOK U STTUTENINAIBHBIX KJIETOK B YHUKAIBHBIX O0JIACTSIX CETH MPH
neueHnu antutenoM kK ®PHO—a u anturenom k MJI-23p19, cooTBETCTBEHHO, TTO3BOIMIIO
BBIIBUHYTb JIOTIOJIHUTEIIBHYIO TUIIOTE3Y O TOM, YTO KOMOWHHPOBAHHAs T€panHsi 0OOUMH
AHTHUTENIAMU MOKET 00€CIIeUNTh IPENMYIIECTBO 3a CUET HAIIPABJICHHOTO BO3/IEHCTBHS Ha
pa3IMYHbIE TUIIBI KJIETOK, yuacTByromux B naroreHese B3K. B cyiiectBenHol crenenn
AHAJIOTMYHbIE PE3YJIbTaThl HAOIIOJAIICH ITPU MPOBEEHUH CETEBBIX aHAJIM30B TOTO XKe
THIA C UCIIOJIB30BAHUEM CUTHATYP N'€HOB, MOJIyYE€HHBIX ITpH JiedeHun anturenoM k @HO-
o unu anturenom k MJI-23p19 B oproroHanpHON MBILIMHON MOJETN BOCTIAIEHUS
KULIEYHUKA, MOJIEH KOJIUTA ¢ IepeHOCOM T—KileToK. B COBOKYNHOCTH 3TU CETEBbIE
aHaJIU3bI ITOKA3BIBAIOT, YTO MeXaHu3MbI AeiicTBus antutena kK ®HO-o u anturena k MJI-
23p19 paznuyaroTCs, HO MPU 3TOM UMEKOT CXOKHE MOJIEKYJISIPHbIE IpaliBepbl BOCHAJICHUS

KHUINICYHUKA.

[0207] IIpumep 4: AHanu3 pacUIMPEHHOTO AUAIA30Ha 103 IPU JIEUEHUH aHTUTEIaMU

Kk @PHO-o u anturenamu xk MJI-23p19 npu xonurte, UHAYLIMPOBAHHOM aHTUTEIAMH K

CD40

[0208] Jlnst obecriedeHust OMOTHUTEILHOUN OLleHKH 3(pPeKTOB KOMOUHUPOBAHHOM

Tepanuu ObUIO MPOBEIEHO PACIIMPEHHOE HCCIIEIOBAHNE OTBETA HA 103y B MOAEIH
KOJIUTA, UHAYLUPOBAaHHOTO aHTuTeNoM kK CD40, Ay onpeneneHuss MUHIMaIbHON
3¢ pexTUBHOM A03BI AT KAXKAOTO BUA AaHTUTEN. 32 ONHH AEHb 10 HHIYKIUH

3a60eBaHKs ArOHUCTUYECKUM aHTuTeoM k CD40 camkam mbiueit RAG2” /6
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oA antuteso k MJI-23p19 (CNTO 3723 B koruentpanuu 50, 15, 5, 1,5, 0,5,
0,15 mxr/mpims), antureno k @PHO-o (CNTO 5048 B konuentpauuu 150 u
15 MKr/MbILIb) WK U30THIHYECKUH KOHTPOJIb (50 MKI/Mbib). ITpoTokon 00o01ieH B

Tabune 4 HUxKe.

[0209] Tabmuua 4: Ouenka 6ojiee HU3KOTO JUana3oHa 103 sl OTAEIbHBIX aHTUTEN K

OHO-0 u UJI-23p19 B Mmopenu xonuta CD40

Hccnenyemprit Clocob Tlosa ucio

nperapar KUBOTHBIX
Haupnrnie Her 5
KIETKH
EID%C;)T b B/6 10 mur/kr, JeHn —1 5
CNTO 6601 B/6 50 MKI/MBIIIL, €U —1 10
CNTO 3723 B/6 50 MKI/MBIIIL, €U —1 10
CNTO 3723 B/6 15 MKI/MBIIIL, JeHb —1 10
CNTO 3723 B/6 5 MKI/MBIIIL, J€HL —1 10
CNTO 3723 B/0 1,5 MKI/MBIIID, J€Hb —1 10
CNTO 3723 B/O 0,5 MKI/MBIIIb, J€Hb —1 10
CNTO 3723 B/O 0,15 MKI/MBIIIL, AeHb —1 10
CNTO 5048 B/6 150 MKI/MBIIIL, JeHb —1 10
CNTO 5048 B/6 15 MKI/MBIIIL, JeHb —1 10

[0210] Maccy Tena oTChneKuBaiu ¢ IHA —1, KOraa MpliiaM BBOAWIN aHTUTENO miu PBS,

710 TIpeKpalleHus BBeeH!s Ha 7-11 neHb. JlanHble npencrasieHbl Ha Our. 4A, Our. 4b,
@ur. 4B u @ur. 4I'. Kaxnas TuHUS NPEeICTaBIAET CPeHEE 3HAUSHNUE TPYIIIBI CO
CTaHIapTHOM OIHOKOH (n = 10; e4eHre aHTUTENIOM; N = 5; KOHTPOJIbHAS TPYIINa,
BBeneHre PBS; n = 3, HHTaKTHBIE )KMBOTHBIE KOHTPOJIBHOMN IPYIIIbI), TOKA3aHHBIE B BUIE
MPOLIEHTHOTO M3MEHEHHsI OTHOCUTENBHO JHs — | (myHKkTHpHAs uHus). B Tabnumie
NOKa3aHa 3HAYUMOCTb PA3JIMYUi [0 CPABHEHUIO C M30TUITNYECKON KOHTPOJIBbHON
IPYNIION aHATM3UPOBAIN AJIS1 KQXKIONU SKCIIEPUMEHTAIBHOMN IPYMIIbI C TOMOILBIO 2-
(baKTOPHOTO TUCTIEPCHOHHOTO aHAJIN3A C ATTOCTEPUOPHBIM KPUTEPHUEM MHOXKECTBEHHBIX
cpaBHeHuil JlaHHETTA U p-3HAYEHUN [T KAXKIOM TOUKH BPEMEHU. P-3HAYECHNS,

YKa3bIBAKOIINEC HA 3HAYHUTECIIbHBIC PAa3JINiKA, BbIICICHBI }KUPHBIM LHpI/I(I)TOM/KprI/IBOM.

[0211] B rpynne n3oTunn4eckoro KOHTPOJIsl OTMEYAIOCh YACTUYHO 3HAYUMOE

YBEJIMUECHHE NTOTEPU MACCHI TeJIa MO CPABHEHUIO C KOHTPOJIBHON IPYNIOH, MOTyYaBLIeH
Hocurenb. Jleuenue anturenom k MJI-23p19 nokazano yaCTUUHYIO 10303aBUCUMYIO
3aIIUTY OT MOTEPU MACCHI TENA, HAYMHAS CO 2-T0 JHS NPU BBEIECHUU JIBYX CaMbIX

BBICOKHX 7103 (15, 50 Mkr/mbimb). Tonbko npu camoit HU3KOM 1o3e anturena k MJI-
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23p19 (0,15 MKI/MBIIIb) 3aIIUTHI OT MOTEPU MACCHI TEJIA HE HAONIFOAAIach, KaK TIOKa3aHO
Ha @ur. 4b. Jleuenue antutenom kK PHO-0 MOTHOCTHIO 3aLIUINATO OT MOTEPU MACCHI
Tena npu Oonee BeICOKOH 103€ (150 MKI/MbIib), HO Mpu Oosee HU3KOI 103e

(15 MKI/MbILIB) OTMEYANIACh TOJIBKO YacTuyHas 3amura. Cm. Our. 4B.

[0212] Jns onpenenenust 1uana3oHa 103 FTUCTONATOJOTHYECKUN aHAN3

MPOKCUMAJIbHOTO OTAEsa TOJICTON KUIIKH MOCJIe MOHOTEPANNU aHTUTEJIAMU
MIPOBOAMIIN ClIEAYIOUM 00pa3oMm. I1o okoH4aHuu (eHb 7) MPOKCHUMAJIbHBIE CPE3bI
TOJICTOM KHIIKH BHIHUMAJTH, TPOMBIBAITH, PUKCUPOBAJIH U 3aTEM OKPAIIHUBAJIH
reéMaTOKCUJIMHOM M 303UHOM. OKpalleHHble 00pa3ibl HCCIEAOBAIUCH HA MPEIMET
TUCTONATOJIOTUUECKUX U3MEHEHUM MAaTOJIOTOM B 3aCJICTVICHHOM PEXUME C
HCIOJBb30BaHUEM OLIEHKH TsKeCTH OT 0 10 20 B COOTBETCTBUM C POTOKOJIOM,
npuseneHHoM B [Ipumepe 1. Jlannble npeacrasnensl Ha Our. SA, Our. 5b u @ur. 5SB.
I'ucronarosornueckoe NCCAeIOBaHUE HE BbIABUIIO OTKJIOHEHUN Y HMHTAKTHBIX
JKUBOTHBIX. Pa3znuuus Mexxny rpynnamu, NOJIy4YaBlIMMU aHTUTENA, U
COOTBETCTBYIOLIUMH U30TUIMHUYECKUMH KOHTPOJISIMUA AHAJTU3UPOBAIN HA 3HAYMMOCTbD C
MOMOIIBIO OJHO(PAKTOPHOTO JUCTIEPCUOHHOTO aHAINU3A (KPUTEPUS MHOKECTBEHHBIX

cpaBHennii Cunaka). JInHueH noka3aHo MeUAHHOE 3HAYEHUE /IS TPYIIIIbL.

[0213] I'mcronaronornyeckoe UCCaeA0BaHUE TOJCTON KUIIKH BBIIBUIIO

J0303aBUCUMYIO 3aLIUTy OT KOJIUTA NpH JiedueHuu anturenamu k MJI-23p19, kak
nokazaHo Ha @ur. 5b. [Ipu nose 50 mxr/mbiub BBeneHue antutena k MJI-23p19
o0ecrneYrBao MOYTH MOJHYO 3aIuTy. YacTUYHYIO 3auTy OOHAPYKUBAIH MTPH
103ax aHTUTEN 15 MKT 1 5 MKT, a pu 103ax 1,5 MKr U HUKE 3aLUThI HE
Habroanock. Hanpotus, aist AByX ypoBHe# no3bl anTutena k ®HO-a (150, 15 mkr)
3HAYUMBIX 3PPEKTOB JEUEHHST HA TUCTOMATOJIOTHIECKUE TIOKA3ATENN TOJICTOW KULIKH
oOHapyskeHo He Obut10. CM. @ur. SB. DTH pe3yabTaThl MOATBEPKIAOT, YTO
OnokupoBanue curnanusanuu MJI-23 B naHHOI MOeNu SIBJIsieTCS
BBICOKO3()()€KTUBHBIM B OTHOIIEHUHU KomTa. HecMOTpst Ha 3¢ eKTUBHYIO 3aIUTY OT
CHCTEMHOT'O BOCTIAJICHUS (UTO MOATBEPKAAETCS YMEHBIIEHHEM MTOTEPU MaCChl TENA),
uHrubuposanne ®PHO-o B naHHON MoAenu 00eCeunBaeT JUIIb YMEPEHHYIO 3aLIUTY

OT KOJIUTaA.

[0214] ITpumep 5: Onpenenenne NPOTUBOBOCHATUTENBHON aKTUBHOCTH KOMOWHAIIMN

¢dukcupoBanHoit 1036l anTuTena k ®HO-o u paznuuHex 103 anTUTeNa K MJI-23p19 B

MOJI€NIA KOJIUTA, MHAYLUPOBAHHOTO aHTUTENOM k CD40
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[0215] Hccnenoanne KOMOMHALIMY MPOBOAUIIM HA MOZEIH KOJIUTA, UHAYLIHPOBAHHOTO

anrurenom k CD40, ¢ ucnonpzoBanneM PUKCHPOBAHHOM 10361 anTuTeNa K ®PHO-0
(500 MKr/MpbIIb) B KOMOMHALIMY C PA3IUYHbIMU o3aMu aHTuTena k MJI-23p19 (1,5, 5,
25 mkr/mbiib). Takske OLieHKa BKITFOYAIa MOHOTEPAITHUIO COOTBETCTBYIOLIMMU JO3aMHU

anrutena k MJI-23p19. [Tporokon 06001eH B TaOnULE 5 HUKE.

[0216] Tabnuua 5: OueHka MOHOTEPAITUU BHICOKMMH f03amMu aHTuTena K ®PHO-ao u

HU3KUMU 103amu aHTuTena K MJI-23p19 no cpaBHeHHIO ¢ X KOMOUHALIMEH B MOJIEH

KOJIUTA, MHAYLUPOBAHHOTO aHTUTeNoM kK CD40

Hccnenyembrit CLocob Tosa Yucio
mpenapar KABOTHEBIX
Hansnrie Her 5
KJIETKH
Hocurenn
(PBS) B/6 10 ma/kr, gens —1 10
CNTO 6601 B/6 525 MKI/MBIIIL, J€HD —1 10
CNTO 5048 B/6 500 MKI/MBIIIL, J€HL —1 10
CNTO 3723 B/O 1,5 MKI/MBIIIL, AeHb —1 10
CNTO 3723 B/6 5 MKI/MBIIIL, €U —1 10
CNTO 3723 B/6 25 MKI/MBIIIb, 10D —1 10
CNTO 3723 +
CNTO 5048 B/0 1,5+500 MKI/MBIIIL, AeHb —1 10
CNTO 3723 +
CNTO 5048 B/O 5+500 MKI/MBIIIIL, AeHb —1 10
CNTO 3723 +
CNTO 5048 B/O 25+500 MKI/MBIIIb, JeHb —1 10

[0217] AHaJu3 OTepU MACChI TeJa MOCIe MOHOTEPANTUU 1 KOMOMHUPOBAHHOTO

JeueHus BbICOKOH no3oit anturena k ®HO-o 1 Hu3ko0it n1o30it antutena k MJI-23p19

MIPOBOIMIIN CIIENYIOIUM 00pa3oMm.

[0218] Maccy Tena OTCIeKUBaju ¢ AHS —1, KOraa MpliliaM BBOAWIA AHTUTENO

(MBoTHIIUYECKHI KOHTPOJIb: 525 Mkr; antuteno k ®HO-a.: 500 mkr; Antureno k M-
23p19: 25, 5, 1,5 mkr) wm PBS (10 mi/kr) no okonuanus jgedenus (7-i neHb). JlaHHbIe
nokasanel Ha @ur. 6. Kaxknast TuHUA PEACTaBIAeT cpenHee 3HaueHue 1o rpymmne (n = 10;
AHTHUTENIO M HOCUTENb; N1 = 5, HHTAKTHBIE YKUBOTHbIE KOHTPOJILHOH TPYIIIIBI), ITOKa3aHHbIE
B BHJI€ MPOLIEHTHOTO U3MEHEHHSI OTHOCUTENBHO THA —| (MIyHKTHPHAS! JIUHSA).
3HAYMMOCTb Pa3JINUUil [0 CPABHEHHUIO C U30TUNNYECKON KOHTPOJIBHO Ipynmnoi
AHATM3UPOBAIH TSI KKIOH SKCIIEPUMEHTAIBHOMN IPYIITbI ¢ TOMOIIBIO 2-(haKTOPHOTO

JAUCIIEPCHOHHOTO aHAJIN3a C allOCTEPUOPHBIM KPUTEPHEM MHO)KECTBEHHBIX CPABHEHUI
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ﬂaHHe’TT a. P-3HaueHmst JUTA KKAOTO OHSA UCCIIEA0BaHUA IIPUBEICHBI B Ta6J'II/II_Ie 141

BBIZIEJIEHBI )KUPHBIM IIPUPTOM/KYPCHBOM, €CIIM OHH YKA3bIBAIOT Ha 3HAYUMOCTb.

[0219] B cooTBercTBuu € mpeapIny MU UCCIEA0BAHUSIMU BBICOKUE TO3bI aHTUTENA K

OHO-0 NOTHOCTHIO 3aLUINAIN OT OTEPU MACChI TeJla, Kak rMoka3zaHo Ha dur. 6b.
Hanporus, MmoHoTepanus antutenoM k MJI-23p19 Bo Bcex nozax obecneunsana
YAaCTUYHYIO 3aIIUTY OT MOTEPH MAcChl TeNla, OCOOSHHO Ha MO3HEN (ha3e KOIUTA,
uHIyupoBaHHOTO aHTUTENOM K CD40. CMm. @ur. 6B. KomOuHarms anturena k ®HO-o u
antutena k MJI-23p19 He obecrnieunia TOMOJTHUTENBHOTO OOHAPYKUBAEMOTO
NPEUMYIIECTBA B OTHOIIEHUH YMEHBIICHHS TIOTEPH MACChl TEJa IO CPABHEHHUIO C
MoHoTtepanuei (Pur. 61°). be3 orpaHryeHmi, HaKJIaIbIBAEMBIX KaKOH—JTNOO0 TEOpHEH,
5TOT 3 heKT MOKeT ObITh OOYCIIOBIIEH HAIEKHON 3 (PEKTUBHOCTHIO MOHOTEPAITHH

aatutesnioM kK ®HO-0 B OTHOLIIEHUH 3TOTO MapaMeTpa.

[0220] ['ucronaronornyeckuii aHaIu3 NPOKCUMAJIBHOTO OTAENA TOJICTON KUIIKU

MPOBOIJIH TIOCJIE MOHOTEPANMY Y KOMOMHHUPOBAHHOTO JIEUEHNS BLICOKMMH J103aMU
anturena kK ®PHO—-o u Husknmu no3zamu antutena k MJI-23p19. Iocne 3aBepruenus (7-i
IeHb) 00pa3Lbl MPOKCUMAIIBHOW TKAHH TOJICTOM KHUIIIKH U3BJIEKAJIH, TPOMbIBAJIH,
(uKcHUpoBaHy, 3aTEM OKpPAIINBAINA NeMAaTOKCUIIMHOM U 303MHOM U UCCIIEIOBAIIN Ha
NPEAMET TUCTONATOIOMMYECKUX U3MEHEHUH NTAaTOJIOIOM B 3aCJICTITIEHHOM PEXKUME C
oueHkol TsbkecTH 0T 0 10 20 B COOTBETCTBUU € MPOTOKOJIOM, NpuBeneHHOM B IIpumepe 1
Boite. Jlanublie npencrasnensl Ha @ur. 7A, @ur. 7b u @ur. 7B. I'ucronaronoruueckoe
UCCIIEIOBAHNE HE BBIABUJIO OTKJIOHEHUHN Y MHTAKTHBIX KUBOTHBIX. Pazmuuus Mexxny
rpymnamy, NOJy4aBIIUMU AHTUTENA, U COOTBETCTBYIOLIMMH U30TUITHYECKUMHU
KOHTPOJISIMU aHATM3UPOBAJIM HA 3HAYUMOCTD € IIOMOLIBIO OAHO(AKTOPHOTO
JUCTIEPCHOHHOTO aHaJi3a (KpUTepHsi MHOKECTBEHHBIX cpaBHeHni Cunaka). Jlnnuei

TMOKa3aHO MEAUAHHOC 3HAYCHHUE IJIA I'PYIIIbL

[0221] Kaxk nokazano va ®@ur. 7A, @ur. 7b u @ur. 7B, aarureno xk ®PHO-a

(500 MKr/MbIIIB) HE 0OECTIEUNIIO CYIIECTBEHHON 3aIUThI TOJICTOW KHUIIKH OT
NaTOJIOTUH, BBISIBIISIEMBIX ITPH THCTOMATOJIOTHYECKOM UCCIIEOBAHHIH, TIO CPABHEHHIO C
M30TUITUYECKUM KOHTposieM. Jleuenue anturenom k MJI-23p19 (1,5, Su

25 MKI/MBIIIb) MMOKA3aJI0 JO303aBHCUMYIO 3aLIUTYy OT KOJHTA, IPH 3TOM IPU CAMOH
HU3KOH no03e (1,5 MKI/MbIib) 3amuTel He Habmoaanack. YaCTUYHYO 3aIIUTY OT

KOJIUTa HaOJIFOAAH MPH ABYX OoJiee BHICOKUX 033X (5 U 25 MKI/MBIIIB).
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[0222] B cBsa3u ¢ manbim konmnuectsoM anturena UJI-23p19, ucnonapsyemoro aist

JICYEeHUs], CTATUCTUYECKYIO 3HAYUMOCTb IJI1 MOHOTepanuu anturenom k MJI-23p19
PacCUMUTHIBAIIN MO OTHOLICHUIO K KOHTPOJIBHOU IPyIIINE, MOJy4YaBIIed HOCUTENb, HO
0e3 yueTa pe3yJbTaToB JJIsl BHICOKO# 103bI (525 MKI/MBILIb) H30THITUYECKOTO
KOHTpOJIsl. Bce KOMOMHMPOBaHHbIE CXEMBI JICUEHHS TIPOJEMOHCTPUPOBAIIH
CYLIECTBEHHYIO 3aLUTy OT BOCHAJICHUs TOJICTH KUIIKHU 10 CPABHEHHUIO C
moHotepamnueit antureaoMm kK PHO—-a. Cm. @ur. 7A, Gur. 7b u @ur. 7B. Cnenyer
OTMETHTb, YTO B CJIy4ae CaMOW HU3KOH JJ03bl KOMOMHHPOBAHHOTO JICYEHHUSI, KOTOPOE
npoxoamio oueHky (antuteno k ®HO-o B no3e 500 mkr/mbimnb + anturesno k M-
23p19 B nose 1,5 Mkr/mbib), 06a BUAa MOHOTEPAMU He 00eCTIeUmIn KaKoH-TH00
3aIUThI OT HAPYLIEHUH B TOJICTOHN KHUIIKE, BBIABISAEMBIX IPU MMCTONATOJIOTHYECKOM
UCCJIeIOBAHUH, OAHAKO AEMOHCTPUPOBAIN 3HAYUTEIBHOE YJIy4dlleHNe
THCTOTATOJOrMUECKHX TOKa3aTeNel npu BBeneHn B komOuHamu. Cm. @ur. 7A.
HenpenBuneHHBIM OTKPBITHEM CTAJIO TO, YTO OTHOCHUTENIbHO HEOOJBIIOE KOJTMUECTBO
aatutena k MJI-23p19 B komOunarmu ¢ antutenom k @HO-o, (Hanpumep, B
cootHomenunu 1:333 (macc./macc.)) obecrieunio HabIIOgaeMoe CYIEeCTBEHHOE
YJIy4LIEHHE THCTOMATONIONMYECKUX MMOKA3aTeel TOJACTON KUIIKU. Takke
HETIPEeIBUCHHBIM OTKPBITHEM OBLIO TO, YTO MMCTONATOJOTMYECKUE MTOKA3aTEIH
TOJICTOM KHUIIKH, HAOMO1aeMblil B rpymre, nonydasiieit antureno k ®PHO-a B noze
500 mkr/mbIimb + anTuteno k MJI-23p19 B nose 1,5 MKI/MbILIb, CTATHCTUYECKH HE
OTJINYAETCs OT TAKOBOTO, HAOJIIOJAEMOTO B IPYIINE H30THIINYECKOrO KOHTPOJIS.. DTH
Pe3yJIbTaThl IOKA3bIBAIOT, YTO KOMOMHUPOBAHHOE JIe4eHHE (PUKCHPOBAHHBIMU
BbICOKUMH f03aMu MAT k @HO-o u cybonTumansHoi HU3KO0M no3oit UJI-23p19
o0ecrneynBaeT JIyUIIyIO 3aIIHUTY IO CPABHEHUIO ¢ MOHOTEpAIHel 3TUMH JIBYMsI

AHTUTCIIaMU.

[0223] [Tpumep 6: KomOuaupoBanHoe seuenne antutenoM kK ®HO—a 1 anTHTENIOM K

NJI-23p19 BamsieT Ha YHUKAJIBHYIO TIOACETh, OOOTAIICHHYIO My TSIMHU 32KUBIICHHS PaH

[0224] [TpoBonmIack oLeHKa MOJIEKYJIIPHOTO BO3IEHCTBHISI KOMOMHUPOBAHHOMN

tepanuu antutesoM kK @HO—a u antutenom k MJI-23p19 B cpaBHeHuu ¢
MOHOTepanuen. [ 'yMaHU3NpOBaHHBIE CUTHATYPBI SKCIPECCUU T€HOB B TOJICTON KULIKE
npu MoHOTepanun aututesoM kK PHO-a (500 MKr) mnm BBICOKON 10301 aHTHUTENA K
NJI-23p19 (25 MKTr) nepeKprIBAINCH C CHTHATYPOH SKCIIPECCHH T€HOB IPH

koMOuHupoBaHHOH Tepanuu (anTuTen0 K ®PHO-0 B no3e 500 mxr/antureno k MJI-
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23p19 B no3e 1,5 MKT) ¢ LEJbIO ONPeAeNTh, ObLT I MOJIEKYJISIPHBIN OTBET Ha
KOMOWHUPOBAaHHYIO Teparuio aHturenoM k ®HO-o u Hu3koit 10301 anTurena k MJI-

23p19 onocpenoBaHHBIM MM YHUKAJIBHBIM 110 CPABHEHHUIO C JFOOOH MOHOTEparyei.

[0225] s neuenns anturenom k MJI-23p19 Gbuta BoiOpana 103a 25 MKT € LEJbIO

cpaBHUTH 3P heKT KOMOMHUPOBAHHOTO JieueHus anTutesoM kK PHO-a ¢ s dexrom
MoHoTepanuu antutesnom k MJI-23p19 B cybonTuManbHO# 103€, AEMOHCTPHUPYIOLIEH

3¢ (HeKTUBHOCTD B MOIEJIH.

[0226] Kak u B uiccnenoBanuu 1, Aist KaXKA0W MOHOTEPANUN U KOMOUHUPOBAHHOTO

JedeHHst ObUIA CO3/IaHbl TYMAHU3HPOBAHHBIE CUTHATYPBI TEHOB TOJICTOW KUIIKH C
LIEJIBIO OLIEHKH TUTOIIAIN TIEPEKPBIBAHHS CUTHATYD, TEHEPALIUH ITOICETEH JICUSHUS U
NPOBEICHUs aHaTN30B oborarenus. JlanHble npencrasieHsl Ha Dur. 8 ciesa. bbuio
O0Hapy>KEHO, YTO ABECTH JIBA/ATh TE€HOB PETYJIUPYIOTCA YHUKAIBHO U H30HUPATENIBbHO
nocie kKoMOnHupoBaHHOH Tepanuu (500 Mkr anTuTena k ®HO-0/1,5 Mkr aHTHTENA K
NJI-23p19) no cpaBHeHuto ¢ modoi MmoHotepanuei (500 mkr antutena k @PHO-o mn
25 mxr antuTena k MJI-23p19). 3tu reHsl npuMeHsTH K 0alieCOBCKOM ceTH Auis
oueHku Bcero knmeyHuka (cerb CERTIFI). Camblit O0bInoi MOIKIFOUEHHBIN
KOMITOHEHT NOJIyY€HHOW MHAYLIMPOBAHHON ONHO3TAITHOM MOACETH MOABEPIIH
aHamM3y o0oraleHus], pe3ybTaThl KOTOPOro npeacTaBieHsl Ha Pur. 8, crpasa.
CerteBoii ananu3 5Tux 220 reHOB MMO3BOJIUI BBISIBUTH YHUKAJIBHYIO TIOACETH (KaK
nokazaHo Ha @ur. 8) a1 KOMOMHHPOBAHHOTO JIEUEHHsI, KOTOpasi ObLTa oborameHa
¢dubpobnactamu, OpraHU3aLMIO BHEKJIETOYHOTO MATPUKCA, THUITbI KJIETOK U MyTH,
YUYaCTBYIOLIHE B 32)KMBJICHUH PaH U CIU3UCTOI obonouku. Takum oOpa3om, ieueHue ¢
npumMeHenueM antutena kK ®PHO-o, u anturena k MJI-23p19 moxer obecnieuntsb
JOTIOJTHUTEIBHOE MPEUMYIIECTBO NPU MCIIOJIb30BAHHH B KOMOWHAIMY Ty TEM
HAIPaBJIEHHOT'O BO3/ICHCTBHS HA OOINUE M YHUKAJIBHBIE ITyTH, CBSI3aHHBIE C

3a00JIEBAaHUEM.

[0227] ITpumep 7: Knunnueckoe uccnenosanue anrutena k ®PHO—o u anturena k M-

23p19 B neuennn AK

[0228] PanpomusupoBaHHOE ABOHHOE CIEMOE MHOTOLIEHTPOBOE KJIMHUYECKOE

HUCCICOOBAHUE (1)&3131 2a ¢ aKTUBHBIM KOHTPOJIbHBIM NIPECTIapaTOM C MapaICJIbHbIMA

TPYIIaMH C HEbI0 OLleHKH 3 (PeKTUBHOCTH 1 0€30MacHOCTH KOMOMHUPOBAHHON
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TEpannumn FyCGJIbKYMa6OM u FOJ'II/IMYMa6OM Y Y4aCTHHUKOB C aKTUBHBIM SI3BE€HHBIM

KOJINTOM YMEPEHHOW WIH TSKEJIOU CTENEHU

[0229] I'ycenpkymad (TREMFY A®) npencrapisier cOO0 MOTHOCTBIO YEIOBEUECKOE
MOHOKJIOHAJIbHOE aHTUTeNO JisiMOaa ummyHornodynuHa G1 (MAT), koTopoe ¢
BBICOKOH Crelin(pUUHOCTHIO U a(PUHHOCTBIO CBSA3bIBAETCA ¢ cyObenuauLei pl9
unrepneiikuHa (MJ1)-23 yenoseka. CeszbiBaHue rycenbkymada ¢ MJI-23 Gnokupyer
cBsasbiBaHue BHekyeTouHoro MJI-23 ¢ penentopom MJI-23 Ha kieTouHOMN
MIOBEPXHOCTH, TEM CaMbIM UHTUOUPYS crieundpudeckyro Kk MJI-23 BHYTPUKIETOYHYIO
CUTHAJTM3ALIUIO M MTOCENYIOIYIO0 aKTUBALIUIO U MTPOAYKIUIO [IATOKUHOB. B HacTosee
Bpemsi ryceosikymad onodpen B Coenunennbix [lItatax Amepuku, EBporneiickom
corose, KaHazie 1 HECKONIBKUX IPYTUX CTPaHaX AJIsl JIEYeHUs OJISIIEYHOro IIcoprasa
CpeIHeN WU TsKeNIOoU cTeneHu. Kpome Toro, BO BCEM MHUpe Tak:Ke MPOBOIAAT OLIEHKY
s¢dexTuBHOCTH rycenbkymada npu ncopuatuueckom aprpure (IICA) u Gonesnn

Kpona.

[0230] I'omumymab (SIMPONI®) npencrasisieT coOO0I MOIHOCTHIO YETIOBEYECKOE
MAT Kk (akTopy Hekposza onyxonu anbdha (PHO-a), koTopoe ¢ BbICOKOH
apdunHOCTHIO CcBsA3BIBaeTcA ¢ PHO-a. D10 B3auMoeiicTBue npenoTBpaIiaeT
csizbiBaHne PHO-a ¢ ero peuentopaMu, TakKUM 00pa3oM MHIHOUPYsT
Ouonornyeckyro aktuBHOCTE PHO—a. "'onmumymad onoOpeH 1J1st Te4eHust aKTHBHOTO
si3BeHHOTO KoJnta (JAK) ymepenHo# unm Tspkenon crenenu B 6osee uem 90 crpaHax
BO BceM mupe. Kpome Toro, romumymad ogobpen no 1 unum Gonee U3 clenyromux
MIOKA3aHUH 10 BCeMy MUPY: peBMaTouaHbii apTput (RA), PSA, aHKHIO3UPYIOLIHIA
cnomunt (AS), Hepaguorpaduueckuii akCHaabHbIA CIIOHAUIOAPTPUT (nr-Axial

SpA) ¥ MONMAPTUKYJISPHBIN FOBEHUIIbHBIN Hanonaruydeckuii aptput (pJIA).
[0231] HEJIM 1 KOHEYHBIE TTOKA3ATEJIN

[0232] 3710 uccnenoBanue OyneT COCTOSATh U3 2 OTHENbHBIX (a3: ¢aza
KOMOWHHPOBAHHOTO CPaBHEHHS MMPOIOJKUTEIbHOCTBIO 12 Henenb, 3a KOTOPOH ClienyeT

(aza MOHOTEpANHHU MPOIOILKUTENLHOCTEIO 26 HeNleIb.
[0233] Lenn
[0234] I'maBHbIE LIETH

[0235] ®a3a cpaBHEHUS] KOMOMHUPOBAHHOTO JIEUSHHS
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OueHnTh KIMHUYECKYHO 3P (PEeKTHBHOCTH KOMOMHUPOBAHHON Teparuu
IyCeNbKyMaOOM 1 roJIMMyMa0OM y YHaCTHUKOB C aKTUBHBIM SI3B€HHBIM

KOJINTOM YMEPEHHOU WU TSDKEJION CTENEHMU.

Ouenntsb 6€30MacHOCTh KOMOMHUPOBAHHON TEPAMTUH I'yCEIbKyMaOOM H
roJMMyMaboM y YUYaCTHUKOB C aKTUBHBIM SI3BEHHBIM KOJIUTOM YMEPEHHON

WJIA TSHKEJIOU CTEIEHU.

Bropuunbie uenu

daza CpaBHCHHA KOM6I/IHI/IpOBaHHOF0 JICUCHUA

OueHuTs BIMSIHHE KOMOMHUPOBAHHOHN TEPAITUH TyCeIbKyMaboM H

roJMMyMaboM Ha yJIy4YHIeHHEe SHAOCKOITMYECKIX MTOKa3aTeleH.

OuenuTs BIMSHHE KOMOMHUPOBAHHOHN TEPAITUH TyCeIbKyMaboM H
FOJ'II/IMYMa6OM Ha Ka4€CTBO JKU3HH, CBA3aHHOEC CO CHeLII/I(l)I/ILIeCKI/IM JJIA
KOHKpeTHOro 3aboneBanus coctosiHueM 310posbst (HRQOL), Brirouast

yCTaJIOCTb.

Ouenuts 3 HeKTUBHOCTE KOMOMHIPOBAHHOM TEpANNH I'yCLeTUuMyMadoM
¥ FOJIMMyMaOOM IO CUTHATYpPe OTPHULIATEILHOTO OTBETA HA HCXOIHOM

YPOBHE.

Ouenutsb papmakokuHeTuky (PK), ”MMyHOT€HHOCTD U
bapmakonuHamuky (P /1) koMOMHUPOBAHHOH TEPANUU C T'YCEITbKyMaOOM U
roniumyMadbom, BKIIIO4ast usMeHeHus1 yposHs C-peaktusHoro Oenka (CPB),

(exaIpbHOro KaJbIPOTEKTUHA U APYrux onomapkepos D/

®aza MOHOTEpAINNH

OueHnuTh KIMHUYECKYIO 3¢ ()EeKTUBHOCTh KOMOMHHPOBAHHOM TEPATTHH C

MOCNIEAYIOIIeH MOHOTepauel rycebkymMadom.

Ouenntb 0€30MacHOCT KOMOMHUPOBAHHON TEPANNHU € TIOCIENYIOIIEH

MOHOTepamnuei rycespkyMadbom.

Ouenntsb 3pPexT KOMOUMHUPOBAHHOH Teparvy ¢ MOCIEAYIOLIei
MOHOTeparnuel ryceqbkyMadoM B (popMe yIyUdIIeHHs] SHIOCKOMUIECKUX

MoKa3aTeJel.
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*  OueHuTh BIUSHIE KOMOMHUPOBAHHON TEPAITNU C OCIEAYIOLIEeH
MOHOTeparuei rycenbkyMadboM Ha Ka4eCTBO KHU3HH, CBS3aHHOE CO
cnenrpUIecKuM Al KOHKPETHOT O 3a00I€BaHUS COCTOSITHHEM 37I0POBbS

(HRQOL), BrJtOUasi ycTajaocThb.

*  Ouenutb 3pPeKTUBHOCTH KOMOMHMPOBAHHOM TEPAINNH C TIOCIENYOLIeH
MOHOTeparnuei rycelibkyMadOoM 10 CUTHATYpe OTPULIATEIBHOTO OTBETA Ha

UCXOHOM YPOBHE.

*  Ouenuts @K, ummyHoreHHocTs U ®J] KOMOMHUPOBAHHOH TEPAIHH C
MOCJIEAYIOIIEH MOHOTepamueit rycebkyMabom, BKIIFOYasi H3MEHEHUSI

yposHst CPB, exanpHOro kanbnpoTekTHHa U Ipyrux onomapkepos @1
ITouckosele nenu

* HccnenoBarhb BIMsIHNE KOMOMHHPOBAHHOM TEPANTMH HA HHCTPYMEHTBI
IUTSE COOOIIaeMbIX nmanueHToM pe3yiapTatoB (PRO) (Hampumep,
Bpucronbckas mkana cryna [BSFS] u o6mas onenka manueHToM

usmenenus Tsokectu AK [PGIC)).
KoHeuHble nmoka3aTeiu
OCHOBHOI1 KOHEYHBIN ITI0KA3aTelb

¢ Knununueckuii oTBeT Ha Henene 12 onpenensercs Kak CHUXKEHUe
OTHOCHTEJIbHO UCXOTHOTO YPOBHS KOJIMYeCTBa OAJUIOB MO LIKaie Maiio
Ha > 30% u Ha > 3 OaJJIOB C YMEHBIIEHHEM OTHOCUTEIBHO UCXOIHOTO
YPOBHSI KOJIMYECTBA OAJUIOB MO MOALIKAIE PEKTATPHOIO KPOBOTEUEHUS
(RBS) Ha > 1 6amna umu konudecTBOM 0auioB mo nmoamkaine RBS,

paBHbIM O niu 1.
I'maBHBIN BTOPUYHBIN KOHEYHBIN MOKA3aTEb

¢ KinHM4Yeckas peMuccus Ha Henene 12 onpenensercs: Kak KOJIUYeCTBO
OayutoB o mkane Maio < 2 0e3 OLIEHKH 10 KaKOW-IN00 U3 OTHEIbHBIX

nomikang > 1.

ITpumeuanue. MoKHO paccMaTpuUBaTh U APYTrUe ONPEAEICHUs] PEMUCCHUH,

KOTOpPBIC 6YI[YT MOJIHOCTBIO OITMCAHbI B IJIAHC CTATUCTHYCCKOI'O aHaJIn3a

(SAP).
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[0243] I'mnoresa

[0244] ITpu KOMOMHUPOBAHHON Tepanuy ¢ UCTIOIB30BAaHUEM rycelibkyMaba u
roauMymada 4acTora KJIMHHYECKOro OTBeTa Ha Hexene 12 OyneT Bhille, 4eM B 00enx

rPynIax MOHOTEPAIIUH.
[0245]  OBILIMM IU3AUH

[0246] 3TO pPaHAOMU3MPOBAHHOE ABOWHOE CJIETIOE€ MHOTOLIEHTPOBOE MHTEPBEHIIMOHHOE
KJIMHIYECKOoe ucciieoBanne oobocaopanHocTy konueniwu (POC) ¢asbl 2a ¢ aKTUBHBIM
KOHTPOJIbHBIM MPENapaToM C NapajuleIbHbIMU IPYINAMU C LIEJIBKO OLIEHKU
3¢ ekTHBHOCTH 1 OE30MACHOCTH KOMOMHHPOBAHHON TEPAITH I'yCeIbKyMaOoM H
rOJIMMYMaOOM Y B3pPOCITBIX C aKTUBHBIM SI3BEHHBIM KOJIMTOM YMEPEHHOH WITH TSDKENION
crenenu. Llenesoi nonysLuen sIBJISIOTCSA My>K4YHUHBI WIH XKEHIUHBI B BO3pacTte oT 18 1o
65 ner ¢ aktuBHBIM JK yMepeHHO! WiH TSHKENON CTETeHH C KOJTMYECTBOM OaJlJIOB IO
mkasie Maiio ot 6 10 12 BKJIFOUMTENBHO, BKJIFOYAst OaJUT 1O SHAOCKOITHYECKOM MOIIKAIIEe
> 2 COMIACHO AAHHBIM, MOJYYE€HHBIM IIPYU LEHTPAIN30BAHHON OLIEHKE BUCOIHAOCKOINN.
VYyacTtue MOryT NpUHATH NALMEHThI, KOTOpble He MpuHUManu antaronuctsl ®HO, He
MPOXOIWIIN TPAAULIMOHHYIO TEPAITHIO EPOPAIbHBIMU I BHYTPUBEHHBIMU
KOPTUKOCTEPOUAAMH WIIM UMMYHOMOZYJIATOpaMu (6-Mepkanronyput [6-MP] mnu

asaruonpuH [AZAY]).

[0247] [Tpuem nmmyHromonysaTopos (6-MP, AZA u merorpekcata [MTX])
HEOOXOIMMO MPEKPATUTh 0 MEHBLICH Mepe 3a 2 HeJeu 10 pueMa nepBoil 1036l
UCClIeyeMoro npemnapara. J{Jis y4acCTHUKOB, MPUHUMAIOIINUX ITePOpaIbHbIE
KOPTUKOCTEPOU/IbI HA UCXOHOM YPOBHE, UCCIIeI0BATENb JOJIKEH Ha3HAUUTh
CYTOUYHYIO 103y KOPTUKOCTEPOUIOB Ha O-i Henene. B TeueHue Bcero uccienoBaHus
BCE YYACTHHUKH OYAyT MPOXOIUTH OLICHKY Ha MPEAMET KIMHUYECKOTO YXYILIICHUS
cumnroMoB SK. B 1ienoM, 10361 CONYTCTBYIOIINX TE€PANEBTUYECKUX CPENCTB IS
neuerns AK He TOJKHBI MEHATBCS 10 Hepemn 38 (3a HCKIIFOYEHHEM ITpHeMa
NepOpabHBIX KOPTUKOCTEPOUIOB, HAUMHAS C HEZENH 0), a TaAK)Ke He CIeAyeT
HA4YMHATh IPUEM COMYTCTBYIOLIUX JIEKAPCTBEHHBIX NpenapaTos AJ1s JedueHus K,
€CITU FICCIIEZIOBATENb CUUTAET, UTO UX MPHEM HEOOsI3aTeNeH ¢ MEIULIMTHCKON TOUKH
3peHusi. B ciyuae npuema 3ampelieHHbIX MpernapaToB NalueHT OyAeT HCKITIOUEH U He

OyzeT mpoaonKaTh UCCIENyEeMOe JIEUeHHE.
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[0248] [TnaHoBast SHAOCKOMHS C OLEHKOM LIEHTPAJIBHOTO SKCIepTa OyAeT MPOBOIUTH BO
BpeMsi CKDUHHUHTa/Ha ICXOAHOM YpOBHe, Ha 12-ii Henene u Ha 38-i1 Henene. YYaCTHUKH,
TIOZINTUCABIIHNE COTJIaCHe, MPONUAYT TOMOIHUTENBHOE YHIOCKOMTIMYECKOe 00CIeIoOBaHIe Ha
4-1 Hepene, KOTOpOe TaKke OyIeT OLIEHUBATHCS LIEHTPAIbHBIM SKcriepToM. OreHka
napametpoB > pexrusaoctn, @K u @I, yposHs Gnomapkepos u 6e3onacHOCTH Oyaer
TIPOBOJMTHCS B COOTBETCTBUU ¢ rpadukom meponpustuii (SoA). Obpasew KpoBu AJist
(hapMaKOreHOMHOT'O UCCIIEIOBAHMS OyIET B3SIT Y YUACTHUKOB, KOTOPbIE TOIITHCAITH
COTJIACHe JUIsl MPOXOXKIECHUS STOTO UCCIIENOBAHS COTJIACHO POTOKOY (B CITyvasix,
KOTJIa 3TO MO3BOJISIFOT MECTHBIE HOPMATHUBHBIE TPEOOBaHMs). Y 4acTHe B

(bapMaKOreHOMHOM HCCJICIOBAHUH SIBJISIETCSI HEOOS3aTEIbHBIM.

[0249] [Ipennonaraercs, 4TO NPOMEKYTOUHBIN AHAJIU3 TOMOKET B MPOTHO3UPOBAHUU
KIIMHUYECKOro pa3BuTus 3aboneBanus. 3akpbitue 6a3bl naHHbX (DBLE)
3aIyIaHUPOBAHO Ha 12-i u 38-i1 HexensIX, a OKOHYATEIbHOE 3aKpbITHE 0a3bl JAHHBIX
TUTAHUPYETCS TOCIIe 3aBEPIISHHST BU3NUTA ITOCJIEAYIOIIEro HAOIIOAEHUS TSl OLIEHKH
0€30MacHOCTH BCEMH yUaCTHUKAMU. J[J1st TaHHOTO HccienoBaHus OyIeT pacCMOTPEHO

coznanne HezaBucnumoro koMmurera no MOHUTOpHHTY faHHbIX (DMC).
[0250] KOJIMYECTBO YYACTHHKOB

[0251] B nanHoe uccnenosanue OyayT BKJIIOUEHO IIeJIEBOE KOJUYECTBO YIACTHHKOB,

cocrasisiromiee 210 cyObexkToB, o 70 y4aCTHUKOB B Ka)KAOH IPYIIIE JEUESHUS.
[0252] SKCITEPUMEHTAJIBHBIE I'PVYTIIBI U ITPOAOJEKUTEJIbBHOCTD

[0253] Ot0 uccnenoBanue OyneT COCTOSATh U3 2 OTHeNbHBIX (a3 daza
KOMOWHHPOBAHHOTO CPABHEHUS MPOJOJKUTENBHOCTBIO 12 Heelnb, 3a KOTOPOi
cnenyet daza MOHOTEPATIHH MPOIOJIKUTELHOCTBIO 26 Henenb. Ha Henene 0 nenesoe
KOJINYECTBO YYACTHUKOB, cocTaBisitoinee 210 cyOpekToB, OyaeT paHqOMU3HPOBAHO B
cootHomeHnn 1 : 1 : 1 qyis mony4eHnss KOMOMHUPOBAHHOM TEPAITUH I'yCEIbKyMaOOM U
roIMMyMaboM, MOHOTEPAITUH T'YCeTbKyMadoM U MOHOTEPITHH FOJIHMMYMa0OM C
OJHOBPEMEHHOM! CTpaTH(HUKaIMeH 0 COMyTCTBYIOLIEMY NMPHUMEHEHHIO
KOPTUKOCTEpOUA0B Ha ucxonHoM yposae ([la/Her). [ocie 12-ii Henenu y49acTHHUKH,
PaHIOMHU3UPOBAHHBIE B IPYNITy KOMOMHUPOBAHHON Tepanuu, OyIyT Moay4arhb
MOHOTEPAIUIO TyCETbKyMaOOM. Y HYaCTHUKH, PAaHIOMU3HPOBAHHBIE B TPYIIITY
MOHOTEpAIUH, MPOAOJIKAT KypC MOHOTEpAINH, PAHAOMU3UPOBAHHO HA3HAYEHHOH Ha

UCXOIHOM ypoBHE, nociie 12-it nenenu. [l obnerdyeHust Hay4HON HHTEPIPETALUN
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PE3yJIbTATOB B IPYINEe KOMOMHUPOBAHHON TePANK OYAYT UCIOIB30BATHCS TE XKe
CXEMBI I03UPOBAHUs rycesnbkymMada 1 rorumMymada, 4To U B Ipymnax
COOTBETCTBYIOIEH MOHOTepanuu. Hiwke npuseneHo onucanue 3 5KCIepUMEHTAIbHbIX

TpyII:

5 * KomOunupoBaHHas Tepanusi: rycenpbkymad B 1o3e 200 Mr B/B 1 ronumymab
B 03¢ 200 mMr noakoxkHO (11/k) Ha Hepene 0; romumymad B 1o3e 100 mr n/k
Ha 2-H, 6-i1 u 10-ii Henmensx; rycenapkymad noze 200 mr /B Ha 4-it u 8-
HeJeJsIX ¢ TOCIIEAYIOLINM BBeIeHHeM rykenymada B 1o3e 100 mr /k 1 p/8

HEO.

10 * MoHorepanus rycenbkyMadom: rycenbkymad B go3ze 200 mr B/B Ha O
Hezene U 4-i u 8-i HelleNsIX C MOCIEAYIOIUM BBEIEHUEM rycelibkymabda B

no3ze 100 mr m/k 1 p/8 Hen.

*  MoHorepanus romuMyMadom: roaumymad B 1o3e 200 mr n/k Ha Hepene O ¢
MOCTIEAYIOLINM BBeZeHHEeM roiuMymada B no3ze 100 mr Ha 2-i Hepene, a
15 3ateM BBeneHueM rommymada B go3e 100 mr kakaeie 4 venenu (1 p/4

HeJ.)

[0254] Kpowme Toro, npu HeoOXoanuMOCTH OyieT BBOAUTHCS 1anedo (B/B Ui m/K) ¢

LEJIbKO COXPAHCHUA 3aCJICIINICHHOIO PEXKUMaA Ha NMPOTAKEHUU BCETO UCCICAOBAHUA.

[0255] OO01u1ast MPOAOKUTENIBHOCTD YUACTHSI COCTABUT 10 58 Henesnb (CKpUHUHT: 10
20 8 Heneb; MPOIOJIKUTEIBHOCTD JieueHust: 38 Henenb [ 12 Henenb 1uist (a3bl CpaBHEHUS
KOMOWHHUPOBAHHOTO JieueHst; 26 Henesb Ui (Ja3bl MOHOTEPAIHH |, TIOCIEAYIOIIee
HaOJIFO IeHUEe JIUTs OLIEHKU 0€30MacHOCTH: NMPUOIU3UTENBHO 16 Henelnb Mocye BBeIeHUS
TOCJIeIHEN JO3bI UCCIIeAyeMOro npenapara 34-it Henese). Mccnenoanue Oyner
CUHUTATBCA OKOHYCHHBIM ITOCJIC TOI'O, KaK HOCJ'IGI[HI/Iﬁ Y4aCTHHK 3aBCPIINUT

25 3aKJIFOYUTENbHBIN BU3UT MOCIEAYIOLIEro HaOMOASHHS 1)1l OLIEHKH O0€30TacHOCTH.
[0256] OLIEHKH DOPEKTHUBHOCTH (kxoHEUHbIE TOUKH)
[0257] Ouenka 3¢ pexTHBHOCTH OyIeT BKIIOYATH CASIyIOIIee:

e  Konnuecrtsa OauioB 110 wKaine Maio U KOJIU4eCcTBO 0aJUIOB [0 YaCTUYHOMN

mkaige Maiio

30 *  DHIOCKOMHYECKUH MoKa3aTenb TspkecTH si3BeHHoro koiuta (UCEIS)
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/] mapkepsl BocniasieHus1, Bkirodast Mapkepsl CPb u pexanbHbIi

KaQJIMPOTEKTUH

Coob1aemble MaMEeHTOM Pe3yJIbTaThl IS OLIEHKH KaueCTBa JKU3HH,
CBSI3aHHOT'O CO CHELM(PIIESCKIM JJIs1 KOHKPETHOTO 3a00JIeBaHNS COCTOSTHUEM
3nopoBbsi (HRQOL), a Tarcke yctanoctu (T. €., COrJIaCHO OMPOCHUKY IO
OTpe/IeIEHHIO Ka4eCTBa )KU3HU MALIMEHTOB C BOCTIATUTEIbHBIM
3aboneBanueM kuiednuka [IBDQ], mmdpoBoit peliTuHroBoii mkane 60 u3
29 nyuktos [PROMIS-29] u kpaTkoMy OIPOCHUKY IO OLIEHKE YCTaJIOCTH U3

7 nyHKTOB [7a])

IlonckoBbie COO6H.IaeMbIe MMaluEeHTOM ITOKa3aTCJId CUMIITOMA, BKJIFOYasa

mkainy BSFS u mkany PGIC npu K tspxenoli ctenexu.

JPYT'ME OLIEHKH DPPEKTUBHOCTH (kOHEUHBIE TOYKH)

Ouenka 3¢ ¢ ekTUBHOCTH OyeT BKIIFOYATh CIeNyIOIIee:

daza cpaBHeHHUsI KOMOMHALMH (T. €., 10 Henenw 12)

3akuBJIEHNE, BBISIBJICHHOE B XOZ€ SHAOCKOINHY Ha Henene 12 (Koiu4ecTBo

6amnos O wu 1 mo SHAOCKONMUYECKOH nmonukane Maiio).

DHIOCKOMMYECKU TIOATBEPKICHHAS HOPMAJTH3ALIMs BHEIIIHETO BUIA
CIU3UCTON 000JI04KH (KONMU4ecTBO 0anaoB 0 Mo HHIOCKOHYECKOI

nosuikane Maiio).
Usneuenue no qaHHbIM T'MCTOJIOTUU Ha 12-11 Henele.

3akuBJIeHUE CIM3UCTON 0000oukH Ha 12-1 Henene (3HAOCKOUYEeCKH
MOATBEPXKACHHOC 3aKMBJICHUEC T10 IKAJIC Maiio ¥ TUCTOIOTHYECKH

MOATBEPIKIEHHOE 3)KUBJICHNUE).

H3MeHeHne OTHOCUTEIBHO NCXOJHOr0 00mmero 0ata COrjacHO ONMPOCHUKY
IO ONPEENIEHNI0 KaueCcTBa )KU3HU NMalUEeHTOB C BOCIAIUTENbHBIM

3aboneBanneM kumeynnka (mkana IBDQ) Ha 6-it u 12-# Hepemsx.

VYnyuamenune no 6onee yem 20 myHkram no mkaie IBDQ va 6-i u 12-i

HEOCIIAX.
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H3MeHeHne OTHOCUTENIBHO UCXOAHOTO YPOBHs IO 7 IMyHKTaM U 29
NMyHKTaM HU(GPOBON PeUTHHIOBOH IIKaJIbI OOJIM HA OCHOBAHUH AHKETHI B
pamMkax kiuHH4eckoro uccnenosanus (PROMIS) ¢ onenkamu

PE3yJIbTATOB, MOJIYYEHHBIX OT MallMeHTa, Ha 6-1 u 12-i1 Hepensx.

OTBeT Ha MyHKT OTHOCUTEIBHO YTOMIIIEMOCTH Ha 6-i1 u 12-i Henemnsix (Ha
OCHOBaHUU KPaTKoi (POpMbI 7a JIsk OLIEHKH YTOMJIIEMOCTH B PaMKax

anketsl PROMIS; TpeOyer onpenenenus B SAP).

Knuanueckas peakuus, KINHUYECKAsi PEMUCCHsI U 3aKUBJIEHUE IO TaHHBIM
SHJOCKOINUU Ha Hepaene 12 Mo COCTOSHMIO OTPULIATEIbHON CUTHATYPbI

OTBETa Ha UCXOJHOM YPOBHE.

HM3MeHeHne OTHOCHTENIFHO UCXOAHOTO YPOBHS KOJIUYECTBA 0aJII0B 1o

mkajie Matio Ha 12-1 Hexele.

HM3MmeHeHne OTHOCUTEILHO UCXOIHOTO YPOBHA KOJIUYICCTBA 0asIoB 1o

yacTUYHOM 1Kkajie Malio Ha 12-i1 Hepene.
Usmenenue orHOCUTENBbHO UcxoaHOTo ypoBHs CPb no 12-i1 Henenu.

H3menenue KOHLCHTpAaLNH @eKaanoro KaJbIIPOTCKTHUHA OTHOCUTEIIBHO

UCXOIHOrO YPOBHs A0 12-ii Henemnu.

Hopmanusanus xonuentrpauuu CPb Ha 12-1i Henene cpeay y4aCTHUKOB C

He COOTBeTCTBYIOLIel HopMe koHLeHTpanueld CPb Ha ncxoqHOM ypoBHe.

Hopmanu3zamusi KoHLEHTpauu (GeKaIbHOrO KaJIbIPOTeKTHHA Ha 12-i1
HeZlesie CPEN YHACTHUKOB C HE COOTBETCTBYIOIIEH HOpME KOHLIEHTpaLUuen

(beKaJIbHOFO KaJbIIPOTCKTHUHA HA UICXOAHOM YPOBHE.

Hunexc tsoxectu si3BeHHOro konuta (UCEIS) Ha O u 12 Hepensix corylacHO
SHJIOCKOMUYECKH MOATBEPKAECHHOMY YPOBHIO IO 1Kane Maiio npu

COOTBETCTBYHOIIEM BU3HUTE.

HM3MeHeHne OTHOCUTENIFHO UCXOAHOTO YPOBHS KOJIUYECTBA 0aJII0B 10

mkaje UCEIS ua 12-i1 Henere.

Ouenka mo mkane UCEIS < 4 na 12-i1 Henerne.
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Busutel B OTAENEHUE HEOTIIOKHOM OMOIIH, CBA3aHHbIe ¢ AK,

FOCIUTAIN3AaLHUH U XUPYPIUUECKUEe BMELIAaTeNbCTBa 10 12-1 Hexenu.

®daza MoHOTepamnuu (T. €., mocye Henenu 12)

Knunnueckas pemuccus Ha 38-ii Hepene.
Knunnueckuil orser Ha 38-i1 Hexee.

[Tonnepskanue kauHIYECKOro 3 dexra Ha 38-i Hemene cpear y4aCTHUKOB,

KOTOpbIE TOCTUIIIM KIMHUYECKOrO OTBeTa Ha 12-ii Hexnene.
3akuBJIEHNE 10 JAHHBIM DHIOCKOIINHY Ha 38-11 Hexdele.

Hopmanuzanus BHEIITHEro BUA CIU3UCTONH 0O0IOYKHU 110 TAHHBIM

3HAOCKOIIMU Ha 38-U Hexnee.
Hzneuenue mo qaHHBIM TUCTOJIOTUMA Ha 38-11 Henelne.

3akuBjIeHUE CIIU3UCTON O0OJIOUKH IO JAaHHBIM 3HIOCKONUU Ha 38-i1

HEOCIIC.

Knunnueckast peMHUCCHA U OTCYTCTBUE CONTYTCTBYIOLICTO IMIpUE€Ma

KOPTUKOCTEPOUJOB Ha 38-1 Henerne,

ITonnep>kanue KIMHUYECKON peMuccur Ha 38-1i Hepene cpeau

YYaCTHUKOB, KOTOPbIE JOCTUIJIN KIMHUYECKOrO OTBeTa Ha 12-i1 Hexene.

H3MeHeHne OTHOCUTENIBHO UCXOMHOT0 00IIero 0ajuia CoriacHo LIKaje

IBDQ nHa 24-i1 u 38-i1 HenmensIX.

VYnyumenue o 6onee yem 20 myHkTam no mkaine IBDQ na 24-ii u 38-i

HEOCIAX.

H3meHeHne OTHOCUTENBHO UCXOJHOIO YPOBHS IO 7 MMyHKTaM U 1o 29
MyHKTaM LudpoBoii pertuHrooi mkanbl 6onu (PROMIS) Ha 24-it u 38-i

HEZCIISIX.
OTBeT Ha MyHKT OTHOCUTEJIbHO YTOMIISIEMOCTH Ha 24-1i u 38-i1 Henensx.

Knuanueckas peakuusi, KIMHAYECKAsi PEMHUCCHsI U 32>KUBJICHUE IO TaHHBIM
SHIOCKONUH Ha Henene 38 MO COCTOSTHUIO OTPULATENIbHOW CUTHATYPBI

OTBETa Ha NCXOJHOM YPOBHE.
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HM3MeHeHne OTHOCUTEIBHO UCXOIHOTO YPOBHS KOJIUYCCTBA 0aJI0B 1Mo

mkaje Maiio Ha 38-i1 Henele.

H3MeHeHne OTHOCUTENIbHO UCXOAHOTO YPOBHs KOJINYCCTBA 0ajIoB 1O

JacTUYHOM 1kasne Malio Ha 38-11 Henerne.
H3meneHne oTHOCUTENBHO ucxonHoro ypoBHsi CPb no 38-i1 Henenu.

N3menenue KOHUCHTPpaLU @eKaanoro KaJbIIPOTCKTHUHA OTHOCUTECIIBHO

HCXOHOIO YPOBHs A0 38-i1 Henenu.

Hopwmanuzanus konuentpauuu CPb Ha 38-i1 Henene cpeny y4aCTHUKOB C

He COOTBETCTBYIOLIEH HOpMe koHLeHTpauuel CPb Ha ncxogHoM ypoBHe.

Hopwmanuzanus koHUeHTpaun (HeKkaabHOro KaIbIpOoTeKTHHA Ha 3 8-t
HEZeJIe CPEAH YIaCTHUKOB C HE COOTBETCTBYIOLIEH HOPME KOHLEHTPaLUEN

(l)eKaanoro KAJbIIPOTCKTHUHA HA UICXOAHOM YPOBHE.

Onenka o mkajie UCEIS Ha 38-i1 Hemene corjiacHO 3HA0CKOITMUECKU

NOATBEPKACHHOMY YPOBHIO IO wkane Malio Ha 38-11 Hepene.

HM3MeHeHne OTHOCUTEIBHO UCXOIHOTO YPOBHS KOJIUYECCTBA 0aJiI0B Mo

mkayie UCEIS Ha 38-i1 Henene.
Ouenka 1o mkane UCEIS < 4 na 38-i1 Henene.

BusuThl B oTAENEHHE HEOTI0KHOM ITOMOIIH, CBs3aHHbIE ¢ K,

roCIUTAIN3alUU U XUPYPrudeckue BMelarenbeTsa 10 38-it Hepenu. Ilonckospie

KOHEYHBIC ITIOKa3aTCJINu

[0262]

[0263]

3aBucumocTs oueHkH no mkane BSFS ot Bpemenu.

Pacnpenenenue 6amnos no mkaie PGIC mist crenenu tsokectu K B

IUHAMUKE.

OLIEHKH I10 ®PAPMAKOKHMHETHUKE 1 UMMYHOI'EHHOCTHU

OO6pasubl CBIBOPOTKH OYAYT MPOAHATU3UPOBAHBI IJIsT OTIPEACTICHHS

KOHLIEHTPALUH rycenbkymMada 1 romuMyMada v BBISIBJIEHUE aHTUTEN K Irycesbkymaly

u FOJ'II/IMyMa6y, COOTBETCTBCHHO, C TOMOIIBIO MPOLICAIINX BAJIUIAIHNIO,

cneun(bnqecxnx " 9YBCTBUTCJIbHbIX CII0CO00B HUMMYHOaHaJin3a CIIOHCOPOM WJIN IO

€ro HaOJIIOJEHUEM.
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[0264] OLEHKH ®PAPMAKOJMHAMUKHU 1 YPOBHA bMOMAPKEPOB

[0265] BynyT nmpoBeneHbl OLIEHKH YPOBHS OMOMAapKepOB AJIs U3yUEHHS
OHMOJIOrNYeCKOro OTBETA Ha JieueHHe U UeHTH(HUKaLUK OHOMapKepOB, KOTOPBIE
otHocsTes K nevernto SK rycenpkymadbom w/mnm ronmumymadbom. Ouenku OyayT
BKJIIOYATh OLEHKY YPOBHSI COOTBETCTBYIOLIMX OMOMapKEpOB B 00pa3Iax CbIBOPOTKH,
KaJja, HeJbHON KPOBU M OMONTATOB CIM3UCTOH 000mouku (BbisiBiaeHne PHK
[ prOOHYKJIEHHOBOI KUCJIOTHI|, TUCTOJOTMYECKOE HCCICIOBAHNE U BbIIEICHUE

OJTMHOYHBIX KJIETOK).
[0266]  OLIEHKA ®APMAKOI'EHOMUKH (JIHK)

[0267] BynyT coGpanbl 00pa3ibl HETbHONH KPOBH 00bEMOM MPUMEPHO 5 MJT JUIst
uccnenoBanus GapMakOreHOMUKH (€CITH 3TO COrIACyeTCsl C MECTHBIMU CTaHAAPTaMHU
Y TIPABUJIAMH ) JUTS TEHETHUYECKUX aHAJIM30B, Kak yka3aHo B SOA. Otbop obpa3os
LIeJIbHON KPOBHU, COOPAHHBIX JJISl H3YYE€HHUS 1€30KCUPUOOHYKIEHHOBOH KHCIIOTHI
(AHK), Oyznet nmpoBOIUTHCS TOJIBKO CPEIN YUACTHUKOB, OAMMUCABIINX (GOpMY
COTJIACHst JUIsl Y4aCcTHsl B TEHETHYECKON OLleHKe. Y4acTue B (PapMakOr€HOMHOM

IMOAUCCIACOIOBAHUHA SABJISICTCA HGO6$I3aTeJ'IbHI:>IM.
[0268]  OLIEHKH BE3OITACHOCTH

[0269] MeponpusiTusi 10 OLIeHKe 0€30MaCHOCTH, TPOBOANUMBIE TIPH KAKIOM BH3HTE B
paMKax McClieIOBaHus, OyayT BKJIIOYATH B Ce0sl OLICHKY HeKesaTenbHbIX siBneHui (HA,
BO BpeMsl BU3UTA U MKy BU3HTAMH), OLIEHKY Ha Hanuuue Tyoepkyiesa (TB) u npyroi
UHDEKIHMHY, KIMHIYECKUE Ja00opaTOpPHbIE aHAM3bI KPOBH (00N 1 OHOXUMUYECKHUI
aHAJIN3), I3MEPEHNE OCHOBHBIX MMOKA3aTeN el KU3HENEITEeNbHOCTH, OLICHKA
CYUIMIATbHBIX HAKJIOHHOCTEH, MEPECMOTP COMYTCTBYIOMIMX JIEKAPCTBEHHBIX
NPEnapaToB, HAOIOACHUE 33 PEAKIMSIMI B MECTE BBEJICHUS, A TAKKE OLIEHKY PEaKIIUH,
BpeMsi BOSHUKHOBEHHSI KOTOPOTO HE HCKJTIOUAET CBSI3H C UH(Y3HUEH, W/HIIH OLIEHKY

PEaKLK MUIePYyBCTBUTEbHOCTH.
[0270] CTATUCTHUYECKHWE METO/IbI
[0271] Omnpenenenue pa3mepa BEIOOPKU

[0272] Pa3mep BbIOOpKH, cocTaBstroinuii 210 yuacTHUKOB (110 70 CyOBEKTOB B KaXKI0H
SKCIIEPUMEHTAJIbHON IPYIITE) ONPEAENsId HA OCHOBAHUN CTATUCTHYECKOW MOIITHOCTH

111 OOHAPY KEHHS CYIIECTBEHHOTO PA3JIMMs B JOJI€ YIACTHUKOB B OTHOLICHUH
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KJIMHIYECKOTO OTBeTa Ha 12-1i Hepene (mepBUYHAs KOHEUHAst TOUKA) MEXIY IPyIIaMu
KOMOMHHPOBAHHOHN TEPANUH U ABYMs IPYIIIaMU MOHOTEPAINI C UCTIOIB30BAHUEM
OJTHOCTOPOHHETO KPUTEPUs XU-KBaApaT ¢ ypoBHEM 3HauumocTH 0,1 1ist kaxkaoro
cpaBHeHus1. MccnenoBaHre MpoOBOAMIN TAKUM 00Pa30oM, YTOOBI CTATHCTHYECKAs
MOIIIHOCTh KOMOMHUPOBAHHOM TepaIiy cocTanisuia npruMepHo 80% Ha OCHOBaHMU
JaHHBIX, MIOJTYYEHHBIX B MOAEISIX, ISt CPABHEHUS] KOMOMHUPOBAHHOMN TePAINH C
MOHOTepanuel B OTHOLICHUH IEPBUYHON KOHeUHOM Touku. [ Ipennonaraercs, 4ro noms
YUYaCTHUKOB C KJIMHUYECKUM OTBETOM Ha 12-i1 Henene coctaBuT 75% st rpyIimbl
KOMOMHHUPOBAHHOW TE€PAIUH, YTO OMOCPENOBAHO CyMMapHbIM 3(dekrom obernx
MOHOTepanui (yiyurieHne Ha 20% B KayKIOW rpyIie MOHOTEPAITHH 11O CPABHEHHIO C

NPEIbIAY LM OTBETOM Ha Iuiaedo, KOTOpbIid oTMedacs y 35% y4acTHHUKOB).

[0273] Anamz 3¢ pexTuBHOCTH

[0274] Bce pannoMu3upoBaHHbBIE YHACTHUKH, KOTOPBIE MOJTYYWIN 10 MEHBIIEH Mepe

1 mo3y uccaenyemoro npemnapara, OyayT BKJIOYEHBI B aHAIN3bI 3P PEKTUBHOCTH.
Taxum 00pa3oMm, y4acTHHKOB OyAyT aHAIU3UPOBATH B COOTBETCTBHH C TPYTIIION
JIEYSHHsI, B KOTOPYIO OHM OBLIM PaHAOMU3UPOBAHHBI, HE3aBUCUMO OT MOJYYEHHOTO

HUMU JICUCHUA.

[0275] JList TeCTUPOBAHUS IEPBUYHOM KOHEYHON TOUKH OyAyT CPAaBHUBATH

nokaszareib 3P PEeKTHBHOCTH KOMOMHUPOBAHHON TEPAITHH C ITOKA3aTeNIeM

3¢ (GEeKTUBHOCTH ISl K&XKIOTO BHIAa MOHOTepanuu. J{Jist 000MX CTaTUCTHUECKUX
CpaBHEHHMI1 B KAYE€CTBE MEPBUYHON KOHEUHOU TOYKH OyIeT UCTIOIb30BATHCS KPUTEPUI
Koxpana-Manrens-I enzens xu-kBaapat (CMH) ¢ onHOBpeMeHHO cTpaTuuKanuei
IO COIMYTCTBYIOLIEMY IPUMEHEHHIO KOPTUKOCTEPOHUIOB Ha HICXOJHOM YPOBHE
(1a/Hert). UcnibiTanue OyaeT MpOBOAUTHCS OJHOBPEMEHHO C OLIEHKON 1-CTOPOHHETO
ypoBHast 3HaunMoctH 0,1 1my1st kaskmoro cpaBHeHus1. Pesyibrat ncciaenosanus Oyner
CUUTATHCS TIOJIOKHUTEIIBHBIM, €CJTH JAaHHBIE B IPYyIIe KOMOUHUPOBAHHON TEPAITUH
OyAyT CYyIIECTBEHHO OTJIMYATHCS OT JAHHBIX B O0EHX IPyMIax MOHOTEPATTHH MTPH

OLIEHKE NMEPBUYHON KOHEYHOUN TOUKH.

[0276] Ecnu pesynbrat 000HX HCCI€NOBAHNH MEPBUYHON KOHEYHON TOUKH SIBIISIETCS

MOJIOXKHUTENBHBIM, TO JIs1 CPaBHEHUS 3(pPEeKTUBHOCTH KOMOMHIPOBAHHON TEPAINH U
KQKIO0N U3 MOHOTEpANuil OTHOCUTEJIBHO OCHOBHON BTOPUYHON KOHEYHOU TOYKHU

Oynet ucnonb3oBarbes kpurepuit Koxpana-Manrens-I enzens (CMH) xu-ksanpar (1-
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CTOPOHHHMIA) C OTHOBPEMEHHOM cTpaTuduKanmeil o NpUMEHEHNUIO KOPTHKOCTEPOHUIOB
Ha ucxonHoM yposHe ([la/Her). Mcnibiranue OyaeT mpoBOAUTECS OHOBPEMEHHO C

OLIEHKOU 1-cTOpOHHEro ypoBHs 3HaUUMOCTH 0,1 A1 KasKIOro CpaBHEHUS.

[0277] AHanusbl Ui APYTHX KOHEYHBIX TOUEK 3(h(HeKkTUBHOCTH Oy Iy T MPOBOIUTHCS
0e3 BHECEHHsI KOPPEKTUPOBOK IS MHOXKECTBEHHBIX CPABHEHUH, & TIPUBEICHHBIE P-

3HAYCHUA GyﬂyT HOMUWHAJIbHBIMHU.
[0278] AHam3bl 0€30MaCHOCTH

[0279] CBoaHble naHHbIE MO 0€30MACHOCTH, BKIIIOUasi, Oe3 orpanuydenuii, HA,
cepbe3Hble HexkenaTenbHble siBienus (CHA), nadexkunn, cepresnbie napeKuny,
WU3MEHEHUs JTa0OPATOPHBIX MMOKAa3aTeNiell 1 MI3MEHEHHUSI B OCHOBHBIX TTOKA3aTeIsIX
xu3HenesTenbHocTH. Cesi3aHHbIe ¢ teueHneM HA Oynyt 0000mmens! o rpynmnam
JICYSHHS U COTJIACHO MEeAMIMHCKOMY CIIOBAPIO TEPMHHOJIOTHUH JUTSI PETYJIISITOPHOI

nesrenbHOCTH (MedDRA), a Takke 1o nmpeanoYTUTENbHBIM TEPMUHAM.
[0280] IIpoune BUBI aHATU30B
[0281] DapMaKOKUHETUYECKUE aHATIU3BI

[0282] JLis KaXIo# rpyInel IeYeHHUs B AMHAMUKE OyyT CYMMHPOBAThCS
CBIBOPOTOUHBIE KOHLIEHTPALUH I'ycesbkyMada 1 romumyMada ¢ HCIOIb30BAHUEM

ONKUCATEIbHON CTATUCTUKMU.

[0283] [Tpu HeoOXOIMMOCTH MOXKHO co3AaTh nonyJsinuonnyo @K monens. Ecnu
TaKHe aHaJIU3bl TonyIAuuOHHON DK ObUTH MPOBEAECHBI, TO PE3YJIBTATHI STUX

aHaIN30B OyAyT NMPEACTaBIEHBI B OTAECIBHOM OTUETE.
[0284] AHanu3bpl UMMYHOT€HHOCTH

[0285] YacToTa MosiBJICHUs] aHTUTEN K ryceibkymMady U romuMymady Oyner
0000IIEeHHO MPeACTaBIIeHA IJIsl BCEX YYACTHUKOB, OJYYHUBIINX IO MEHbIIEH Mepe
1 no3y uccaenyeMoro mpenapara i UMEFOIINUX MOAXOASIIUE 00pa3Ibl s
OTIPENENICHHUs] AHTUTEN K rycebKyMaldy u roaumymady (T. €. sl Y9aCTHHKOB, Y
KOTOPBIX MO MeHbLIeH Mepe 1 mpoba ObuTa moTy4eHa nocie BBEACHUS IEPBOH 036

ryceinbKymMada Uiy roguMymada, COOTBETCTBEHHO).

[0286] DapmMakOKHMHETUUECKU/ (hapMaKOIUHAMIYECKUH aHAIN3bI
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[0287] B3aumocBsi3b MeKy KOHLIGHTPALHSIMH I'ycenbkymada u roaumymada B
CBIBOPOTKE U MepaMu 3P PEKTUBHOCTH U/WUIHM YPOBHIO COOTBETCTBYIOLIETO(-1X)
O6uomapkepa(-oB) npu HEOOXOAMMOCTU MOXKHO UccenoBaTh rpadpuuecku. B cioydae

HEOOXOTMMOCTH MOKHO MPOBECTH JAOMOJHUTEbHBIN aHAU3.
[0288] AnHanmu3bl OHOMapKepoB

[0289] H3MeHeHHsI B aHAJIUTaX CBIBOPOTOYHOTO O€JKa, YPOBHSIX (heKaTbHBIX
OuoMapKkepoB, pe3yibrarax ouorncuu, a Takxke naHabie no PHK nenbHoi kpoBwy,
NOJIy4E€HHBIE B TUHAMHUKE, OyAyT 0000LIEHBI MO SKCIIEPUMEHTAIbHBIM TPYIIIAaM.
bynyT usydensl B3aMMOCBSI3U MKy UICXOAHBIMU M U3MEHUBIIMMUCS YPOBHSIMHU
OTAENIbHBIX MAapPKEPOB U OTBETOB Ha JieueHUe. AHAIU3bI yPOBHS OHOMapKepoB OyaAyT

00001IeHbl B OTAEILHOM TEXHUUYECKOM OTUETE.
[0290] DapMaKOr€HOMHbBIE aHATU3bI

[0291] I'enernueckue (JIHK) ananussl OyayT IpOBOIUTHCS TOJIBKO Y YIACTHUKOB,
MOJMUCABIINX (POPMY COTJTIACHSI IJIsl y4acTHsl B (PapMaKOT€HOMHOM
MOJUCCIICIOBAHUH. JTH aHAIU3bI CAUTAIOTCS TOMCKOBBIMU, M UX PE3YJIBTATHI OyIyT

00001IEeHbI B OTAEILHOM TEXHUUYECKOM OTUETE.
[0292] Knuanueckue pe3ynbTaThbl

[0293] Hccnenyemas nonyssiuys BKro4ana 214 paHnoMU3HPOBAHHBIX YHACTHUKOB C
yMepeHHO-TspKeNbIM akTUBHBIM SIK (~ 70 B rpynme). Mccnenyemas momyJisiust BKIIFOUaeT
YUYaCTHHUKOB, paHee He nosy4asiux @HO, koTopble He CMOTTIH MK HE NTePEHECITH
CTAHJAPTHYIO TEPAIHIO MEPOPATBHBIMHU MJIH BHYTPUBEHHBIMH (B/B) KOPTUKOCTEPOHIAMHU
W uMMyHoMonyssiTopamu (6-MP i AZA). Uccnenosanue Briroyaso 12 wvenenb
KOMOWHHPOBAHHON MHIYKLIUH, & 3aTeM 26 HeAes b TONACPKHBAOIIEH MOHOTEPAITHH.
KomOnHnpoBaHHbIe HHAYKIUOHHBIE 10361 rycenbkymada (GUS) 200 Mr BHyTPHBEHHO Ha
0, 4 u 8 Henene u romumymada (GOL) 200 mr noakoskHO (/) Ha O Henene ¢
nocienyromuM seenenneM 100 mr noakosxHo Ha 2, 6 u 10 Henene. Ilocne
KOMOWHHMPOBAHHOHN MHAYKUUH NpoBoamiiack MoHoTepanust GUS 100 Mr monkoxHO
kaxzple 8 qHel. Te ke pesKuMbl JO3UPOBAHMSL, YTO U BBILIE, UCTIONB3YHOTCS [JIs TPy

moHotepanuu GUS u GOL cooTBeTCTBEHHO.

[0294] IIepBu4HbIE 1 OCHOBHBIE BTOPUYHBIE KOHEYHBIE TOUKH
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[0295] IlepBruyHas KOHEUHas TOUKA KJIMHUYECKOrO OTBETA Ha Henene 12 onpenensercs

KaK CHIDKEHHE OTHOCUTEJIBHO HCXOJHOTO YPOBHS KOJIMYeCTBa OayuioB 1o mikajie Maiio Ha
>30% 1 Ha > 3 GaJUIOB C YMEHBIIEHHEM OTHOCHTEIBHO HCXOAHOTO YPOBHSI KOJIMYECTBA
OaioB o cyobasty pekranbHoro kposoreueHus (RBS) Ha > 1 Oasa wiv KOJM4eCTBOM
6aoB o cyobamy RBS, paBubiM O mu 1. OCHOBHO# BTOPUYHOIN KOHEYHON TOYKOM
ObUTa KIIMHUYECKast peMuccus Ha 12-1i Hepene, onpenenseMas Kak OLeHKa 1o Oayty 1o
mkasie Maiio <2 6e3 HIuBHAyaIbHOTO cyO0aia >1. BKiIoueHbI Ipyriue KOHEUHbIe
TOYKH 3(P(PHEKTHBHOCTH (BBIOEPHUTE KOHEUHBIE TOUKH C OTMEYEHHBIMH JTOCTYITHBIMH
JaHHBIMK): (1) SHIOCKOMMYECKOE 3aKUBJIeHHE Ha 12-i Henene (3HIOCKOUYeCKUi
cy00at o mkaie Matiio O wu 1), (i) HOpMaIU3aIyst SHAOCKOMUYECKOTO BHELITHETO
BUJIA CITM3UCTON 000JIOUKH (3HAOCKOUYECK A cyb0at no mmkaixe Matio 0), (iii)
u3MeHeHne 6aia Maiio Mo CpaBHEHUIO ¢ UCXOAHBIM YPOBHEM Ha 12-ii Henene, (1v)
M3MEHEHHE YaCTUYHOTOo Oaiia o mkasxe Maiio 1o CpaBHEHHUIO ¢ HCXOIHBIM YPOBHEM 10
12-i1 neneny, (v) nsmenerne CPb no cpaBHEHHIO ¢ NCXOAHBIM YPOBHEM 110 12-i1 Henen,
(vi) n3MeHeHne (peKaTbHOTO KATBIPOTEKTHHA 10 CPABHEHUIO C HCXOIHBIM YPOBHEM 10
12-#1 nenenmu u Hopmanusatwst CPb Ha 12-i1 Henese cpeay y4aCTHUKOB C aHOMAJTbHBIMU
koHueHTpauusiva CPb Ha UCXOIHOM ypOoBHE (TO ke camoe JUTst (PeKaATbHOTO

KaJIBIIPOTEKTUHA).

[0296] bann Maiio BKIIOUYEH B pa3JIMUHbIEC ONPEAEIeHUsl KIMHUYECKOTrO OTBETA U

PEMUCCUH U PACCUUTHIBAETCS Kak cymMma 4 cyO0aioB (4acToTa CTyia, peKTaibHOe
kpoBoteuenue [RBS], sHmockomnus u o0mas oueHka Bpava). Knuaudeckuii oTBeT
OIpeAessieTCs] KaK CHIDKEHHUE M0 CPABHEHUIO ¢ HCXOIHBIM YPOBHEM OaJiia 1o IiKaje
Maiio >30 % u >3 GaJIOB, C yMEHBLICHHUEM 110 CPABHEHUIO C UCXOAHBIM YPOBHEM
cy0banna pexranpHoro kposoredenus (RBS) >1 wnu RBS 0 unn 1. Knnaunueckas
peMuccHs onpeenseTcs: Kak 0as mo mkajge Maiio < 2 6e3 HHIUBUAYaJIbHOTO
cyObamna > 1. Knmuanueckas pemuccus (onpeaeneHne opraHa 3paBoOXpPaHEHUs])
onpenensieTcs: kKak cyooamt yactorsl cryna O mimu 1, RBS 0 u cy66amn snnockonuu 0
win | mpu OTCYTCTBUH PBIXJIOCTH MPH SHIOCKONUH, rae Cy00aI 4acTOThI CTyJia He
YBCIIUYUJICA MO CPABHECHUIO C HCXOAHBIM YPOBHEM. CumrrromaTudeckast peMuccHus
onpenensiercst kak 0 6ammos wu 1 6amn mo cyobamy 4actoTel cTysia Maiio u 0 6anios
no cyooamny RBS. DHpockonmueckoe 3axuBieHne (T. €. yIydlieHne

SHIOCKOMUYECKOTO BHJIA CIIU3UCTON O0OJIOUKH) OpenessieTcst Kak cy0oat
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OCHOBAHUH HAJIMYUS PHIXJIOCTH, KOoraa HabmoaeTcs cy0bamn sHnockonuu 1.

[0297] BriBogsl

[0298]

12-HenenbHble, 24-HeneNbHbIE U 38-HeneabHbIE NaHHbBIE ITOKA3aHbl B TAOIUIIAX

6—25 HKe. DTH JaHHBIE CBUCTEIBCTBYIOT O TOM, YTO KOMOMHUPOBAHHAS TEPATIHS

NPEBOCXOIUT JIFOOYIO MOHOTEpamnui. YacToTa KIMHUYECKOH PEMHUCCUU 110

OTPENeNICHUIO OPTraHa 3IpaBoOXpaHeHus (0oJiee CTPOroe) U SHAOCKOMUYECKOTO

3aKuBJICHUS HA 12-i1 Hepesne OblIa MOYTH BABOE BBILIE MPH KOMOMHUPOBAHHON

Tepanuy, 4eM npu oot Morotepanuu. [Ipn KOMOMHUPOBAHHOHN Tepanuu

HaOIr01a10Ch OBICTPOE YIIyUIIeHHe MHOTHX napaMeTpoB. Kpome Toro, B rpymme

KOMOMHHPOBAHHOM TEPANH, AaXe Mociie 26 Helelb MOAASPKUBAKOIIETO MEPUONA,

KOorga nmpuMeEHAJICS TOJIbKO ryceanyMa6, MMOKa3aTeNIN KJIMHIIECKON peEMUCCHUU 1

SHAOCKOMUYCCKU MOATBEPKACHHOIO 3aKUBJICHUA OCTABAJIMCH BbILIEC, YEM B 000

rpynmne MOHOTepanuu. B KOHTEKCTE IPyrux AOCTYIHBIX B HACTOSILIEE BPEMs

NEPEAOBBIX METOAOB JICUCHNUSA B aHAJIOTUIHDBIX OMOJIOrHYECKH HAUBHBIX MOMy JIALUAX

KOMOMHUPOBAHHAsI Tepanus o0ecreunBaeT YHUCIEHHO 00ee BBICOKYIO 4aCTOTY

KJIMHUYECKOM peMuUCCrU NMOCJIC MHAYKINU (C MHOI'O4YHCJIICHHBIMH

NpEeaAOCTEPCIKECHUAMU OTHOCUTEJIbHO CPABHCHUS MEXKAY I/ICCJ'IeI[OBaHI/IHMI/I). Ha

MOMCHT aHaJIn3a KOM6I/IHI/IpOBaHHa$I TCpanuns UMECT HpHeMJ‘IeMbIﬁ l'IpO(l)I/IJ'Ib

0€e30MacCHOCTH.

[0299]

OcHoBHas1 BBIOOpKA TSI aHAJIM3A

Tabnmuua 6 — O6001eHHbIe [eMorpaduyecke JaHHbIe HAa HCXOIHOM YPOBHE;

Momnorepanus | Monorepanus | KoMmOmHMpoBaH-
roauMyMadoM | ryceiapkymabom Hasl Tepanus Bceero
N, OcHoBHast BEIOOpKa JUIIsST
aHaIM3a 72 71 71 214
Cpennnif Bo3pacrt (SD), ner 38,1 (10,47) 39,1 (13,67) 37,8 (11,69) 38,4 (11,96)
ITon, n (%)
Kenmunsr 30 (41,7%) 31 (43,7%) 37 (52,1%) 98 (45,8%)
My KIHHBI 42 (58,3%) 40 (56,3%) 34 (47,9%) 116 (54,2%)

PacoBas nprHaIEKHOCTE,
epponeonisl, n (%)

67 (93,1%)

71 (100,0%)

70 (98,6%)

208 (97,2%)

DTHHYecKas
TIPUHAIICKHOCTD, HE

JaTuHoamepukaner, n (%) 68 (94,4%) 65 (91,5%) 66 (93,0%) 199 (93.,0%)
Pernon * n (%)
Bocrounas Espomna * 61 (84,7%) 58 (81,7%) 60 (84,5%) 179 (83,6%)
Jlarunckass Amepuka 4 (5,6%) 6 (8,5%) 7 (9,9%) 17 (7,9%)
Jlpyrue crpaHsbl 7 (9,7%) 7 (9,9%) 4 (5,6%) 18 (8,4%)
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Momnorepanus | Monorepanusa | KoMmOumamposan-

roJuMyMadoM | ryceiapkymabom Hasl Tepalus Bceero
Cpennsist Macca (SD), kxr 73,9 (17,11) 69,6 (16,72) 69,8 (18,79) 71,1 (17,59)
Cpenmmit UMT (SD), kr/m” 25,0 (5,07) 23,5 (4,71) 23,5 (5,05) 24,0 (4.97)

® Bocrounast EBpoma: [Tosbina, Poceust, Ykpauna; Jlaruackast AMepuka: Aprentuna, Mexcuka,
bpasmnus, ipyrue crpansl: CIIA, ['epmanus, ABcTpanus

[0300]

Tabmuua 7 — KpaTkoe onucanue xapakTepuctuk 3adonesanus K Ha

UCXOIHOM ypoBHe (6ayut mo urkane Maiio); OCHOBHasi BBIOOpKA Il aHAJIN3a

Mouorepanust | Monorepanust | KomOnnupoBanHast
roJmMyMatoM | rycesbkyMaboM Tepanust Beero
N 72 71 71 214
[Tponoixurensrocts SIK, et
(cpemmee [SD]) 4,7 (4,48) 5,4 (5,70) 4,6 (4,61) 4,9 (4,95
Bayn Maiio (0-12) (cpeamii [SD]) 8,7 (144 8,9 (1,33) 8.8 (1,37) 8,8 (1,38)
Bayn Matio (0-9) (cpeamii [SD]) 6,2 (1,24) 6,3 (1,21) 6,2 (1,13) 6,2 (1,19)
Tsoxects SIK, n (%)
YMEPEHHO aKTHBHBIH
(6 < 6auIoB 1o mKaie
Matio < 10) 63 (87,5%) 64 (90,1%) 62 (87,3%) 189 (88,3%)
BricokoakTuBHBIH (6a 1Mo
Matio > 10) 9 (12,5%) 7 (9,9%) 9(12,7%) 25 (11,7%)
Cy66amn sgyockonuu Maifo (0-3),
n (%)
Cy66a1 2 (ymepeHHasi) 35 (48,6%) 24 (33,8%) 28 (39,4%) 87 (40,7%)
Cy66a 3 (TspKenas) 37 (51,4%) 47 (66,2%) 43 (60,6%) 127 (59,3%)
Cy66amt gacToTH! cryita Matio (0—
3),n (%)
Cy66ai 1 12 (16,7%) 7 (9,9%) 8 (11,3%) 27 (12,6%)
Cy66a1 2 27 (37,5%) 31 (43,7%) 24 (33,8%) 82 (38,3%)
Cy66a1 3 33 (45,8%) 33 (46,4%) 39 (54,9%) 105 (49,1%)
[0301] Tabnmuua 8 — Koau4ecTBO y4aCTHUKOB ¢ KJIIMHUYECKHM OTBETOM Ha 12-i

Henese (mepBUUHasi KOHeYHas Touka); OCHOBHAs BBIOOpPKA I aHATN3a

Momnorepanust Momnorepanust KomOunnpoBannas
roInMyMadoM ryceIpkymMadoM Tepanus
N 72 71 71

Y4acTHUKH ¢ KIAHHICCKAM

a, b,c

OTBCTOM

44 (61,1%)

53 (74,6%)

59 (83,1%)

CKoppeKTHpOBaHHAsI Pa3HHUIA
pesyibraroB jgedeHus (80 % 2-
CTOPOHHUH cn?

22,1 (12,9, 31,3)

8,5(-0,2,17.1)

p-3uagenme’

0,003

0,215

* Kimauaeckuit OTBET OLPE/IEIsIeTcst KAK CHUYKCHIE OTHOCHTEIBHO MCXOHOTO YPOBHS KOJIHMIECTBA
GaiutoB no mkaine Matio Ha > 30% u Ha > 3 GaUIOB ¢ YMEHBLINIEHHEM OTHOCHTENIBHO UCXO/HOTO VPOBHS
KOIMYeCTBa GalUIOB IO IIO/INKAIE PEKTAIHLHOTO KPOBOTEUCHHUS Ha > | Galiia WiIn KOJIMIECTBOM 0alliioB

IIO TIOANIKAJIC PCKTAJIBLHOI'O KPOBOTCUCHUS, PABHBIM O mmum 1.

® VyacTHHKH, TIepeHECIITe HHTEPKYPPEHTHOE COOBITHE (HATOKEHIE CTOMBI IUIH KOJIYKTOMHIO
(JacTHYHYIO WIK TOTAIBHYIO), IPEKPAICHUE UCCIIEYEMOTO JIEICHHUS U3-3a OTCY TCTBHS
TepanesTHdeckoro s¢dekra mwin u3-3a HS B Buje yxyamenus reuenus 51K, sanpermennoe
IIPOTOKOJIOM M3MEHEHHUE COIY TCTBYIOIIEro(MX) IEKapCTBEHHOTO cpeicTBa npoTuB SIK, npekparnenue
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HCCIIEyEMOTO JICUCHHS 10 IPUIMHAM, OTIHIHBIM OT OTCYTCTBHS 3P PEKTUBHOCTH WX
HEXXeIaTeILHOTO SIBICHUS B BUJIe yXyamenus SIK, cmepTs) /o BusuTa Ha 12-it Hejiene cUuTaInCh HE
JIOCTUITIIMMH KIMHUYECKOTro OTBeTa Ha 12-# Hejene.

¢ Tlocne y4era MHTEPKYPPEHTHBIX COOBITHHM YIACTHUKH, Y KOTOPHIX OTCYTCTBYIOT KaKue-Tu00 HITH BCe
cyO0aiusl Maifo Ha 12-1 Hezene, OyIyT CUUTATHCS HE TOCTUTTIIAMY KIMHAYECKOTIO OTBETa Ha 12-i Hezene.
4 JloBepuTeTbHbIC HHTEPBATILI VIS PA3HHIILL B JICICHUN 0 YIACTHAKOB, TOCTUITIHX KIHHHYECKOTO

OTBeTa MEX/[y KOMOMHUPOBAHHOM Tepanuelf 1 xax10#f MOHOTepanuel, ObUIN OCHOBAHEI Ha

crarucTuke Bamba.

° 3gavenus p OBUTH OCHOBAHEBI Ha oHOCTOpoHHeM TecTe Koxpana-Manrens-Xensens (CMH),
CTpaTUGUIUPOBAHHOM IIO COIYTCTBYIOIEMY IPUMEHEHHIO KOPTUKOCTEPOUIOB Ha HCXOTHOM

ypoBHE (71a/HET).

[0302]

Henese; OCHOBHasI BBIOOPKA ISl aHATN3a

Tabmua 9 — Konu4yecTBo y4aCTHUKOB € KJIIMHUYECKOH peMuccruen Ha 12-i

Momnorepanusi | Monorepanus | KomGunupoBanHas
rouMyMalboM | TycerbKyMaboM Tepanus
N 72 71 71

= b,
Y9acTHUKY B KIIMHAIECKOH peMuccun ahe

16 (22,2%)

15 (21,1%)

26 (36,6%)

CxroppeKTHpOBaHHAsI Pa3HHUIA
pesyibratoB jgeueHus (80 % 2-
CTOPOHHUH cn?

14,5 (4,9, 24,0)

15,5 (6,0, 25,0)

p-3uadenme’

0,058

0,041

* Knunudeckast peMHACCHS OTpeielisieTcst Kak Gamt Maifo < 2 6e3 HHAMBUIY alTbHOTO cyGbarmma >1.

® VqacTHHKH, TIepEHECIIEe HHTEPKYPPEHTHOE COOBITHE (HATOKEHIE CTOMBI IUIH KOIYKTOMHIO
(JacTHYHYIO WIK TOTAIBHYIO), IPEKPAICHUE UCCIISIyEMOT0 JICUCHHUS H3-3a OTCY TCTBHS
TepanesTHdeckoro ¢ dekra mwin u3-3a HI B Buje yxyamenus reuenus 51K, sanpermennoe
IIPOTOKOJIOM M3MEHEHHUE COIY TCTBYIOIIEro(MX) ICKapCTBEHHOTO cpeicTBa npoTuB SIK, npekparnenue
HCCIIEyEMOTO JICUEHHS 10 IPUIMHAM, OTIHIHBIM OT OTCYTCTBHSA d(H(EKTUBHOCTH HIH
HE)XeIaTeILHOTO sIBICHU B BUJIe yXyAmeHus SIK, cMepTh) o Bu3uTa Ha 12-i Helene cCUuTaInch He
JIOCTUT'IIMMH KIHHHYECKOH peMuccuu Ha 12-i Henene.
¢ TTocie yuera HHTEPKYPPSHTHBIX COOBITHH YIACTHHKH, Y KOTOPBIX OTCYTCTBYIOT KaKHE-THOO HIIH
Bee cyO0aitel Maito, Oy IyT cumuTaThes He JJOCTUIIIAME KINHIYecKol peMuccnu Ha 12-i Henene.

4 JloBepUTEILHbIC HHTEPBAIB VIS PA3HHUIL! B JICICHIH JOTH YIACTHHKOB, TOCTHITINX KITHHIUECKOH
peMuccuu Mexy KOMOMHUPOBAHHOI Tepanuell n kax1oi MoHOTepanelf, ObUIM OCHOBAaHEI Ha

CcTaTHCTHKe Banpaa.

® 3pavenus p GBUIM OCHOBAHEI Ha o HOCTOpoHHeM TecTe Koxpana-Mantens-Xensens (CMH),
CTpaTUPUIUPOBAHHOM IO COIYTCTBYIOINEMY IPUMEHEHIIO KOPTHKOCTEPOUIOB HA HCXOTHOM

ypoBHE (1a/HeT).

[0303]

3akuBlieHUeM Ha 12-ii Henene, OCHOBHast BLIOOpKA ISl aHATN3a

Tabmua 10 — KomnuecTBo y4aCTHUKOB € 3HIOCKOITNYECKH TOATBEPIKIECHHBIM

Monorepanust Momnorepanust | KomGuHupoBaHHas
ronuMyMaboM | TyceabKyMaboM Tepanus
N 72 71 71

YYaCTHHUKH C DHIOCKOIINIECKIM
3axuBIeHEEM > >°

18 (25,0%)

21 (29,6%)

35 (49,3%)

CxroppeKTHpOBaHHAsI Pa3HHUIA
pesyabraroB jgedeHus (80 % 2-
CTOPOHHUH cne

24,4 (14,5, 34,3)

19.7 (9,6, 29,9)

p-3uHavenue’

0,003

0,016
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* DHIOCKOMHIECKOE 3aKUBICHUE OTpe/IerseTcs Kak cy66at supockomuy O win 1.

b Y49acTHHUKH, IIEPEHECITIHE HHTEPKYPPEHTHOE COORITHE (HATOXEHHAE CTOMBI HIIH KOJIIDKTOMHUIO
(JaCTUYHYIO WIH TOTATBHYIO), IPEKpaIeHne NCCIe[yeMOTo IEICHNS H3-3a OTCY TCTBHLS
TepamneBTHdeckoro s¢gdexra mwiu u3-3a HS B Buzae yxyamenus tedenus SIK, sanperneHHOE IPOTOKOIOM
H3MEHEHHE COIY TCTBYIOMEro(MX) JIEKapCTBEHHOTO cpeicTBa poTuB SIK, mpekparieHne ueciaeyeMoro
JICUSHMS IO IPUIMHAM, OTIUYHEIM OT OTCYTCTBUS AP HEKTUBHOCTH WU HEXKEIATEIHHOTO SIBJICHUS B
Buje yxyamenus SK, cMepTs) 1o Bu3uTa Ha 12-# Heqene cuuTaIich He JOCTUTIIIHMUA
SHIOCKOIIMYECKOI0 3aKUBJICHN Ha 12-1 Heaee.

¢ TTocie y4eTa MHTEpKYPPEHTHBIX COOBITHI CIUTAIOCE, YTO YUACTHUKH, Y KOTOPLIX OTCYTCTBOBAI
cy060ai sHI0cKOIMY Ha 12-# Hejlene, He IOCTUTIIN SHIOCKOIIMYECKOTo 3aKuBiIeHus Ha 12-i Heene.

d JloBepuTeNbHBIE HHTEPBAIIBI JUISI PA3HUILI B JICUSHUHU JIOJIHM YUACTHUKOB, JIOCTHUTTITHX
SHIOCKOITMIECKOTO 3KUBICHUA MEXKTy KOMOMHUPOBAHHOM Tepanuel n kaxaoil MOHOTepanueil, ObLTH
OCHOBAHBI Ha CTATUCTUKE Baipa.

® 3pavenus p GBUIM OCHOBAHEI Ha oJHOCTOpoHHeM TecTe Koxpana-Mantens-Xensens (CMH),
CTPaTH(GUIIPOBAHHOM IO COIY TCTBYIONEMY PUMEHEHHIO KOPTUKOCTEPOUIOB Ha UCXOTHOM

ypoBHE (71a/HeT).

[0304] Tabmuma 11 - KonnyuecTBo y4aCTHUKOB C OTBETOM COTJIACHO

MouduuupoBaHHOH mKajge Maiio Ha 12-i1 Henene; OcHOBHAs BBIOOPKA [JIsl aHATHN3A

Monorepanust Momnorepanuss | KomOnHupOBaHHAs
rouMyMadoM IyCcelTbKyMaboM Tepanus
N*® 42 43 41

Y9acTHHUKH C OTBETOM COIJIACHO
MOIU(PUITIPOBAHHOM ITKale
Maiio ™ ¢ 24 (57,1%) 28 (65,1%) 33 (80,5%)

CxoppeKTHpOBaHHasI pa3HHUIA
pesyJibrartoB aedeHust (80 % 2-
cropounmuit CI) ° 23,1 (10,8, 35,4) 15,4 (3.1, 27,6)

p-3HaYCHUE t 0,023 0,119

* TIpOMesKy TOUHBIE JJAHHBIE OT MOMHOKECTBA YIACTHUKOB.

® OtBer cormacHo MOUbHIMPOBAHHOH MKkane Maifo OlpeIeNsieTcs Kak CHIKSHHE 110 CPABHEHIIO
C MCXOJTHBIM YPOBHEM MOu(UITUpoBaHHOTO Gasuia Matio Ha >2 1 >30 % IUIoC CHIKCHUE
cy60aiuta peKTalbHOTO KpOBOTEUEHHsI Ha >1 mitn abcomoTHOro cyObania peKTaaIbHOTO
kpoBoTeueHus Ha <1. Yucno 6ajuro 1o MoauduImpoBantol mkane Maito, koTopas IpeicTapisier
coOoit mkany Maito 6e3 nmoammkansl PGA, paccuuTHIBAIOT KaK CYMMY Ga/UIOB IO MOJIIKATIaM
YACTOTHI CTYJI4, PEKTAILHOTO KPOBOTEUEHHUSI M PE3YJILTATOB SHJIOCKOIHH, ¥ OHO MOYET HaXOUThCS
B quamnazoue oT 0 j1o 9.

¢ Y4acTHUKH, IePEHECTIIHE HHTEPKYPPEHTHOE COOBITHE (HATOKEHUE CTOMBI I KOJIDKTOMHIO
(YaCTHYHYIO WIN TOTAIBHYIO), IIPEKPAICHAE UCCIIE Y EMOTO JICICHHUS [0 IPIIIHAM, OTIIMIHBIM OT
OTCYTCTBHS 5 PEKTHBHOCTH WM HEXKEIATSIHHOTO SIBICHUS B BUE yXyamenus 5K, sanpermennoe
IPOTOKOJIOM M3MEHEHHE COITY TCTBYIOMIETo(HX) JIEKapCTBEHHOTO cpeicTBa mpoTuB SIK,
IpeKpaIeHAe UCCIIEyEMOT0 JICICHNUS 110 IPHINHAM, OTIHIHLIM OT OTCYTCTBHS 3()h(HEKTHBHOCTH
I HEXENATENBLHOTO SIBIeHU B BUJIe yxyaimenus SIK, cmepts) 1o Bu3uTa Ha 12-i Henene
CUMTAINCH HE JIOCTUTTIIMH OTBETa 110 ImKate Maifo Ha 12-if Henene.

Tlocre yuera HETEPKYPPEHTHBIX COGHITHH] YIACTHUKI, Y KOTOPHIX OTCYTCTBYIOT KAKHE-THOO0 MK
Bce cyO0amte Maito, KOTOpEIe VXY AIMA0T MOIAPUITMPOBAHHYIO ONIeHKY Malfo (T. e. 9acToTa
CTyJ1a, PEKTAITLHOE KPOBOTEUCHUE 1 CYyOOAIIHI PHAOCKOINN), OY/IYT CIUTATHCS HE JIOCTHITIIMHA
OTBeTa IT0 MOTUUIMPOBaHHOU TIKane Maifo Ha 12-it Hexere.

¢ JloBepHUTEILHbIC HHTEPBAIBI JUTsI PA3HUITHL B JICUCHUH JIOJH YIACTHHKOB, JOCTHITIINX OTBETA 110
MO TUPUIIPOBAHHOM ITKane Maifo Mex Ty KoMOMHIPOBAHHOU Tepanmeil 1 Kax10it MOHOTepanuei,
ObLTH OCHOBAaHHI Ha CTaTHUCTHKE Banbaa.

! 3nauenms p ObUIM OCHOBaHKI Ha ojiHOCTOpoHHEM TecTe Koxpana-Manrens-Xenszens (CMH),
CTPaTU(HUITUPOBAHHOM IO COIYTCTBYIOINEMY IPUMEHEHHIO KOPTUKOCTEPOUIOB Ha HCXOTHOM
ypoBHE (1a/HeT).
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[0305] Tabmua 12 — KonnuecTBo y4aCTHUKOB C KIIMHUYECKOH PEMUCCHEH 10

OTIpeIeNICHUIO OPTaHOB 3paBooxpaHeHus Ha 12-i Henene, OCHOBHas BBIOOPKA JJIst

aHaJIn3a
Mouotepanus Mounotepanusa | KomOumHupoBaHHAas
romuMyMadoM | TycelIbkyMaboM Tepamusl
N 72 71 71

VYYaCcTHUKHU B KIMHAYECKOI peMuccuu 1o
OIIPCACIICHUIO OPTaHOB 3paBOOXPaHCHU S
abe 18 (25,0%)
CKoppeKkTUpOBaHHAS PA3HUIA

17 (23,9%) 33 (46,5%)

pesyibratoB gedeHus (80 % 2-cropoHHUM 21,6 (11,7,
cn? 31,4) 22,5(12,7,32,4)
p-3uHadenue’ 0,007 0,005

Knmamaeckast peMuccust, olpe/ielieHIe OpraHa 3/[paBoOXpaHeHHs], OIpeaeIsieTces Kak cy00aimt
pexranbHbIX kKpoBoteueHuit O wim 1, RBS 0 u cy60arut spockonmu O uin 1 Ipu OTCYTCTBUH PHIXJIOCTH
HPH SHJIOCKOIINH, T/ie CyO0allT 9acTOTHI CTYIIa He YBEMMIIIICS II0 CPAaBHEHHUIO C HCXOTHBIM YPOBHEM.

® V4acTHHKH, TIepEHeCIIIe HHTEPKYPPEHTHOE COGHITHE (HATOKEHHE CTOMBI I KOIPKTOMIIO
(JacTHYHYTO WIH TOTAIBHYIO), IPEKPAITICHHAE UCCIEYEMOTO JICICHHUS H3-3a OTCY TCTBHS
TepaneBTHdeckoro ¢ dekra min u3-3a H B Buje yxyamenns teuenus 5K, sanpemennoe
IIPOTOKOJIOM M3MEHEHHUE COIY TCTBYIOIIEro(HX) IEKapCTBEHHOTO cpecTBa npoTuB SIK, mpexparmenne
HCCIIETyEMOTO JICUCHHS 10 IPHIUHAM, OTIHIHBIM OT OTCYTCTBHS 9P PEKTHBHOCTH WA
HEXXENaTeILHOTO SIBICHN B BU/Ie yXyamenus SIK, cMepTh) /0 Bu3nuTa Ha 12-#f Hejiene cCUnTaInch He

JIOCTUITIMMH KIMHAYECKOH PEMUCCHH 110 OIIPEICICHUIO OpraHa 3ApaBooXpaHeHus Ha 12-i Hezene.
¢ Tlocine yaera HHTEPKYPPEHTHBIX COOBITHHM YIACTHHKY, Y KOTOPBIX OTCYTCTBYIOT KAKHE-THOO HIIH
BCE KOMIIOHEHTHI KIMHIIECKOH PEMHUCCHH TIO OIPE/CICHHUIO OPTaHOB 3/[paBoOXpaHeHust Ha 12-#

Hejiene, OyIyT CIUTaThCs He IOCTUTTIIMHE KIHHUIECKOR PEMHUCCHH 110 ONIPE/CICHUIO Y IPaBICHHUS

3/[paBoOXpaHeHys Ha 12-1 Henele.

JloBepUTeIIbHBIC HHTEPBAJIBI IS PA3HUITE! B JICUCHUH JIONH YIACTHUKOB, JOCTUIIINX KIHMHIIECKOH
PEMIICCHH 110 OTIPE/ICICHHIO OpTaHa 3/[paBOOXpaHeHH MeXTy KOMOUHAPOBaHHON Tepanuel n
Ka)1o¥ MOHOTepanueit, ObUIH OCHOBAaHBI Ha CTaTHCTHKE Banba.
® 3Hayenus p ObUIK OCHOBAHBI HA 0HOCTOpOHHEeM TecTe Koxpana-Manrensa-Xensenst (CMH),
cTpaTHUIUPOBAHHOM IIO COIY TCTBYIONIEMY IIPUMEHEHHIO KOPTHKOCTEPOHJIOB HA HCXOTHOM

ypoBHE (j1a/HeT).

[0306]

Tabmuua 13 — O600meHHas HHPOPMALUS IO BOSHUKIINUM B XOE JICUEHUS

HEe)KeJlaTeNIbHBIM siBJIeHUsIM Ha 12-# Henene; OCHOBHAsI BIOOPKA JIJIsT aHAJIU3A

Momnorepanuss | Monorepanust | KomGunupoBannas
roIuMyMadoM | IrycenbKkyMaloM Tepanus
N, OcHOBHasI BLIOOPKA JIJISI aHAIN3a 72 71 71
Cpensist IpOoJIOIKUTETLHOCTD
HOCIENYIONET0 HAOMIOIeHUS! (HEJIEN) 12,0 12,1 12,4
Cpennuil ypoBeHb BO3JICHCTBUSA
(KOJIMYECTBO BBEICHMH)” 5.8 5.8 5.9

Yyactauku ¢ > 1, n (%)

Hexenarenwunie spiaenus (HS)

38 (52.8%)

31 (43,7%)

29 (40,8%)

Cepresnrie HS (CHSI) 1 (1,4%) 2 (2,8%) 1 (1,4%)
HS1, mpuBemmue k mpekpaImeHnto

HCCJIEyEMOTO BMENIATEILCTBA 3 (4,2%) 1 (1,4%) 2 (2,8%)
Wudexmmsa 16 (22,2%) 10 (14,1%) 10 (14,1%)
Cepresnas HHEKIHs 0 0 1 (1,4%)
HJ1, mpuBeamnue x cMepTU 0 0 0
Opno min 6oaee HS, cBsI3aHHEBIX ¢

uadpexrmeit COVID-19 0 0 1(1,4%)
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O6o3navenust: HS = HexenaTenbHoE SIBICHUE, CPENl. = CPEJIHEE.

[TpumMedanue. YHaCTHHKOB, IEPEHECIIHX TI000€ KOHKPETHOE SBJICHIE, VINTHIBAIOT TOIHKO OJUH pa3
HE3aBHCHMO OT KOJIMIECTBA CIYIaeB, KOTAa OHU (HaKTHUCCKH IIEPEHECITH 3TO SBICHHUE.

HexenarenbHble SBICHUS 3aK0AUPOBaHHE ¢ ToMoIpio MedDRA, Bepens 21.1.
* Cpe/Hee KOMUIECTBO TIOCEICHIH, KOT/Ia TPOBOIHIOCH HCCIEyeMOE BMEIITATETBCTRO.

bI/IH(beKum{ IO OIIEHKE HCCIIEN0BATEIS.

[0307]

Tabmuna 14 — CBopHas nHGOPMALHS O HEXKENATEIbHbIX SIBJICHUSX,

BO3BHHUKIINX B PE3YJbTATEC JICUCHUA, B TCUCHUC 12 HEOECIIb IO CUCTEMHO-OPTraHHbIM

kiaccam MedDRA u npeanoututensHbiM TepmuHaM; OCHOBHAs BBIOOPKA IS

aHaJn3a
Momnorepanusi | Monotepanusa | KomOGunupoBannas
roruMyMadoM | TycelbKyMaboM Tepanus
Bri6opka s ananusza *; OcHoBHAast BEIGOpKa
JUIST aHAIIH3a 42 43 41
CpenHsis IPOJIOIKATENBHOCTD
HOCIENYIONETro HaOMIOeHUS! (HEJIEIN) 12,1 12,1 12,2
CpenHuif ypOBEHDb BO3JCHCTBHSI (KOIMIECTBO
BBez[eHI/H‘/’I)b 6,0 6,0 6,0

>

>

CyObekTHl ¢ | mnn Gosee HA

21 (50,0%)

22 (51.2%)

14 (34,1%)

Cucrema MedDRA - crucTeMHO-OpraHHBII
KJ1acC/Ipe MOY THTEILHBIA TEpMUH

Wudexiun 1 MHBA3UK 10 (23.8%) 9 (20,9%) 5 (12,2%)
Hazodapunarur 3 (7,1%) 2 (4,7%) 2 (4,9%)
["pubkoBast KoxHast HHPEKIUs 0 0 1 (2,4%)
['punn 1 (2,4%) 1(2,3%) 1 (2,4%)
DapuHruT 0 0 1 (2,4%)
CpIllb THOMHUYKOBAST 0 0 1 (2,4%)
Cernicuc 0 0 1 (2,4%)
Hudexims BepXHUX JBIXaTSIBHBIX My Tel 2 (4,8%) 3 (7,0%) 1 (2,4%)
Amebuas 1(2,4%) 0 0
bpounxur 1(2,4%) 0 0
OmnosichIBalONuiM repriec 1(2,4%) 0 0
Wmneruro 0 1(2,3%) 0
WMudexmus eIxaTeNbHEIX My Tel 0 1(2,3%) 0
Punur 1(2,4%) 0 0
Tpaxeur 0 2 (4,7%) 0

3aboeBanust KPOBEHOCHOH U

TUM(aTHIECKOM CHCTEMBI 5 (11,9%) 7 (16,3%) 4 (9,8%)
Anemust 3 (7,1%) 4(9,3%) 2 (4,9%)
XKenezonedburnurnas aneMus 0 0 1 (2,4%)
Jlelikonenusa 1(2,4%) 2 (4,7%) 1 (2,4%)
Helitponenusi 0 4 (9,3%) 1 (2,4%)
JImmbonenns 2 (4,8%) 0 0

3aloIeBaHys KEIYJOTHO-KUAITIETHOTO

TpakTa 5 (11,9%) 6 (14,0%) 4 (9,8%)
SI3BeHHBIH KOJIUT 5 (11,9%) 1(2,3%) 2 (4,9%)
bonb B xuBOTE 0 0 1(2,4%)
bony B BepXHEH 9acTH JKUBOTA 0 1(2,3%) 1 (2,4%)
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Momnorepanust | Monorepanusa | KomOGunupoBanHast
rotuMyMadoM | rycempkymabom Tepamus
KpoBoreuenue u3 1eCHbI 0 0 1 (2,4%)
["emoppoit 0 0 1 (2,4%)
TomHora 0 1(2,3%) 1 (2,4%)
PBota 0 1 (2,3%) 1 (2,4%)
3y6Hol kapuec 0 1 (2,3%) 0
Jlucnienicus 0 1(2,3%) 0
['unectes3ust HOJIOCTH pTa 0 1 (2,3%) 0
HemnpoxoJuMoCTh TOHKOTO KUITIETHUKA 0 1(2,3%) 0
Oo61mue 3a001€BaHs U PEAKIUU B MECTE
BBEJICHUS 2 (4,8%) 1(2,3%) 2 (4,9%)
DpureMa B MECTE MHBEKIIUU 0 0 1 (2,4%)
Boinb B rpyaHO#M KIETKe, HE CBSA3aHHAS C
cepJIeM 0 0 1 (2,4%)
YToMIs1€MOCTh 1(2,4%) 0 0
[ IpunyxJiocTh B MECTE UHBEKITUI 0 1(2,3%) 0
[Tupekcust 1(2,4%) 0 0
3aboeBaHusI HEDBHOH CHCTEMBI 2 (4,8%) 4 (9,3%) 2 (4,9%)
["ostoBHAs 60 1(2,4%) 1(2,3%) 1(2,4%)
[ IpenoOMopoTHOE COCTOSIHIE 0 0 1 (2,4%)
["o510BOKpY)KEHUE 0 1(2,3%) 0
Jlucressus 0 1(2,3%) 0
COHJIMBOCTH 1(2,4%) 1(2,3%) 0
3aboseBaHys KOKH U ITOJKOXHON TKaH! 0 0 2 (4,9%)
AJuteprudeckuil JepMaTUT 0 0 1 (2,4%)
["anrpeHo3Hast IHOIEpMUsl 0 0 1 (2,4%)
OHJIOKPUHHEIE paccTpoiicTBa 0 0 1 (2,4%)
HapmoueunnkoBast HeJOCTATOYHOCTD 0 0 1 (2,4%)
Hapymenus co cTopoHE
AMMYHHOH CHCTEMBI 0 1(2,3%) 1 (2,4%)
Ce30HHAs AJUIEpIHsl 0 0 1 (2,4%)
['unepwy BCTBUTEIHHOCTD K
JIEKapCTBEHHBIM IIpenapaTaM 0 1(2,3%) 0
3a00eBaHUs CKENECTHO-MBIINICYHON 1
COEJIMHUTEILHOTKAHHOU CUCTEM 2 (4,8%) 2 (4,7%) 1 (2,4%)
ApTpanbrus 1(2,4%) 0 1 (2,4%)
bBonb B crimue 0 1(2,3%) 0
Kocrarie 6omn 1(2,4%) 0 0
MEITIEYHBIE CIIA3MBI 0 1(2,3%) 0
Muanrus 1(2,4%) 0 0
OcreoapTpur 1(2,4%) 0 0
3aboieBaHus ICUXUKU 0 0 1 (2,4%)
Hounoit xommMap 0 0 1 (2,4%)
3a0oneBaHus pEeNIpPOIYKTHBHOM CHCTEMEL U
MOJIOYHBIX JKEJIe3 0 0 1(2,4%)
DHJIOMETPHO3 0 0 1(2,4%)
3aboeBanusl cepJiiia 0 1(2,3%) 0
OuOpHIULAIYS IIPEJICEpANM 0 1(2,3%) 0
3aboieBaHus 3pEHUs 0 1(2,3%) 0
['unepemus rnaza 0 1(2,3%) 0
3a0oeBaHusl ICYECHH U
KEITIEBBIBOJISINUX 1Ty TEH 1(2,4%) 0 0
CKIIEpO3UPYIOIUNA XOIAHTUT 1(2,4%) 0 0
TpaBMEL, OTpaBiICHHUS U IPOTIEY PHEIC
OCJIOKHEHU ST 1(2,4%) 1(2,3%) 0
Ymub 0 1(2,3%) 0
TpaBma rosoBbl 1(2,4%) 0 0
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Momnorepanust | Monorepanusa | KomOGunupoBanHast
rojuMyMadoM | rycelbkyMaboM Tepanus
JlaGoparopHble HCCIIEIOBAaHUS 1(2,4%) 4 (9,3%) 0
[ToBrImeHNe aTaHUHAMHHOTPAHChEpashl 1(2,4%) 0 0
[loBblenue
aclapraTaMHHOTpaHChepashl 1 (2,4%) 0 0
[ToBBImEeHHEIH VPOBEHD IENOTHO
docdarassl B KpoBH 0 1 (2,3%) 0
[ToBBIITIIEHHOE apTepHATLHOE TaBICHUE 0 1 (2,3%) 0
[ToBEINICHHEBIC TIEYCHOYHEIC (hPEPMEHTEI 0 1(2,3%) 0
[ ToBbIINIEHHBIE YPOBHY TPAHCAMMHA3 0 1(2,3%) 0
PaccrpolicTBo MeTaboau3Ma U TUTAHUSI 0 1(2,3%) 0
['umodocdaremus 0 1(2,3%) 0
3aboeBanms OPraHOB JILIXAHUS, TPYAHON
KIIETKU ¥ CPEJOCTEHUS 1(2,4%) 1(2,3%) 0
Karmens 1(2,4%) 0 0
boxib B pororioTke 0 1(2,3%) 0

O6o3nauenus: HS = HexkenarenbHOE SIBICHUE, CPEl. = CPEIHEE.

[TpumMedanne. YIaCcTHUKOB, TEPEHECIINX T0O0E KOHKPETHOE SBJICHIE, VIUTHIBAIOT TOIHKO OJINH pa3
HE3aBHCUMO OT KOJIMIECTBA CIYIaeB, KOTa OHU (HaKTHUICCKH ITEPEHECITH 3TO SBICHHUE.
HexenarenbHble SBICHUS 3aK0MUPOBAHHE ¢ ToMoIEi0 MedDRA, Bepens 21.1.

? TIpoMeXyTOYHEIE TaHHEIE OT MO IMHOKECTBA YIaCTHHKOB,

b Cpe/HEe KOTUIECTBO TOCEIEHUH, KOT/1a IPOBOIMIIOCEH MCCIE [y eMOE BMEIIaTeILCTRO.

[0308] Tabmuma 15 — KonuecTBo yHaCTHUKOB C HEXKEJaTeIbHBIMH SIBJICHUSIMH,
BO3HUKIIKMMU B CBSI3U C JICYCHUEM, KOTOPBIE IIPUBENH K NPEKPALLEHUIO UCCIIELY EMOTO
BMeLIATeNbCTBA B TeueHue 12 Henenb, 10 CHCTeMHO-OpTraHHbM kiiaccam MedDRA u

NPeANOUTUTENBHBIM TepMuHaM; OCHOBHAsI BBIOOpKA IS aHAJIN3a

Mouotepanus
rOJIUMyMadoM

Mounotepanus
rycesrbkymMatoM

KoM6unupoBannas
Tepamusl

BriGopka Juist ananusa *;
OcHoBHas BEIOOpKa AT
aHaJIu3a 42 43 41

CpeaHssa mpoaoJIKATETHFHOCTh
MOCIEYIOMETo HAOIIOCHIS
(menenn) 12,1 12,1 12,2

Cpennuil ypoBeHb
BO3/ICHCTBYSI (KOIMIECTBO
BBeﬂeHHﬁ)b 6,0 6,0 6,0

Y9acTHUKH ¢
HeXeIaTeILHBIMA
SIBIICHUSIMHA, BO3HUKITINMH Ha
¢doHe neueHus, KOTOPHIE
TIPUBENH K IPEKpAaIneHIIO
HCCIIEyEMOTO
BMEIATEILCTBRA. 2 (4,8%)

1 (2.3%) 2 (4,9%)

Cucrema MedDRA —
CHCTEMHO-OPTaHHbIH
KIIacC/TIPe IO THTEIHHBIH
TEPMUH
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Momnorepanus | Monorepanus | KomOnHupoBaHHAS
roTuMyMadoM | rycenbkyMaboM Tepanus
3a0oiieBaHus KEILY TIOTHO-

KHMIIEYHOT'O TpaKTa 2 (4,8%) 1(2,3%) 2 (4,9%)
SI3BEHHBIH KOJIUT 2 (4,8%) 0 2 (4,9%)
HenpoxomumocTs

TOHKOTO KHITIETHUKA 0 1(2,3%) 0

O6osznauenust: CpeH. = cpejiHee 3HauUCHHE
IlpuMeuanue. YUacTHHKOB, IEPEHECIINX TI000e KOHKPETHOE SIBJICHHE, YIUTHIBAIOT
TOJIBKO OJIUH Pa3 HE3aBUCUMO OT KOJIMYECTBA CIy4aeB, KOTraa OHU GaKkTHIeCcKH
HIEPEHECITH 5TO sIBIICHUE. HekenaTebHbIC SBICHUS 3aK0TUPOBAHBI € TIOMOITIBIO

MedDRA, Bepcust 21.1.

a HpOMe’)KyTO‘{HI)IG JIAHHBIC OT ITOJIMHOKCCTBA VIaCTHUKOB.
b o
CpeﬂHee KOJIMICCTBO NOCCIICHUN, KOI'JIa IIPOBOANTIOCE UCCIICAYCMOC BMCIIIATCILCTBO.

[0309] Tabmua 16 — KommuecTBo y4acTHUKOB ¢ 1 nim Oonee cepbe3HbIMU
WH(EKUUSIMH, BOSHUKIITUMHU TOCIE JIeueHus1, B TeueHue 12-i Henenu B pa30oUBKe MO

cHCTeMHO-OpraHHbIM Kitaccam MedDRA u npennouturensHbiM TepMuHam; OCHOBHAsS

BBIOOpKA JIJIs aHAJTH32

Momnorepanuss | Monorepanusa | KomOuHHpOBaHHAas
roTMMyMa0oM | rycelbkyMaboM Tepanus
Bri6opka s ananusza *:
OcHoBHas1 BHIOOpKa I
aHaln3a 42 43 41
Cpeausisa MpoAoIIKUTETHHOCTD
MOCIEYIOMETo HaOIIOACHU
(meenn) 12,1 12,1 12,2
Cpeauuif ypoBeHb
BO3JIeHCTBUS (KOJIMIECTBO
BBe;:[eHI/Ii/’I)b 6,0 6,0 6,0
VYaactauku ¢ 1 wm Gonee HA
B BUJIE TsDKenoli nudexnmn © 0 0 1 (2,4%)
Cucrema MedDRA —
CHUCTEMHO-OPTaHHBIH!
KIacc/Tpe oY THTEIHHBIH
TEPMUH
Wudexrmmu n nHBa3HA 0 0 1(2,4%)
['punn 0 0 1(2,4%)
Cericuc 0 0 1(2,4%)

O6o3nauenus: CpellH. = cpejiHee 3HaUCHUE
[TpuMedanne. Y9acTHUKOB, IEPEHECTIINX JTI000€ KOHKPETHOE SBICHUE, VIUTHIBAIOT
TONBKO OJIMH pa3 HE3aBUCHMO OT KOJIMYECTBA CIYUaeB, KOI/Ia OHA (PaKTHICCKU
MIepeHECTH ATO sBJICHUE. HekenaTenbHEe SBICHIS 3aK0UPOBAHEI C TIOMOITBIO

MedDRA, Bepcus 21.1.

? TIpoMeXyTOYHBIE TAaHHEIE OT MOJAMHOKECTBA YIaCTHHKOB,
b M

CpeaHee KOTHISCTBO TOCEIEHUH, KOT/Ia IPOBOTIIIOCH UCCIETyEMOE BMEIIATENLECTRO.
¢ Cephbesnast MH(EKIHS MO OIIEHKE HCCIETOBATENS.
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[0310] Tabmuua 17 — O600menHas nHGOPMAILUS IO BOSHUKIINUM B XOE JICUCHUS

HEe)KeJIaTeNIbHBIM SIBJIEHUSIM Ha 24 Hezene; MmoJiHask BbIOOpKaA JJIsl aHATN3a

[0311]

Momnorepanust | Monorepanus | KomGunupoBanHast
ronuMyMadoM | ryceIbKyMatoM Tepanms ¢
BriGopka Juist anaiuza *; mosHast
BEIOOpKA JUISI aHAJIM3a 55 55 58
CpeqHsisi MpoaOIIKUTEIHHOCTE
MOCIEYIOMETo HaOIIOACHUS
(menenn) 19.3 19.6 18.5
Cpennuil ypoBeHb BO3JICHCTBUSA
(KOJIMIECTBO BBe,f:[eHI/Ii/'I)b 8.9 9.1 8.4
Cy6mwekthl ¢ 1 mnu Gosee HS 31 (56,4%) 29 (52,7%) 28 (48,3%)
CyO0mbekrHl ¢ 1 mnu Goiee
cepbe3HbiMu HA 2 (3,6%) 2 (3,6%) 2 (3,4%)
Vaactauku ¢ 1 mwm 6oaee HJ,
MPUBEAITAMHE K IPEKPAIICHHIIO
HCCIIE/[yEMOTO BMEIATEILCTBA 3 (5,5%) 1(1,8%) 5 (8,6%)
Yuaactauku ¢ 1 wim Gonee HA B
Bl HHGEKIAH ° 15 (27,3%) 12 (21,8%) 11 (19,0%)
Yuacrauku ¢ 1 wim Gonee HA B
BHJIC TsDKENOW uHbexImu ° 0 0 2 (3,4%)

O6o3nauenus: HS = nexenarenabnoe SABJICHHUC, CPCJ. = CpeJHee.
HpI/IMe‘IaHI/IC. y‘{aCTHI/IKOB, IICPCHCCHINX moboe KOHKPCTHOC JABJICHUC, YIUTHIBAIOT
TOJIBKO OJIUH pa3 HE3aBUCHUMO OT KOJHUIECTBA CIIydaeB, KOTa OHA (1)aKTI/I‘IeCKI/I
IIEPEHECIIN OTO SIBJIICHUE. HexenarenbHbIe SIBICHUS 3aKOIUPOBAaHEBI C ITIOMOIIBIO

MedDRA, Bepemst 21.1.

* TIpOMeXyTOYHBIE IAHHBIE OT MOIMHOKECTBA YIACTHUKOB.
® Cpejtiee KOMMIECTBO MOCEIEHIH, KOT/IA IPOBOTAIOCH HCCIE/Y EMOE BMEITATETHCTRO.
* MH(eKust 10 OTeHKe HCCIe0BaTeILs]
¢ VaacTHIKE IPYIIIEL KOMGHHIPOBAHHOM TEPAITHH IEPEITI Ha MOHOTEPAIIHIO
ryceinbkymadom, HaunHas ¢ 12-# Heenn.

Tabmua 18 — Uucino cyObeKTOB, CO CBSI3aHHBIMU C JIEYCHHEM

HEXEIATCIIbHBIMU ABJICHUAMU, MIPUBOAAIINMHA K MPEKPAICHUIO BBEACHUA

UCCJIEIyeMOT'0 areHTa, 1Mo HeJesro 24, Mo CUCTeMHO-OopraHHbIM Kiaccam MedDRA u

NMPEANOYTUTCIIbBHBIM TCPMUHAM, IMOJIHAA BbI60pKa JJId aHaJIu3a

Momnorepanus | Monorepanusi | KomGunupoBanHast
ronuMyMaloM | rycesmpkymaboM tepanus
BriGopka st ananmsa
HOJTHAs BRIOOPKa JIIs
aHaJIA3a 55 55 58
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Momnorepanust
TrOJUMyMaboM

Momnorepanus

rycerabKyMaboMm

KomOunnpopannas
Tepamust °

Cpenusis
IPOTOKUTEILHOCTH
MOCIIEYIOIIETO
HaOJIOIeHNS (HEJIeNIN)

19,3

19,6

18,5

Cpenuuit ypoBeHb
BO3AeHCTBUS (KOJIMIECTBO
BBeﬂeHHﬁ)b

8,9

9,1

8.4

YYacTHUKY C
HeXeJIaTelIbHBIMU
SIBJICHUSIMH, BO3HUKIITIMHI
Ha (oHE JICICHUSI, KOTOPEIC
MIPUBEIHN K TPEKPAICHHIO
HCCIIETyEMOTO
BMeEIIATEILCTBA.

3 (5,5%)

1 (1,8%)

5 (8.,6%)

Cucrema MedDRA —
CHCTEMHO-OPTaHHbIH
KITACC/TIPE IIOY TUTEI bHbIH
TEPMUH

3aboIieBaHusl KeIy IOTHO-
KHIIIETHOTO TPAKTa

2 (3,6%)

1 (1,8%)

3 (5,2%)

$SI3BEHHLI KOJIUT

2 (3.6%)

0

3 (5.2%)

HerOXOﬂI/IMOCTI)
TOHKOI'O KMIIICYHHKA

0

1 (1,8%)

0

Wudexn 1 nHBa3UA

0

0

2 (3.4%)

[{uroMeranoBUpy CHbIH
KOJIUT

0

1(1,7%)

Brenerounnri
TyOepKyIe3

1(1,7%)

3aboeBaHus OPraHOB
JIBIXaHUs, TPy IHOH
KJIETKH U CPEJIOCTEHHSI

1 (1,8%)

0

0

Jlerounas oMO0IHsI

1 (1.8%)

0

0

O6osnaueHus: CpesiH. = cpe/lHee 3HAUCHIE
ITpumeuanue. Y4aCcTHHKOB, IIEPEHECIIHX JIEOO0E KOHKPETHOE SIBICHUE, YIUTHIBAIOT
TOJIBKO OJIMH pa3 He3aBUCHMO OT KOJIMYECTBA CIyIaeB, KOTAa OHH (haKTHICCKH
IIepEHECIIH 5TO sBIIcHHe. HexenaTenbHble SBICHHS 3aK0OANPOBAHEI C OMOIIBIO

MedDRA, Bepcus 21.1.

* [TpoMeXYTOYHBIC JAHHBIE OT IIOJAMHOKECTBA YIACTHUKOB.
b N

Cpe/Hee KOIMYECTBO TOCETICHHH, KOT/[a IIPOBO/THIIOCE HCCIIEAYEMOE BMEITIATENBCTRO.
¢ YYaCcTHUKH TPY LI KOMOUHUPOBAHHON TEPAIINY TIEPEIILTH HA MOHOTEPAITHIO
rycenbkyMabom, HaunHas ¢ 12-i Hejenu.
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[0312] Tabmna 19 — KomnuecTBO y4acTHHUKOB € CEPbE3HBIMU HEXKENATEIbHBIMU
SIBIICHUSIMU, BOSHUKIINMH Ha (POHE JIeUeHus, B TeUeHHE Heneau 24 1o CUCTEMHO-

opranHbIM Kinaccam MedDRA u npeanodTuTenbHbIM TEPMUHAM, TTOJIHAS BBIOOPKA JJIs

dHaJInM3a
Mounotepanus Mounotepanusa | KomOunupoBanHas
roJIuMyMaldoM I'yceIbKyMaOoM Tepanusi °
BriGopka st ananusa *: mojiHas
BLEIOOpKA JUIST aHAIN3a 55 55 58
CpeaHssa mpoIoIKUTEITHFHOCTE
MOCIIEYIOMETO HAOIIOICHIS
(menenn) 19,3 19.6 18,5
Cpennuit ypoBeHb BO3JICHCTBUSA
(KOTUYIECTBO BBe;:[eHI/H‘/'I)b 8.9 9.1 8.4
Yuaactuuku ¢ 1 uinn Sonee
CephE3HBIMU HeXETIaTeTFHEIMU
SIBTCHUSIMH, BOSHUKITIAMH TIOCIIE
JCYCHUS 2 (3,6%) 2 (3,6%) 2 (3,4%)
Cucrema MedDRA - cucremHO-
OpTraHHBIA
KJIacc/Ipe IIOITUTENLHEIM TepMUH
Wudexun 1 nHBa3HA 0 0 2 (3,4%)
Buenerounslii Ty Oepkyiies 0 0 1 (1,7%)
['punn 0 0 1(1,7%)
Cenicuc 0 0 1(1,7%)
3aboeBaHusI OpPraHoOB JbIXaHUs,

IPYAHON KIETKU U

CPEJOCTEHNUS 1 (1,8%) 0 1 (1,7%)
Jlerounas smGonus 1 (1,8%) 0 1 (1,7%)

3aboneBaHus cepana 0 1 (1,8%) 0
Oubpuwursmus npejicepaui 0 1 (1,8%) 0
3aboeBaHusI Kely TOTHO-

KHUINEYHOTO TPAKTa 1(1,8%) 1 (1,8%) 0
SI3BEHHBIN KOJIHUT 1(1,8%) 0 0
HenpoxoauMocTs TOHKOTO

KHUITICTHAKA 0 1 (1,8%) 0

O6o3nauenust: CpeJiH. = cpeiHEE 3HAUCHHE

[TpumMedanue. YHaCTHUKOB, TEPEHECINX F000€ KOHKPETHOS SBJICHNUE, VIUTHBAIOT TOIBKO OJUH
PAa3 He3aBUCUMO OT KOJTMYECTBA CIYIACB, KOT/IA OHU (PAaKTUIECKH IIePEHECIH 3TO SBICHIE.
HexenarenbHbIe SBICHUS 3aK0UPOBAHE ¢ TToMoIEI0 MedDRA, Bepens 21.1.

? TIpoMeKyTOYHBIE JAaHHEIE OT MOJAMHOKECTBA YIACTHHKOB,

b CpemHee KOTUIECTBO TOCEIEHUH, KOT/Ia IPOBOIIIIOCH UCCIEyEMOE BMEIIATEILCTRO.

¢ YYacTHUKHA TPy L KOMOMHHAPOBAHHOM TepalMu MepeTin Ha MOHOTEPAIIHIO Ty CeTLKYyMaboM,
HadynHAas ¢ 12-i Heenn.

[0313] Tabmua 20 — KonmuuecTBo y4acTHUKOB ¢ 1 nim 6onee cepbe3HbIMU

WH(PEKUUSIMH, BOSHUKIITUMHU TI0CTIE JICUEHUs], B TeueHue 24-i HeZienu B pa30uBKe 1O
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CHCTEeMHO-OpraHHbIM Kiaccam MedDRA 1 npennouTuTenbHpIM TEPMHUHAM, TTOJTHAS

BBIOOpKA /IJIs aHAJIN32

Momnorepanus | Monorepanus | KomOnHupoBanHas
roIuMyMadoM | ryceabKkyMaboM Tepanus d
Bribopka jiist aHanusa
HIOJTHAsI BEIOOpKA JUIs
aHaJIM3a 55 55 58
Cpenuss
MIPOJIONKUTCIEHOCTE
MOCIIEYIOIIETO
HaOMroIcHUS (HEICIIH) 19,3 19.6 18,5
CpenHuil ypoBEHb
BO3/IeHCTBU (KOTMIECTBO
BBeL[eHI/Ii/'I)b 8.9 9.1 8.4
Ydaactauku ¢ 1 uin Sonee
H$I B Bune Tsoxenoit
nngexnuy ° 0 0 2 (3,4%)
Cucrema MedDRA —
CHCTEMHO-OPTaHHEIH
KIIacc/TIpe IO TUTEILHEBIH
TEPMHUH
Wudexum n nHBa3UA 0 0 2 (3.,4%)
Buenerounsrit
TyOEpKyIe3 0 0 1 (1,7%)
['punn 0 0 1(1,7%)
Cernicuc 0 0 1(1,7%)

O6o3nauenus: CpeH. = cpeHee 3HAUCHHE
IIpuMeuanue. Y9acTHUKOB, IEPEHECIINX TI000e KOHKPETHOE SIBJICHHE, Y ITHTHIBAIOT
TOJIBKO OJIMH pa3 HE3aBUCUMO OT KOJIMIECTBa CIy4aeB, KOT/la OHU (pakTHIecKn
HIepeHecIIH 3To sBIeHue. HekenaTenbHble IBICHUS 3aKOAUPOBAHLL ¢ IOMOIIBIO

MedDRA, Bepcust 21.1.

* ITpoMeKy TOIHBIE JIAHHBIE OT HOAMHOXECTBA YIACTHHKOB.
® Cpe/Hee KOTHUECTBO HOCCINEHHH, KOT/Ia HPOBOJIIIOCH HCCTIEyeMOE BMEIIIATETBCTEO.
* MHekIms mo oleHKe UCCIeI0BaTeNs
¢ VaacTHHKHE IPyIIIE KOMGHHHPOBAHHOK TEPAITHA TIEPEIILTH HA MOHOTEPAIIIIO
rycesnbkyMabom, HaunHas ¢ 12-i Heenu.

Tabmmua 21 — KomnuecTBO y4aCTHUKOB € 9HIOCKOITUYECKU TIOATBEP KICHHBIM

3aKUBJIEHUEM Ha 38-1 Hexese

Momnorepanusi | Monorepanust | KomOunupoBanHasi
roruMyMadoM | rycenbkymaboMm tepanust °
N 58 57 58
Y4acTHHUKH ¢
DH/IOCKOITNIECKIM
3aKHBICHACM * >° 13 (22,4%) 16 (28,1%) 26 (44,8%)

80% 2-ctoponnuii CI ©

154,294

20,4,35,7

36,5, 53,2
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* DHIOCKOMMIECKOE 3aXKUBICHIE OIpeIeIsieTcs: Kak ¢y 66amnt sunockonuu O win 1.
b

Y49acTHHKY, IEPEHECINE HHTEPKYPPEHTHOE COORITHE (HATOKEHNE CTOMBI HIH
KOJIDKTOMHIO (TaCTHYHYIO WM TOTAIBHYIO), IIPEKpaIeHHE HCCIIeTyeMOTO JICUCHUS
U3-32 OTCYTCTBHUS TepaneBTuIeckoro > dexra win usz-3a HA B Buze yxyamenns
teueHus SIK, 3anpelnennoe mpoTOKOIOM H3MEHEHHE COIY TCTBYIOIMETo (1X)
JEKapCTBEHHOTO cpejicTBa poTuB SK, npekparrenne uccieyeMoro JeIeHUs 1o
IPUYMHAM, OTIIMYHBIM OT OTCYTCTBUS 2(PEKTUBHOCTH WM HEKEIATSILHOTO SIBICHHSI
B Bujie yxyamenus SIK, cmepTh) no Bu3uTa Ha 12-it Hefene cauranuck He
JIOCTHUTIIIMMH dHAOCKOIIMIECKOTO 3aKUBIICHN Ha 12-1 Henerne.
¢ [ocite ydaera MHTEPKYPPEHTHBIX COOBITHH CIUTAIOCH, 9TO YIACTHUKH, ¥ KOTOPBIX
OTCYTCTBOBAJ cy00al1 SHAOCKOINH Ha 12-# Heelne, He JOCTUTIIHN SHJIOCKOIINTIECKOTO
3a)KUBJICHUS Ha |12-11 Henele.
d JloBepurenbubie uaTEpBabl (Cl) OBLIM OCHOBaHBI Ha cTaTUcTHKE Banb/a.
® YYacTHUKHA TPYINE KOMOMHUPOBAHHON TepalTny HEPEILTH Ha MOHOTEPAIIHIO
rycesnbkyMabom, HaunHas ¢ 12-i Heenu.

[0315] Tabmmua 22 — KomnuecTBO y4aCTHUKOB B KIIMHUUECKOW peMUCCHH Ha 38-i
Henene’
Momnorepanusi | Monotepanust | KoMOuHMpoBaHHAas
ronruMymMadoM | rycempkymaboM Tepars |
N 58 57 58

YYacTHUKH B KIMHAYECKOU
bed
pemuccnu -~

14 (24,1%)

15 (26,3%)

23 (39,7%)

80% 2-cropounmuii CI °

16,9,31,3

18,8, 33,8

31,4,479

5 [0316]

* BOCHOIHEHHE OTCY TCTBYIONIHX JAHHBIX ITAIIHEHTOB ¢ OTCY TCTBHEM KIMHIYIECKOTO OTBETA:
nocie npuMeHeHns npaBml ICE y4acTHHKH, ¥ KOTOPEIX OTCYTCTBOBAJ CTAaTyC KIMHAYECKOH
PEMICCHIL, CTHTAILHCE HE JOCTHIIHME KIMHAIECKOH PEMHUCCHH.

Kimnnveckasi peMuccus onpeaernsiercs kak oani 1o mxaie Matio < 2 6e3
HHJIMBHTY AJIBHOTO ¢y 06aiuia >1.
¢ YYacTHHKH, IEPEHECIINE HHTEPKYPPEHTHOE COOBITUE (HATOKECHHUE CTOMBI HIIH
KOJIPKTOMUIO (aCTHIHYIO MU TOTAIBHYIO), IpEKpalleHuE UCCIEyEMOTO JICUEHIS U3-3a
OTCYTCTBHS TepalleBTHIecKoro sddexra mwin uz-3a Hi B Buge yxyamenus redeHus 5K,
3alpelleHHOE IPOTOKOIOM M3MEHEHHE COITY TCTBYIOINETro(1X ) IeKapCTBEHHOTO CPEICTBA
npotus SK, npexpaleHnue ueciaeyeMoro Je4eHNs [0 IPAIHHAM, OTIIMYHBIM OT OTCYTCTBHUS
o eKTUBHOCTH WK HEXKEeNATEILHOTO SIBIeHU B Bujie yxyamenus SIK, cMepTh) 10 BU3KTA
Ha 12-# Hexene cuuTaNuCh He JOCTUIIIUME KINHUYeckol pemMuccnu Ha 12-1 Henene.
Tlocre yuera HHTEpPKYPPEHTHEIX COGBLITHA YIACTHIK, Y KOTOPHIX OTCYTCTBYIOT KaKHe-
nu6o wiu Bee cy06amtsl Maito, OyIyT cuuTaThest HE JJOCTUTIIAMU KIMHUYECKOH peMUCCUHT
Ha 12-i1 Henene.
¢ JloBepHUTEIbHbIEC HHTEPBAIBI [l PA3HHITEL B JICICHAH JIOJNH YIACTHHKOB, JOCTHITIIAX
KIIMHAYECKOH PEMUCCUU MEX]Ty KOMOMHUPOBaHHOU Tepanuelf u kax 10t MOHOTEpanuei,
OBLIN OCHOBaHEI Ha CTaTHUCTHKE Banbna.
! VaacTHIKH Ipy L KOMGHHHPOBAHHOM TEPAITHY TIEPEIILTH HA MOHOTEPAIIHIO
rycenbkymaboM, HauuHas ¢ 12-# Heenn.

Tabmua 23 — KonnuecTBo y4aCTHUKOB B KIIMHUYECKOW PEMUCCHH TTO

OMpeNEIEHUIO OPTaHOB 3PABOOX paHeHus Ha 38-i1 Henene”

Momnorepanusi | Monorepanust | KomOuHmpoBaHHAas
roJIMMyMadoM | TycelbKyMaboM Tepars |
N 58 57 58

Y4yacTHUKH B KIXHUISCKOMH peMuccun
110 OIIPCJICIICHUIO OPIr'aHOB

13 (22,4%)

15 (26,3%)

25 (43,1%)
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Momnorepanusi | Monorepanust | KoMmOuHmpoBaHHAas
roJuMyMadoM | IycelbKyMaboM Teparms |
3apaBooxpanenHus
80% 2-croponnuit CI ° 15,4,29.4 18,8, 33,8 348,514

*BocHOMHEHIE OTCYTCTBYIONIUX JAHHBIX NAIHEHTOB ¢ OTCYTCTBHEM KIHMHHYIECKOTO OTBETA: MOCIIE
npuMeHeHus npaBmwi ICE y9acTHHKY, Y KOTOPBIX OTCYTCTBOBAN CTATYC KIMHUYCCKOH pEMUCCHH,
CUHTAJINCH HE JOCTUITIMMHE KIHHUYECKOH PEMUCCHH.
® Kiuumaeckas peMHCCHS, OIpe/IeIeH e OpraHa 3paBoOXPAHEHIS, OPEISISIETCs Kak ¢y 60a
pexranbHBIX kKpoBoTeueHuit O winu 1, RBS 0 u cy66ann supgockonuu O win | npu OTCYyTCTBHH
PBIXJIOCTH IIPH DHIOCKOIIUH, I/le ¢y00allI YacTOTHL CTyJIa He YBEIHNIMICS 110 CPABHEHHIO C

HCXO/JHBIM YPOBHEM.

¢ V9aCTHUKH, IEPEHECIITNE UHTEPKYPPEHTHOE COORITHE (HATOKEHIE CTOMBI HITH KOJIOKTOMHUIO
(JaCTHYHYIO WU TOTANBHYIO), IPEKpAICHHUE UCCISAYEMOTO JICICHHUS U3-32 OTCYTCTBUSA
TeparepTIdeckoro s>ddexra win u3-3a HS B Buje yxymmenns tedeHus SIK, 3anpermeHHoe MpoTOKOIOM
H3MEHEHHE COIY TCTBYIOIETo(HX) JIEKAPCTBEHHOTO cpe/icTBa poTuB SIK, mpekparneHne uecle [y eMoro
JIEUCHWA 110 TIPUIUHAM, OTIMIHBIM OT OTCYTCTBH: 3 (HheKTHBHOCTH WM HEXENATETHHOTO SBICHUS B
Bujie yxyamenus SK, cMepTh) Jio BusuTa Ha 12-i Hejliene CUUTAINCh HE JIOCTUTTITMMH KIIMHUIECKOU
PEMICCHH TI0 OTIPEICIICHIIO OpTaHa 3/[paBooXpaHeHus Ha 12-it Hesere.
4 ocre yueTa HHTEPKYPPESHTHEIX COOBITHH YIACTHUKH, Y KOTOPHIX OTCYTCTBYIOT KaKHWe-THOO TN
BCE KOMIIOHEHTHI KIIMHIMIECKOM PEMUCCHH TI0 OIPe/ICTICHUIO OPTaHOB 3/[paBOOXpaHeHN: Ha 12-1
Hegsenne, OV Iy T CIUTAThCA HE JOCTUTIIIAMH KIMHIISCKOW PEeMUCCHH TIO OIIPE/ICNICHIIO Y IPaBICHUS

3/[paBooxXpaHeHus Ha 12-1 Hejene.

¢ JloBepHUTEILHBIE HHTEPBAIBI JUTsI PA3HUITHL B JICICHAH JIONH YIACTHUKOB, JIOCTUITIHX KIMHAICCKON
PEMHUCCHHE IO OIPE/ICNICHAIO OpraHa 3/[paBOOXPaHEHUS MEX/ Ty KOMOMHIPOBAaHHO! Tepanueil u

KaXxJ10if MOHOTepanueif, ObIIM OCHOBAHLI Ha CTaTHCTHKE Banbaa.
! VaacTIKE IPYIIIEL KOMGHHHPOBAHHOM TEPAITHY TIEPEILTH HA MOHOTEPAIIMIO Iy CeIIbKYMaGoM,

HadynHas ¢ 12-i Heenn.

[0317]

it Hepene ((pa3a MOHOTEpAITHH)

Tabnuua 24 — CeonHas nadopmanus o HA, Bo3HUKIIKNX TipH JiedeHuu, Ha 3 8-

Mouotepanus Mounotepanusa | KomOuHupoBaHHas
roruMymadoM | IyceIbKymMatoM Tepanus d
Koa-Bo manueHToB: 72 71 71
Cpenusisa IpoIoKUTEITBHOCT 40.9 102 3.1
HOCIIEY IOIEro HaOIIOICHUsT (HEJIeTTH)
Cpeauuit ypoBeHb BO3ICHCTBHA 125 131 132

(KOJIMYECTBO BBEIECHMH)”

>

>

Yaactauku ¢ >1, n (%)

Hexenarensnoe seiaenue (H)

50 (69,4%)

41 (57,7%)

44 (62,0%)

CepbesHbIe HeXeNaTenbHBIC
sapierus (CHS)

4 (5.6%)

4 (5,6%)

4 (5,6%)

HJ1, mpuBeinue x nIpeKkpaIieHuio
HCCIIETyEMOTO BMETIATENLCTRA

4 (5,6%)

1 (1,4%)

7 (9,9%)

I/IH(’peKunﬂb 22 (30,6%) 17 (23,9%) 21 (29,6%)
Cepresnas nHbEKIHA b 2 (2,8%) 2 (2,8%) 2 (2,8%)
H51, nmpuBemimue k cMepTH 0 1 (1,4%) 1(1,4%)
Cessano ¢ uapexnueit COVID-19 2 (2,8%) 3 (4,2%) 2 (2,8%)

a Cpez[Hee KOJIHICCTBO HOCGmeHHﬁ, Korja 1mpoBoANJIOCE UCCIICAY CMOC BMCIIIATCIILCTBO.
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b Wudexmus mo oleHKe UCCIeT0BaTeIsL.

¢ HSl, mpuBeIue K IETATLHOMY HUCXOJY, KIacCHPUITUPYIOTCS TAKOBHIME Ha OCHOBE JIETATBLHOTO
ucxoja HJI.

4 Vaacrankn TPYIIIE KOMOMHUPOBAHHOU Tepanuy Iepenuid Ha MOHOTEPAIIHIO Ty CeIbKyMadoM,
HavyuHasi ¢ 12-# Hemenn.

[0318] Tabmuua 25 — Cepbesnble HA, Bo3HuKaromme B xone jeyeHus, Ha 38 Henene
Momnorepanust Momnorepanust KomOunupoBannas
rommMyMalboM | TycerpkyMaboMm Tepamus °
Koi-Bo mmanueHToB: 72 71 71
CpemHssa IpoIOIKUTEITHHOCTE
MOCIIENYIONETO HaOIIOCHUS 40,9 422 431
(menenn)
ITarueHTHI ¢ > 1 BOBHUKINNAM B 4 (5.6%) 4 (5.6%) 4 (5.6%)
xoje aedenuss CHS, n (%) D70 D70 D70
Wudexnuu n WHBa3HA 2 (2,8%) 2 (2,8%) 2 (2,8%)
["purm 0 0 1 (1,4%)*
Cermcuc 0 0 1 (1,4%)*
TyGepkyes
BHYTPHUIPY IHBIX 0 0 1 (1,4%)"
TuMpaTHISCKUX Y3I0B
Bpouxur 0 1 (1,4%)° 0
COVID-19 0 1 (1,4%)¢ 0
[TaeBmonmst COVID-19 1 (1,4%) 0 0
XpoHUYIECKUI CHHYCHUT 1 (1,4%) 0 0
3a0o1eBaHus eIy T0OYHO- 1 (1.4%) 2 (2.8%) 0
KHIIETHOTO TPaKTa
SI3BEHHBIN KOJIHUT 1(1,4%) 0 0
KpoBoteuenue ey 09HO- 0 1 (1.4%)° 0
KHIIETHOTO TPaKTa
HenpoxoanMocTs TOHKOTO 0 1 (1.4%) 0
KHTICTHUKA
3aboJieBaHuUsI OPraHoOB
JIbIXaHUSsL, TPYTHON KIETKU U 1(1,4%) 0 1(1,4%)
CPEOCTECHUS
Jlerounas smGomus 1(1,4%) 0 1 (1,4%)b
3aboiieBaHus cepina 0 1(1,4%) 0
QuOpWIUIANYS IPEICcEpAnM 0 1 (1,4%) 0
JloOpokadecTBEHHEIE,
3TOKa9YEeCTBEHHEIC U
HEYTOYHEHHBIE 0 1 (1,4%) 0
HOBOOOpa30BaHUs (BKIIOYAst
KHCTHI ¥ TIOJIHIIHI)
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Momnorepanus Momnorepanust KomOunnpoBannas
romuMyMadoM | rycerpkyMaboMm Tepamus °
AJleHOKapIIMHOMA TOJCTOM 0 1 (1.4%)° 0
KHIIKH
PaccrpoiicTBo MeTabonu3Ma U 1 (1,4%) 0 0
UTaHUSA
Jerunparanus 1 (1,4%) 0 0
TpaBMBL, OTpaBICHUS U 0 0 1 (1.4%)
IIPOTIE Y PHEIC OCTIOKHCHHUS
OtpaBieHue 0 0 1(1,4%)

O6o3nauenus: HS = HexenarenbHoOE SIBICHUE, CPEJl. = CPEJTHEE.

* Uctpity emeiit Ne 100180, b Henrrryemerit Ne 100170, © Menmiryemsrit Ne 100147, d
Hcnwiryemsriit No 100109.

® Y4acTHUKH TPYIIIEI KOMOUHUPOBAHHON TEPAINY IIEPETILTH HA MOHOTEPAITHIO
rycesnbkyMabom, HaunHas ¢ 12-i Hejenu.

[0319] B nacrosel 3asiBke OMUCaH psifi IPUMEPOB U BAPUAHTOB OCYLIECTBIICHUS
n3o0perenus. Tem He MeHee HeOOXOAMMO YUHUTBIBATD, YTO MPUHLUIIE MOKHO
pa3paboTarh pa3nuvHbIE MOJU(PUKALIH ONIMCAHHBIX TPUMEPOB W BAPHAHTOB

5 OCYIIECTBJICHUs O0e3 OTCTYIUIeHHsI OT 00beMa U cymrHocTH n3odperenns. C yueTom
3TOTrO APYTHe BAPHAHTBI OCYLIECTBIEHHS BKIIOYEHBI B 00BEM NMEPEUNCICHHBIX HIDKE
nyHKTOB. IIpu 3TOM BCe UnCIIOBbIE AMANIA30HbI, ONMCAHHBIE B HACTOALIEM JJOKYMEHTE,
BKJIFOUAIOT B ce€0s1 BCe COMEprKAIUECs B HUX MOJANAINIA30HBbI, a TAKXKe JII0ObIe
OTAEJbHBIE 3HAYESHHUS B Ipeaeax o0beMa STHX Iuana3oHoB. Bee myOnukarmy,

10 IMaTCHTBI U 3as1BKU Ha MATCHTBI, YIIOMSHYTBIC B HACTOAIIEM OIIMCAHNH, BKIIFOUCHDBI B

HaCTOHLLII/Iﬁ JAOKYMEHT ITOCPEACTBOM CCBUIKH.

[0320] N300pereHne MOKeT ObITh OMTUCAHO HUKE CO CChUTKOM Ha CIIEAYIOIIHE

IMPOHYMEPOBAHHBIC BAPHUAHTDBI OCYLICCTBIICHUA !

[0321] 1. Uaruburop NJI-23 u uarudurop ®HO-0, 17151 npUMEHEHUs! B JICUEHHH
15 BOCTIAJIUTENILHOTO 3a00JIeBaHUS Y MAIIMEHTA, IPHYEM HHIHOUTOPHI BBOIST B
TepaneBTHYECKU 3P (HEKTUBHBIX M KIMHUYECKH O€30MaCHBIX TPH COBMECTHOM

BBCACHHHU KOJIMYECTBAX, U y MallUCHTA Ha6.]'II-OI[aeTC$I KJIMHAYECKUM OTBET.

[0322] 2. Uaruburop NJI-23 u uarundurop @PHO-o 11 pUMEHEHHsI COTJIaCHO
BApUAHTY OCYILIECTBIICHUS |, B KOTOPOM BOCTIAJTUTEBHBIM 3a00JIEBAHUEM SIBJISIETCSI
20 BOCIHAJIUTCIIBHOC 3a6OJ'IeBaHI/Ie KHIICYHUKA U Y MAaUEHTa OTMEYIACTCA KJIMHUYECKHI

OTBET HAa OCHOBAHWUH KJIMHUYECKOH KOHEUHOH TOUKH, BEIOPAHHO 13 TPYIIIBL, COCTOSLIEH
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13 KOJIMYecTBa OayIoB 1o IiKayie Maio, Kou4ecTBa OaljioB MO YaCTUYHOM 1Kaie Maiio,
SHJIOCKOITMYECKOTO rokazatenst TspkecTH sisBeHHoro konura (UCEIS), mapkepos CPb
w/iH (hPeKaTbHOTO KAJIBIIPOTEKTHHA, & TAKKe COO0IaeMOro MalueHTOM pe3yJibTaTa u

BBIPpAXKEHHOCTHU CUMIITOMOB.

[0323] 3. Uaruburop MJI-23 u uarudutop ®HO-0 1151 mpUMEHEHUs! COTJIAaCHO
JFOOOMY M3 MPEAIIECTBYOIINX BAPHAHTOB OCYINECTBICHHS, B KOTOPOM aHTUTENIO K
NJI-23 Brirouaet anTuTen0 K MJI-23p19 unm ero aHTUreHCBSA3BIBAIOIIUN (PArMEeHT,
a uarunourop ®HO-a Brirovaer antureno k ®HO-o viii ero aHTUreHCBSI3bIBAO LI

(dparmMeHT.

[0324] 4. Uuruburop NJI-23 u uarudburop ®HO-q 1151 pUMEHEHHs COTJIACHO
JFOOOMY M3 MPEAIIECTBYOIINX BAPUAHTOB OCyIIeCTBIeHM s, mpudeM B3K

npexacrassieT coboit Oonesnp Kpona.

[0325] 5. Uaruburop NJI-23 u uaruburop ®HO-o 11 mpuMeHEeHHsT COTTIACHO
JF0OOMY M3 MPEAIIECTBYIOMINX BAPUAHTOB OCyIIeCTBIeHMsI, mpuaeM B3K

npeacTasisieT coboi si3BeHHbIN KoauT (SIK) nim KoIuT HeyCTaHOBIEHHON STHOJIOTHH.

[0326] 6. Uurudurop NJI-23 u uarudburop ®HO-0. 1151 mpuMeHEeHHs COTJIACHO
m000My M3 MPEALIECTBYIOIINX BAPHAHTOB OCYINECTBIICHUS, IPHUEM BOCTIAUTEIbHOE
3a0oneBaHNe KUILIEYHNKA MTPeCcTaBisieT coOoi akTuBHbIN SK cpenHel nimm Tsokenoit

CTCIICHU.

[0327] 7. Uaruburtop NJI-23 u unrudutop ®HO-0, 1y1st npUMEHEHHsI COTIACHO
M000MY M3 MPENIIECTBYIOINX BAPHAHTOB OCYIIECTBJICHUS, B KOTOPOM MALUEHT
paHee mostydan jJeueHune Tojbko naruounropom ®HO-o u pemuccuu SAK nocne

NpEAbIAYILIETO JICUECHUA HE HACTYIIAJIO.

[0328] 8. Maruburop NJI-23 u unruburop ®HO-o 11 mpuMeHEeHHsT COTTIACHO
1000My M3 MPENIIECTBYIOINX BAPHAHTOB OCYIIECTBJICHUS, B KOTOPOM IMALUEHT
paHee mostyyai JedeHue Toibko nHruounropom MJI-23 u pemuccun AK nocne

NpEAbIAYLICTO JICUCHUA HE HACTYIIAJIO.

[0329] 9. Murudutop NJI-23 u uaruburop ®PHO-a 1y1st npuMEHEeHHs! COTJIACHO
JF0OOMY M3 MPEAIIESCTBYIOMINX BAPHAHTOB OCYIIECTBJICHHUSI, TpUdeM aHTuTeo K MJI—
23p19 comep KuT: a) aMIHOKHUCJIOTHBIE TIOCIIEIOBATEIBHOCTH OMPEIESIFOIIIIX

koMmiuiemeHTapHocTh obnacreit (CDR) tsokenoit nenu SEQ ID NO: 1-3 u
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amuHOKHUCIOTHBIE ocienoBarenbHocTi CDR nerkoit neru SEQ ID NO: 4-6; b)

AMHHOKHUCJIOTHYIO ITOCIIEI0BATENbHOCTh BapralenbHOM o0nactu Tshxenoi nenu SEQ
ID NO: 7 1 aMHHOKHCIIOTHYIO MOCJIEIOBATENBHOCTb BapHaOeIbHON 00IaCTH JIETKOM
tenu SEQ ID NO: 8; unn ¢) aMHHOKHUCIIOTHYIO TIOCIEI0BATENBHOCTD TSDKEJION LIenu

SEQ ID NO: 9 1 aMMHOKUCIOTHYIO TMOCIEN0BaTENbHOCTD Jierkoi uenu SEQ ID
NO: 10.

[0330] 10. Uaruburop NJI-23 u unrudurop ®HO-o 151 mpuMeHeHUsT COTJIaCHO

M000MY M3 MPENIIECTBYIOINX BAPHAHTOB OCYIIECTBICHUS, IPHYEM aHTHTENO K
®HO-0 comepskuT: a) aMUHOKHUCIIOTHBIE TTociienoBaTebHOCTH CDR Tspkenoit nenu
SEQ ID NO: 11-13 u aMmuHOKUCIOTHBIE nocnenoparenbHocTH CDR nerkoi nemnu
SEQ ID NO: 14-16; b) aMHUHOKHCJIOTHYIO MMOCIEI0BATEILHOCTh BapuabeIbHOM
obnactu Tsoxenoi neru SEQ ID NO: 17 1 aMUHOKHCIIOTHYIO TIOCIIEIOBATENBHOCTD
BapuabenpHON obnactu jerkoi nenu SEQ ID NO: 18; nnu ¢) aMUHOKHUCIIOTHYIO
nocnenoBaTenbHOCTh Tspkenol nenu SEQ ID NO: 19 1 aMUHOKUCTIOTHYIO

nocaenoBaTeabHOCTD Jerkon renu SEQ ID NO: 20.

[0331] 11. Uaruburop NJI-23 u uarndurop ®HO-o a1t mpuMeHEeHHsT COTTIACHO

m000My M3 MPENLIECTBYIOINX BAPUAHTOB OCYIIECTBJIEHU, TpryeM aHTuTeno k MJI-
23p19 comepKuT: a) aMIHOKHUCJIOTHBIE TIochenoBaTenbHocTr CDR Tsixenoii nenu
SEQ ID NO: 1-3 u amunokucnotHble nociaeaoBaTenbHoctu CDR nerkoit uenu SEQ
ID NO: 4-6; b) aMHHOKHCIIOTHYIO ITOCJIE0BATENILHOCTD BapuabenbHON 0bmacTu
spkenon nenu SEQ ID NO: 7 u aMMHOKHCJIOTHYIO TTOCJIEIOBATEIbHOCTD
BapuabenpHOl obnactu serkoit nenu SEQ ID NO: 8; unu ¢) aMUHOKHCIOTHYIO
nocnenoBaTenbHOCTh Tspkeson nenu SEQ ID NO: 9 u aMuHOKUCIOTHYIO
nocnenoBaTenbHOCTD Jierkoi uenu SEQ ID NO: 10, u antuteno k @HO-o conepxut:
a) aMUHOKHUCIIOTHBIE TTocnenoBaTebHocTH CDR Tsxenoit e SEQ ID NO: 11-13 u
aMuHOKHUCIOTHBIE nocienoBarenbHocTH CDR nerkoit nemm SEQ ID NO: 14-16; b)
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIPHOCTD BapuadenbHON o0nacTu Tsukenon nenu SEQ
ID NO: 17 u aMHHOKHCIIOTHYIO IOCJIEI0BATEIbHOCTD BapHaOeIbHOM 001acTH JIErKoH
enu SEQ ID NO: 18; wiu ¢) aMHHOKUCIIOTHYIO MTOCJIEAOBATEIbHOCTD TSKEJION LeTH
SEQ ID NO: 19 u aMUHOKUCIIOTHYIO IMOCAEA0BATENbHOCTD Jierkoit nenu SEQ 1D

NO: 20.

[0332] 12. Antureno xk WI-23p19 u antureno xk ®PHO-o. a1 npuMeHeHus npu

nedennu JK y nanmenra, npuyem anrureno k MJI-23p19 conepxur (i)
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aMUHOKHCIIOTHBIE ocnenoBatenbHocTH CDR Tskenoit e SEQ ID NO: 1-3 u
amuHOKHUCIOTHBIE ocnenoBareabHocTr CDR nerkoit nenu SEQ ID NO: 4-6, (i)
AMHHOKHCJIOTHYIO MOCJIE0BATEIbHOCTD BapuabenbHoi obnactu Tspkenoi nenu SEQ ID
NO: 7 1 aMHHOKHCJIOTHYIO MTOCJIe0BATEIbHOCTD BaprabeIbHOM 00IaCTH JIETKOH Lienu
SEQ ID NO: 8, unu (iii) aMHHOKHCIIOTHYO MOCIE0BATEIbHOCTD TsKeol nenu SEQ
ID NO: 9 u aMHHOKHCTIOTHYIO TIocaenoBaTenbHOCTD Jierkoi e SEQ ID NO: 10; u
antureno k ®HO-o comepxut (1) aMMHOKUCIIOTHBIE MocienoBarenbHocT CDR
Tsoxeson nenu SEQ ID NO: 11-13 u amuHOKHCIOTHBIE nocienoaTeabHocTH CDR
aerkoii nenu SEQ ID NO: 14-16, (ii) aMMHOKHCIIOTHYIO MOCIEAOBATEIBHOCTD
BapuadenpHOH obmactu Tsokenoi nenu SEQ ID NO: 17 1 aMUHOKHCIIOTHYIO
NIOCJIEIOBATENbHOCTD BapuabdenbHoi obnactu nerkoi nernu SEQ ID NO: 18, v (iit)
AMUHOKHCJIOTHYIO TTocsieioBatenbHOCTh Tsikenoi neru SEQ ID NO: 19 u
AMUHOKHCJIOTHYIO TOCJIe0BaTeNbHOCTD Jierkoi 1enu SEQ ID NO: 20, mpu stom
AHTHTENIA HAXOSATCS B TepaneBTHIECKH 3(h(HEKTUBHBIX M KIIMHHYECKU O€30MaCHBIX MPH
COBMECTHOM BBEJICHUH KOJIMUECTBAX, U UX NMpUMeHeHUe 3Q()EKTUBHO IS JICUSHHSI
SI3BEHHOT'O KOJINTA, U Y TIAIMEeHTa HAOI0AaeTCsl KIIMHUYECKU OTBET Ha OCHOBAHUU
KJIMHUYECKONH KOHEYHON TOUKH, BEIOPAHHOH 13 IPYIIIBIL, COCTOSINEH U3 KOJIHMUECTBA
OaoB mo mkajne Maiio, konudecTBa OaioB o yactu4Hoi mmkane Maiio, UCEIS,
mapkepoB CPb u/umm ¢ekaapHOro KabIpoOTeKTHHA, a TAK)Ke COOOIIaeMOro MaueHToM

pe3yabTara U BbIPpAKEHHOCTHU CUMIITOMA.

[0333] 13. Anrureno x MJI-23p19 u antureno k PHO-a a1 npuMeHeHUs: COrlIacHO
BapUaHTy ocyiecTBieHus 12, B kotopoM antuteo k ®PHO-a u antureno k MJI-

23p19 BBOAAT B cooTHOmEeHuu oT 1:2 no 2:1 (macc./macc.).

[0334] 14. Autureno k UJI-23p19 u antureno k ®HO-o qst npumMeHeHus1 COrJIaCHO
BapuaHTy ocymecTsienus 12 wm 13, B koTopom anrureno k ®PHO—o u aHTHTENO K

NJI-23p19 BBOAsT B cooTHOmenuu ot 15:1 no 400:1 (macc./macc.).

[0335] 15. AnTtureno k MJI-23p19 u antureno k ®HO-o a1 npuMeHeHNst COriacHO
M0O0MY U3 BAPUAHTOB OcylecTBiIeHus 12—14, mpudem antureso k UJI-23p19 u

antuteno k ®HO-o BBOAAT OJHOBPEMEHHO.

[0336] 16. Antureno k UJI-23p19 u antureno k ®PHO-o qy1a npuMeHeHNs COTIacHoO
moOOMy M3 BApUAHTOB ocylecTBiIeHus 12—14, mpudem antureno k MJI-23p19 u

agTuresio K DHO-o BBOAAT MOCIENOBATENLHO.
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[0337] 17. Autureno k MJI-23p19 u antureno k ®PHO-o a5 npuMeHeHus1 COrjIaCHO
mo0oMy U3 BapuaHTOB ocyliecTsiaeHus 12—14 u 16, npudem antureno k MJI-23p19 u

antuteno kK ®HO-o BBOIAT ¢ UHTEPBAJIOM B OJIUH AEHb.

[0338] 18. Arrureno k UJI-23p19 u antureno k PHO-o A npuMeHeHUs COTIIaCHO
a000My M3 BapuaHTOB ocyliecTsiaeHus 12—17, B koropom antureno k MJI-23p19
BBOJSIT BHYTPUBEHHO B HauajibHOH A03e 200 mr, BHyTpuBEHHO B 103¢ 200 Mr Ha
Heznene 4 u Heaene 8 ¢ MoCAeayIUM NOAKOXKHBIM BBeAeHueM B A03e 100 mr kaxxable
8 Henenb, a antureno kK ®HO-o BBOASIT IOAK0XKHO B HaYaIbHOU 03¢ 200 Mr ¢
MOCJIEAYOLIUM MOJKOKHBIM BBeZleHHeEM B 103 100 Mr Ha Henene 2, Henene 6 u

Henene 10.

[0339] 19. Autureno k UI-23p19 u antureno k ®HO-a nj1s1 mpuMeHEHUs1 COTJIaCHO
ar000My M3 BApHAHTOB OCyLIecTBIeHUs 12—18, B KOTOpOM y manueHTa HaOmonaercs
KIIMHAYECKAasi PEMUCCHsI HA OCHOBAHWUHN KJIMHUYECKON KOHEUYHOH TOYKH, BBIOPAHHOH U3
TPYIIIBL, COCTOSIIIEH M3 KOJUUecTBa OayuIoB No mkane Maiio, KomudecTsa 0ajioB 1o
gactuuHo mkane Maiio, UCEIS, mapkepos CPb n/unu ¢pexanpHOrO
KaJIbIIPOTEKTHHA, & TAK)Ke COOOIIAeMOro MalueHTOM Pe3yJIbTaTa U BhIPAXKEHHOCTH

CHUMIITOMOB.

[0340] 20. Axrureno k MJI-23p19 u antureno k PHO-o 11 npuMeHeHus: COrjIaCHO
BApPUAHTY OCYILECTBJICHUS 19, B KOTOPOM KJIMHUYECKYK) KOHEUHYIO TOUKY U3MEPSIIOT

yepe3 okoJo 12 Hepenb uiu yepes OKoJIo 38 Hepenb MOocye Havasa JIEUEHUs.

[0341] 21. Aurureno k MJI-23p19 u antureno k PHO-o 1iist mpuMeHEeHUst COTJIACHO
BApUAHTY OCylIecTBJIeHUs 19 unu 20, B KOTOPOM KJIMHUYECKasi KOHEYHAs TOUKa

OCHOBaHa Ha mkaje Maio.

[0342] 22. AnTureno k MJI-23 uam ero aHTUTeHCBA3BIBAIOINNN (PparMEeHT 1 aHTHTEIO
Kk @HO-0 unm ero aHTUTeHCBA3BIBAOIINEN (PparMeHT, It IPUMEHESHHUS IS
yMEHbIIEHUs BOCTalleHus: ToJCTON Kuuiky namuenta ¢ B3K, npu stom anturena
HAXOJATCS B TEpANeBTHUECKH 3((HEKTUBHBIX U KIIMHUYECKH O€30MacHbIX MPU
COBMECTHOM BBEIEHUH KOJINYECTBAX, U UX NPUMeHeHHe 3((EKTUBHO IS
YMEHBLICHUSI BOCTIAJICHUS TOJICTOM KUIIKU CyOBEKTa 1O YPOBHS, COMOCTABUMOTO C

COCTOSIHHEM TOJICTOM KUIIKU 340POBOTO CyOBEeKTa.
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[0343] 23. Anrureno k MJI-23 winun ero aHTUTeHCBSI3bIBAO LI (PPpAarMEeHT U aHTHUTEJIO

Kk @HO-0 unm ero aHTUreHCBA3bIBAIOIIUI (PparMeHT U1 MPUMEHEHUs COTJIACHO
BapUAHTY OCYLIECTBJIEHHs 22, B KOTOPOM BOCIaJIeHHe B 0Opasiie TKaH! TOJICTON
KMLIKY NTALUeHTa nocie BeeAeHus anturtena k MJI-23 unu ero
aHTUTEHCBs3bIBAIOLIETO (pparmMeHTa 1 aHTuTena K ®HO-0 ero aHTUreHCBSI3bIBAIOINETO

(bparMeHTa HE3HAYUTECJIBHO UJIK OTCYTCTBYCT.

[0344] 24. AnTureno k MJI-23 uian ero aHTUTeHCBSA3BIBAIO NN (PPATMEHT M aHTHTEJIO

Kk @HO-0 um ero aHTUTeHCBSI3bIBAIOINUI (PparMeHT It MPUMEHEHHsT COTJIACHO
BapHUAHTY OCYLIECTBJICHHS 22, B KOTOPOM NOTEPS Kejie3 B 0Opasiie, B3SITOM U3
TOJICTON KUIIKH CyOBbEKTa, mocye BeeneHus antutena k MJI-23 nnm ero
AaHTUTeHCBs3bIBAKOIIErO (parMenTa u anturenaa k ®HO—a nmm ero

AHTHUI'CHCBA3BIBAOIICTO @parMeHTa SIBJISIETCSI HE3HAYUTEIbHOMN TN OTCYTCTBYCT.

[0345] 25. Anrureno k MJI-23 winn ero aHTUTeHCBSI3bIBAO NN (PparMEeHT U aHTHTEJIO

Kk @HO-0 unm ero aHTUTeHCBA3bIBAIOIIUE (PparMeHT ISl IPUMEHEHHSI COTIIACHO
BapPHUAHTY OCYLIECTBJICHHS 22, B KOTOPOM 3pO3Hsi B 00paslie TKAHU TOJCTON KUIIKU
cyObekTa mocie BeeneHus: antutena Kk MJI-23 win ero aHTUreHCBS3bIBAIOIIETO
¢parmenTa u antTuTena kK ®HO—o uIu ero aHTUTeHCBSI3bIBAIOIIETO (PparMeHTa

HE3HAYUTECIbHA UJIU OTCYTCTBYCT.

[0346] 26. AuTureno k MJI-23 uin ero aHTUreHCBS3BIBAIOIINUN (PPArMEHT U aHTHTEJIO

K @HO-0, nim ero aHTUreHCBSI3BIBAIOINUH (PPArMEHT AJIS IPUMEHEHUs COTJIACHO
BapPHUAHTY OCYLIECTBJICHHsI 22, B KOTOPOM YTOJIIIEHUE CIIU3UCTON 000I0UKH U
THIEPIIIa3usi B 00pasiie, B3ATOM U3 TOJCTON KHIIKU CyObEKTa, MOCe BBEICHUS
antutena k MJI-23 unm ero antureHcssizbiBaromero gpparmenta u anrurena k ®HO—a
WY €r0 aHTHTeHCBSI3bIBAIOLIETO (hparMeHTa, He3aBHCUMO HE3HAUNTENIbHBI T

OTCYTCTBYIOT.

[0347] 27. Anrureno k NJI-23 uinn ero aHTUTeHCBSI3bIBAOIIHIA (PPArMEeHT U aHTUTEJIO

Kk @HO-0 uim ero aHTUTeHCBA3bIBAIOINUI (PparMeHT It MPUMEHEHHST COTJIACHO
BAPUAHTY OCYLIECTBJICHUS 22, B KOTOPOM nociie BBeAeHus anturena k MJI-23 unu ero
aHTUTeHCBs3bIBaKOIIEro ¢pparmenTa u anturena kK ®PHO—a nmm ero
AHTUT€HCBS3BIBAIOIIETO (PparMEeHTa PE3yJIbTaT THCTOMATOJOTHIECKOTO UCCIIEIOBAHMS

TOJICTOM KHIIKH HUACHTUYCH TAKOBOMY B SHOpOBOfI TKaHH.
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[0348] 28. Antureno k MJI-23 unam ero aHTUTeHCBA3BIBAIOINN (PparMEeHT U aHTUTEINO

Kk @HO-0 unm ero aHTUreHCBA3bIBAIOIIUI (PparMeHT U1 MPUMEHEHUs COTJIACHO
JF00OMY U3 BApUAHTOB OCYyIIeCTBIeHUs 22—27, B koTopoMm aHTureno k MJI-23 wiu ero
AHTUTE€HCBS3BIBAOIIUN (PParMEHT COAEPHKUT. a) AMUHOKHCIIOTHBIE
nocienoBatebHOCTH CDR Tspxenoit ienu SEQ ID NO: 1-3 1 aMUHOKUCTIOTHBIE
nocnenoBatebHOCTH CDR serkoii nenu SEQ ID NO: 4-6; b) aMUHOKUCIIOTHYIO
MOCJIEIOBATEILHOCTD BapuadenbHOM obnactu Tspkeson uenu SEQ ID NO: 7 u
AMUHOKHCJIOTHYIO TIOCJIEIOBATEIbHOCTh BapuadenbHOM obnactu jterkoit nenu SEQ ID
NO: 8; wim ¢) aMHMHOKUCJIOTHYIO MOCenoBaTeibHOCTh Tskenol nenu SEQ ID NO: 9
¥ aMUHOKHUCIIOTHYIO mociienoBarenbHOCTh Jerkoit nenu SEQ ID NO: 10; u anTuTeno
Kk @HO-0 unm ero aHTUreHCBA3bIBAIOINUI (PparMeHT conepKuT d) aMHHOKUCIIOTHBIE
nocnenoarenbHocTH CDR Tspxenoit e SEQ ID NO: 11-13 1 aMUHOKHCTIOTHBIE
nocienosatenbHocTd CDR nerkoii neru SEQ ID NO: 14-16; €) aMHUHOKHUCIIOTHYFO
MOCJIEIOBATEIBHOCTD BapruadenbHol oonactu Tskenoi uenu SEQ ID NO: 17 u
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIbHOCTD BapuadenpHol odnactu jerkoi nemu SEQ ID
NO: 18; unu f) aMIHOKHCIIOTHYEO TIOCIEIOBATENBHOCTD Tsikeson renu SEQ ID

NO: 19 1 aMUHOKHCIIOTHYIO MOCIeA0BaTeNbHOCTD Jerkoil nenu SEQ ID NO: 20.

[0349] 29. Antureno k MJI-23 unm ero aHTUTeHCBSI3bIBAIOIINIA (PPATMEHT U aHTUTEJIO

Kk @HO-0 unm ero aHTUreHCBA3bIBAIOIIUI (pparMeHT 11 IPUMEHEHUs COTJIAaCHO
BapuUaHTaM ocyuiecTieHus 22-28, B kotopoM antuteno k ®HO-o unm ero
AHTUTEHCBS3BIBAIOLINH (pparmMeHT u anTHTeNO K MJI-23 mm ero

AHTUTCHCBS3BIBAIOIIMI (PparMEHT BBOIAT B COOTHOIIeHUH OT 1:2 no 2:1 (macc./macc.).

[0350] 30. Anrureno k MJI-23 win ero aHTUreHCBSI3bIBAKOIIME (PparMeHT U aHTHUTEJIO

Kk @HO-0 um ero aHTUTeHCBSI3bIBAIOINUI (PparMeHT It MPUMEHEHHST COTJIACHO
JEOOOMY M3 BAPUAHTOB OCYIIECTBiIeHus 22-28, B koTopom antuteno k ®HO-o mu
€r0o aHTUTeHCBSI3bIBAOLINI (hparmeHT u anTuTeno k MJI-23 wnu ero
AHTUTCHCBS3BIBAOIINN (PParMEHT BBOIAT B cOOTHOIIEHNH OT 15:1 1o 400:1 (mo

Macce).

[0351] 31. Anrureno k MJI-23 wnn ero aHTUTeHCBSI3bIBAO NN (PpAarMEeHT U aHTHTEJIO

Kk @HO-0 um ero aHTUTeHCBA3bIBAIOINUI (PparMeHT Ut MPUMEHEHUSI COTJIACHO
JF0OOMY U3 BapUAHTOB OCymecTBieHus 22-30, B KoTopoMm a) antuteno k MJI-23 um
€ro aHTUreHCBsI3bIBaroLuil pparmenT u b) antureno k ®PHO-o unu ero

aHTHFeHCBﬂ3bIBaIOHIHﬁ (I)paFMeHT BBOIOAT OAHOBPEMECHHO.
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[0352] 32. Antureno k MJI-23 unn ero aHTUreHCBA3BIBAIOIINN (PPArMEHT M AHTHTEIIO
Kk @HO-0 unm ero aHTUreHCBA3bIBAIOIIUI (PparMeHT U1 MPUMEHEHUs COTJIACHO
JF000MyY U3 BapUaHTOB ocymecTBieHus 22-30, B kKoTopoMm a) antuteno k MJI-23 um
€ro aHTUreHcBs3bIBaroL il pparmeHT u b) antureno k ®HO-o unu ero

AHTUTEHCBS3BIBAIOLINH (PPArMEHT BBOST MOCJIEI0BATENBHO.

[0353] 33. Anrureno k MJI-23 wnu ero aHTUreHCBSI3bIBAKOIIMK (PparMeHT U aHTHUTEJIO
Kk @HO-0 1M ero aHTUTeHCBSI3bIBAIOINUI (PparMeHT It MPUMEHEHUsT COTJIACHO
JEOOOMY M3 BApUAHTOB OCylecTBieHus 22-30, B KoTopoM a) antureso k MJI-23 uu
€ro aHTUreHCBsI3bIBatoLUi pparmenT u b) antureno k ®HO-o, uu ero

aHTHFeHCBﬂ3bIBaIOLHHfI (I)pal"MeHT BBOIAT C MHTCPBAJIOM B OAUH OCHbD.

[0354] 34. Antureno k MJI-23 uim ero aHTUTeHCBA3BIBAIOIINN (parMEeHT U aHTHUTEIO
Kk @HO-0 unm ero aHTUreHCBA3bIBAOIIUN (PparMeHT [Tt MpuMeHeHust B tedernnn B3K
y MalMeHTa U JJIs1 CHHKEHUS TIOTEPU MACChI TeJla y MallueHTa, KOTOPbIE SIBJISIFOTCS

KJIMHUYECKH 0€30MaCHBIMH.

[0355] 35. Anrureno k MJI-23 unm ero aHTUTEHCBSI3bIBAIOIIHIA (DPATMEHT U aHTUTEJIO
Kk @HO-0 unm ero aHTUreHCBA3bIBAIOIIUN (PparMeHT sl IPUMEHEHHSI COTJIACHO
BAapHAHTy OCyLIeCTBJIeHUs 34, B koTopoM aHTuTeno k PHO-o nnu ero
AHTUT€HCBA3BIBAIOIINN (parMeHT u anTuTeno Kk MJI-23 umu ero

AHTUTEHCBS3BIBAIOLINH (PparMeHT BBOISAT B cOOoTHOIIEHNH oT 1:2 no 2:1 (macc./macc.).

[0356] 36. AuTtureno k MJI-23 uin ero aHTUreHCBSA3BIBAIOIIUN (PPArMEHT M aHTUTEJIO
Kk @HO-0 1M ero aHTUTeHCBSI3bIBAIOINUI (PparMeHT It MPUMEHEHUsT COTJIACHO
BapHaHTy ocyliecTBiIeHus 34, B koTopoM anTuteno k ®PHO-o nnu ero
AHTUTCHCBS3BIBAOIINN (pparMeHT U aHTuTen0 MJI-23 nimm ero aHTUreHCBSA3BIBAIO NN

¢dparmeHT BBOIAT B cooTHOLeHuu oT 15:1 1o 400:1 (macc./macc.).

[0357] 37. Anrureno k MJI-23 winu ero aHTUTeHCBSI3bIBAOIINN (PparMeHT U aHTHTEJIO
Kk @HO-0 uim ero aHTUTeHCBA3bIBAIOIIUI (PparMeHT st MPUMEHEHUST COTJIACHO
JEOOOMY U3 BApUAHTOB OCymecTBiIeHus 34-37, B koTopoMm a) antuteno k MJI-23 wm
€ro aHTUreHCBsI3bIBaroLuil pparmenT u b) antureno k ®HO-o unm ero

aHTI/IFeHCBSI3bIBaIOLLIHﬁ (I)paFMeHT BBOIOAT OAHOBPEMEHHO.

[0358] 38. Anrureno k MJI-23 winn ero aHTUreHCBSI3bIBAO LI (PpAarMEHT U aHTHUTEJIO

Kk @HO-0 unm ero aHTUreHCBA3bIBAIOIIUI (PparMeHT IS IPUMEHEHHsI COTIIACHO
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JF0OOMY U3 BApUAHTOB OCyIecTBiIeHus 34-37, B KoTopoM a) antuteno k MJI-23 wum
€ro aHTUreHCBsI3bIBarouil pparmenT u b) antureno k ®HO-o unm ero

AHTUT€HCBA3BIBAIOIINN (PPArMEHT BBOIAT MOCIIENOBATEIBHO.

[0359] 39. Anrureno k MJI-23 uam ero aHTUreHCBSI3bIBAOINNI (PPArMEHT U AaHTUTEIIO

K @HO-0, nim ero aHTUreHCBSI3BIBAIOINUI (HPArMEHT AJIS IPUMEHEHUs COTJIACHO
JF0OOMY M3 BapUAHTOB OcyecTBieHus 34-36 u 38, B koTopom a) antureno k MJI-23
WM €r0 aHTHTeHCBSI3bIBAIOLINI (hparMeHT u b) antureno k ®HO-ao unm ero

aHTI/IFeHCBSSBIBa}OH_II/IfI (bpal"MeHT BBOJAT C UHTCPBAJIOM B OAUH JICHbD.

[0360] 40. Anrureno k MJI-23 unu ero aHTUTeHCBSI3bIBAIOIINIA (DPArMEHT U AaHTUTENIO

Kk @HO-0 uim ero aHTUTeHCBSI3bIBAIOINUI (PparMeHT It MPUMEHEHHST COTJIACHO
JF0OOMY M3 BapUAHTOB OCymecTBieHus 34—39, B kotopom anTureno k MJI-23 wiu ero
AHTUTCHCBS3BIBAIOIINN (PPArMEHT COACPIKUT: a) aMHUHOKHCIIOTHBIC
nocnenoarenbHocTr CDR Tspxenoit nerm SEQ ID NO: 1-3 1 aMMHOKHCIIOTHBIE
nocienosatenbHocTd CDR nerkoii nerm SEQ ID NO: 4-6; b) aMHHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD BapuadenbHol oOmactu Tspkenoi nenu SEQ ID NO: 7 u
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIbHOCTD BapuadenbHol oOnactu jerkoi neru SEQ ID
NO: 8; wim ¢) aMMHOKUCJIOTHYIO ocienoBarebHoCTh Tspkenoi neru SEQ ID NO: 9
Y aMMHOKHCJIOTHYIO TocaenoBaTenbHOCTh Jierkoi nenu SEQ ID NO: 10; u antureno
Kk @HO-0 unm ero aHTUreHCBA3bIBAIOINUI (PparMeHT conepkuT d) aMHHOKHUCIIOTHBIE
nocienoBatebHOCTH CDR Tspxenoit nenu SEQ ID NO: 11-13 u aMUHOKHCIIOTHBIE
nocienoBatenbHOCTH CDR nerkoii nenu SEQ ID NO: 14-16; €) aMMHOKUCIOTHYIO
MOCJIEIOBATEILHOCTD BapuadebHOl oonactu Tsokesnoi nenu SEQ ID NO: 17 u
AMUHOKHCJIOTHYIO TIOCIIEI0OBATEIbHOCTD BapradenpHol obnactu jerkoi neru SEQ ID
NO: 18; unu f) aMUHOKHCIIOTHYEO TIOCTIENOBATENBHOCTD Tsikeso renu SEQ ID

NO: 19 1 aMHHOKHCIIOTHYIO TIOCTeAoBaTeNbHOCTD Jierkoit nenu SEQ ID NO: 20.

[0361] 41. Antureno k MJI-23 umm ero ¢pparmenT u anturesno k ®PHO-o nnm ero

(dbparMeHT st IpUMEHEHUs B JiedeHnH akTiuBHOrO AK yMepeHHO! Win TsHKeNon
CTENEH! y MallMeHTa-4eJI0BeKa, TpU ueM aHTuTeno k MJI-23 unu ero
AHTUTeHCBS3BIBAIOIINN (pparMeHT BBOIAT B fo3€ oT 0,0005 mr/kr mo 0,002 mr/kr u
COIEPIKUT TIOCIIeIOBATEIBHOCTH (1) aMUHOKHUCIIOTHBIX nocyienoBareapHocTeli CDR
Tsokenon e SEQ ID NO: 1-3 u aMuHOKUCTIOTHBIE nocaenoBateabHocT CDR
nerkoii e SEQ ID NO: 4-6; (11) aMUHOKHCJIOTHYIO MTOCJIEAOBATEIbHOCTD

BapuabenpHOl obnactu Tsokenoi nenu SEQ ID NO: 7 1 aMMHOKHCIIOTHYIO
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NOCJIEI0OBATENBbHOCTD BapuabenpHo obnactu jerkoit nenu SEQ ID NO: 8; wu (ii1)
AMUHOKHCIIOTHYIO MOCTIEA0BATENbHOCTD Tsikeson nenu SEQ ID NO: 9 u
aMUHOKHCIIOTHYIO nocaeaoBarenbHoCTh Jerkoil uenu SEQ ID NO: 10, u antureno
@®HO-0, nim ero aHTUreHCBSI3bIBAOINNI (hparMeHT BBOAAT B 03¢ OT 0,020 Mr/kr 1o
0,125 MI/KT U COmEp KUT MOCIe0BATENbHOCTH (1V) AMUHOKHCIOTHBIX
nociienoBarenbHocTe CDR Tsxenoi merm SEQ ID NO: 11-13 1 aMMHOKHCIOTHBIE
nocienosatenbHocTd CDR nerkoii nenu SEQ ID NO: 14-16; (V) aMUHOKHCIIOTHYO
MOCJIEIOBATEIBHOCTD BapuadenbHol oonactu Tsikenon nenu SEQ ID NO: 17 u
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIbHOCTh BapuadenpbHoN oonactu jerkoi neru SEQ ID
NO: 18; unu (Vi) aMUHOKHUCJIOTHYIO MOCIEN0BATENLHOCTD Tskenoi nenu SEQ ID

NO: 19 1 aMHHOKHCIIOTHYIO TOCTEAOBaTENbHOCTD Jierkoit nenu SEQ ID NO: 20.

[0362] 42. Antureno k MJI-23 unam ero aHTUTeHCBA3BIBAIOIINN (PpAarMEeHT U aHTHUTEIO

Kk @HO-0 uim ero aHTUTeHCBA3bIBAIOIIUI (PparMeHT It MPUMEHEHHSI COTJIACHO
BapUAHTY OCYLIECTBICHHA 41, MPH 3TOM NPUMEHEHNE SIBJISAETCS 3(PPEKTUBHBIM H

KJIMHUYECKU Oe3oracHbIM Jist jjeueHus AK.

[0363] 43. Aarureno k MJI-23 unm ero aHTUTEHCBSI3bIBAIOIIHIA (JPArMEHT U AaHTUTEJIO

Kk @HO-0 unm ero aHTUreHCBA3bIBAIOIIUI (PparMeHT I MPUMEHEHUs COTJIACHO
mo00My M3 BApHAHTOB OCylecTBIeHUs 41—42, B KOTOPOM y MalueHTa Hamonaercs
KJIMHUYECKAst PEMHICCHUsI HA OCHOBAHUHN KIIMHMYECKOH KOHEYHOH TOYKH, BBIOPAHHON 13
TPYIIIBL, COCTOALIEH U3 KOJIUYecTBa 0ayuIoB 10 Likajie Maiio, konudecTsa 0ayioB o
yactuuHoi mkane Maiio, UCEIS, mapkepos CPb u/unu ¢exaapHOro
KaJIbIIPOTEKTHHA, & TAKXKe COOOLUIAeMOro MalueHTOM Pe3yJIbTaTa 1 BBIPAXKEHHOCTH

CHMIITOMOB.

[0364] 44. Antureno k MJI-23 unum ero aHTUTeHCBSA3bIBAOINHIIA ()parMEeHT U aHTUTEINO K

@®HO-0, nn ero aHTUTreHCBSI3BIBAIOLIHN (PParMeHT It IPUMEHEHHSI COTJIACHO JIF00OMY
U3 BAPUAHTOB ocylecTsienHus 41-43, npu 3tom antuteno k MJI-23 unu ero
AHTUTCHCBSI3BIBAIOLINI (DPArMEHT HAXOIUTCS B BOIHOM PacTBOPE B (hapMarieBTHYECKOH
KOMITO3HLINY B KOHLIeHTpauuu 100 mr/mit; 7,9% (mace./06.) caxapossr, 4,0 MM
rucTiavHa, 6,9 MM MoHOTHApaTa MoHOruApoxyopuna L-ructununa; 0,053% (Macc./00.)
noyiucopdara 80 kommosunumy, a antuteso kK PHO-o mitn ero aHTUreHCBSA3bIBAOLIHIA
(dparMeHT HaxOAUTCS B BOIHOM PacTBOpeE B (papManieBTUYECKONH KOMITO3ULIH B

koHueHTpauun 100 mr/mi; 4,1% (macc./00.) copbuta; 5,6 MM L-ructununa u



10

15

20

25

30

106

MOHOTruzpaTa MoHoruapoxsiopuaa L-ructunnna; 0,015% (macc./06.) nonmucopbara 80 B

KOMITO3HILIMH,

[0365] 45. Anrureno k MJI-23 unm ero aHTUreHCBSI3BIBAIOLINN (PpAarMEHT U aHTHUTEJIO

Kk @HO-0 unm ero aHTUreHCBA3bIBAIOINUI (pparMeHT 111 IpuMeHeHus B jJedeHun K
y MaIMeHTa, PHYeM NepBOoe TepaneBTHIeCKH d(PPEKTHBHOE U KITMHUYECKH
Oe30macHOe MPU COBMECTHOM BBEIEHUU KOMU4YeCTBO aHTuTeNna Kk MJI-23 uu ero
AHTUTCHCBS3BIBAIOIIETO (PparMEeHTa  BTOPOE TeParieBTUIECKH 3P PEKTUBHOE U
KJIIMHUYECKH Oe30MacHoe MPU COBMECTHOM BBEACHUU KOJIN4ecTBO aHTUTEeNa K PHO-a
WIN €r0 aHTHIeHCBSI3BIBAIOLIETO (hparMeHTa BBOISAT BO BpeMs (a3bl
KOMOWHHUPOBAHHOM TEPANUH, KOTOPYIO CJIENyeT BBOAUTH B X01e (a3bl
KOMOWHHUPOBAHHOM TEPAITHH, C MIOCJIEAYIOIIUM BBEICHUEM TE€PAIEBTHUECKU

3¢ HeKTUBHOTO U KIIMHUYECKH O€30MacHOro KonnyecTBa antutena k MJI-23 wnu ero
AHTUTeHCBS3BIBAIOIIETO (pparMeHTa BO BpeMsl (a3bl MOHOTEPAITHHU, TIPH STOM Y
nanueHTa HabJII0TaeTCsl OTBET Ha TEPAIHIO, U3MEPEHHBIN Yepe3 okojo 38 Henemb

MMOCJIC HavaJia JICUHCHUA.

[0366] 46. Aarureno k MJI-23 unm ero aHTUTEHCBSI3bIBAIOIIHIA (DPArMEHT U AaHTUTEJIO

Kk @HO-0 unm ero aHTUreHCBA3bIBAIOIIUI (PparMeHT I MPUMEHEHUs COTJIACHO
BAPUAHTY OCYLIECTBJICHUS 45, B KOTOpOM anTuTeno k MJI-23 unu ero
AHTUTE€HCBS3BIBAIOIIUN (PParMEHT COAEPKUT. a) AMUHOKHCIIOTHBIE
nocienoBatebHOCTH CDR Tspxenoit e SEQ ID NO: 1-3 1 aMUHOKUCTIOTHBIE
nocnenoBateibHOCTH CDR serkoii nenu SEQ ID NO: 4-6; b) aMUHOKUCIIOTHYIO
MOCJIEIOBATEILHOCTD BapuadenbHoi oonactu Tsokeson uenu SEQ ID NO: 7 u
AMUHOKHCJIOTHYIO TIOCIIEI0OBATEIbHOCTD BapradenpHol obnactu jerkoi neru SEQ ID
NO: 8; wim ¢) aMMHOKUCJIOTHYIO MOCenoBaTeibHOCTh Tskenol nenu SEQ ID NO: 9

¥ aMMHOKHCIIOTHYIO TocienoBaTenbHOCTh Jerkoi nenu SEQ ID NO: 10.

[0367] 47. Aarureno k MJI-23 unu ero aHTUTEHCBSI3bIBAOIINK (PparMeHT U aHTHUTEJIO

Kk @HO-0 uim ero aHTUTeHCBSA3bIBAIOINUH (PparMeHT It MPUMEHEHUsT COTJIACHO
BapUaHTy ocyiecTBieHus 45 wnn 46, B koTopom antureno kK ®PHO-o unm ero
AHTUTCHCBS3BIBAIOIINN (PPAarMEHT COACPIKUT. a) aMHUHOKHUCIIOTHBIC
nocnenoarenbHocTr CDR Tspxenoit e SEQ ID NO: 11-13 1 aMUHOKHCTIOTHBIE
nocienosatenbHocTd CDR nerkoii e SEQ ID NO: 14-16; b) aMMHOKHCIIOTHYIO
MOCJIEIOBATEILHOCTD BapuadenbHol oOmactu Tspkenoi nenu SEQ ID NO: 17 u

AMUHOKHCJIOTHYIO TIOCIIEI0OBATEIHbHOCT BapuadenbHol oOnactu jerkoi neru SEQ ID
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NO: 18; uu ¢) aMUHOKHCIIOTHYEO TIOCIIEIOBATEIBbHOCTD Tsikeon nenu SEQ ID

NO: 19 1 aMUHOKHCIIOTHYIO MOCIeA0BaTENbHOCTD Jerkoil nenu SEQ ID NO: 20.

[0368] 48. AnTtureno k MJI-23 unu ero aHTUreHCBA3BIBAIOINN (PparMEeHT U aHTUTEINO

Kk @HO-0 umm ero aHTUTeHCBA3BIBAIOINNN (PparMeHT JJIsl IPUMEHEHHUs COTJIACHO
Jr000My M3 BAPHAHTOB OCyLIecTBIeHUs 4547, B koTopoM anTuTeno kK MJI-23 unu ero
AHTUTE€HCBS3BIBAIOIIUN (PPArMEHT COAEPIKHUT. a) AMUHOKHCIIOTHBIE
nocaenoareabHocTr CDR Tspkenoit e SEQ ID NO: 1-3 1 aMUHOKHUCIIOTHBIE
nocienosatenbHocTd CDR nerkoii neru SEQ ID NO: 4-6; b) aMHHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD BapuadenbHol oonactu Tsokenoi nenu SEQ ID NO: 7 u
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIbHOCT BapuadenpbHol oonactu jerkoi nemu SEQ ID
NO: 8; win ¢) aMHHOKUCJIOTHYIO MOCenoBaTebHOCTh Tspkenol nenn SEQ ID NO: 9
¥ aMHUHOKHUCIIOTHYIO mociieoBarenbHOCTh Jierkoi nenu SEQ ID NO: 10, u anTuTeno
Kk @HO-0 uim ero aHTUTeHCBI3bIBAIOINUI (PPArMEHT CONEPKUT: a) AMUHOKHCIIOTHBIE
nocnenoarenbHocT CDR Tspxenoit e SEQ ID NO: 11-13 u aMUHOKHCTIOTHBIE
nocnenosatenbHocTd CDR nerkoii neru SEQ ID NO: 14-16; b) aMMHOKHCIIOTHYO
MOCJIEIOBATEIBHOCTD BapuadenbHol oOmactu Tspkenoi nenu SEQ ID NO: 17 u
AMUHOKHCJIOTHYIO TIOCIIEIOBATEIbHOCT BapuadenbHol oOnactu jerkoi neru SEQ ID
NO: 18; unu ¢) aMUHOKHCIOTHYIO TIOCIIENOBATEIBHOCTD Tskeon nenu SEQ ID

NO: 19 u aMuHOKHUCIOTHYO nocneaoBaTenbHOCTh Jerkoil nenu SEQ ID NO: 20.

[0369] 49. Antureno k MJI-23 wim ero aHTUreHCBS3bIBAKOIIN (PPArMEHT U aHTUTEJIO K

@®HO-0, nn ero aHTUreHCBSI3bIBAIOLIHIN (PPArMeHT JJIsi IPUMEHEHHsI COTJIACHO JTF00OMY
13 BAPUAHTOB OCyLIeCTBIIeHUs 45-48, B koTopom anTuteno k MJI-23 umm ero
AHTUTCHCBSI3bIBAIOLINI (DparMeHT npeacTaBisieT co0oH rycenbkymad, a aHTUTENO K

@®HO-0, 1 ero aHTUreHCBSI3bIBAIOLIHIA (PparMeHT npeacTaBiseT coOoH rommmymad.

[0370] 50. Anruteno k MJI-23 wnu ero aHTUreHCBS3hIBAIOIUN (PArMEHT U AHTUTEIIO

Kk @HO-0 uim ero aHTUTeHCBI3bIBAOIINN (PparMeHT [Tt IPUMEHEHHSI COTJIACHO
BapHUaHTaM OCYIIECTBJIECHUs 45-49, B KOTOPOM BpeMsl (pa3bl KOMOMHUPOBAHHOMN
tepanuu aHTuTeNo K ®HO-0, miin ero aHTUreHCBS3BIBAIOIINN (ParMeHT H AHTUTEJO K
WNJI-23 wnu ero aHTUreHCBSI3bIBAIOIIHH (PParMeHT BBOIAT B COOTHOLIEHNUH OT 1:2 1o

2:1 (macc./macc.).

[0371] 51. Arrureno k MJI-23 wim ero aHTUTeHCBSI3bIBAIOIINN (PPArMEHT U aHTUTENIO

Kk @HO-0 unm ero aHTUreHCBA3bIBAIOIIUI (PparMeHT I MPUMEHEHUs COTJIACHO



10

15

20

25

30

108

mo00My M3 BApHAHTOB OCyLIeCTBIEHUS 45-49, B KOTOpOM BpeMms (ha3bl
KOMOMHHpOBaHHOH Tepanuu antuteso K ®HO-o uin ero aHTUT€HCBSI3bIBAIOII U
¢dparmenT u anTuTeno k MJI-23 unu ero aHTUreHCBA3bIBAIOINN (parMeHT BBOIAT B

cootHowmeHuu ot 15:1 no 400:1 (o macce).

[0372] 52. Antuteno k MJI-23 unm ero aHTUTeHCBSA3BIBAOIIMIA ()pArMEHT U aHTUTEINO K
@®HO-0, nn ero aHTUreHCBSI3BIBAIOLIHIN (PParMeHT st IPUMEHEHHsI COTJIACHO JTF00OMY
W3 BAPUAHTOB OCyLIecTBIeHUs 45-51, B KOTOpoM Bpems (ha3bl KOMOMHHPOBAHHOM
Tepanuu anTuTeNo K MJI-23 Wi ero aHTUreHCBsI3bIBAIOIINHN (YPArMEHT M aHTHTENO K

@®HO-0, 1 ero aHTUTreHCBSI3bIBAIOLIHI (PParMeHT BBOAAT OHOBPEMEHHO.

[0373] 53. AuTtureno k MJI-23 unu ero aHTUreHCBS3BIBAIOIINE (JPArMEeHT U aHTHUTENO K
@®HO-0, nn ero aHTUreHCBSI3BIBAIOLIHN (PParMeHT 71t IPUMEHEHHSI COTJIACHO JTF00OMY
U3 BAPUAHTOB ocymecTBieHns 45-51, B koropoM Bpemsi (ha3bl KOMOMHHPOBAHHOM
Tepanuu antuTeno K MJI-23 wim ero aHTUreHeBsI3bIBAIOIINHN (PPArMEHT M aHTHTENO K

@®HO-0, 1 €ro aHTUTreHCBA3BIBAIOLIHI (PParMeHT BBOIAT MOCIIECAOBATENBHO.

[0374] 54. Antureno x MJI-23 unu ero aHTUreHCBA3bIBAIOIIUI (PparMEeHT U aHTUTEIO
Kk @HO-0 unm ero aHTUreHCBA3bIBAIOIIUI (PparMeHT I MPUMEHEHUs COTJIACHO
mo0OoMy U3 BapHaHTOB ocyliecTBieHus 45-51 u 53, B koropom Bpemst (asbl
KOMOMHHUPOBAHHOM Tepanuu aHTuTeno K MJI-23 unm ero aHTUreHCBA3bIBAOIINI
¢dparment u anTuTeno k PHO-0, uiTM €ro aHTUreHCBSI3bIBAOINNI (PArMEHT BBOJSAT C

HWHTECPBAJIOM B OJWH JCHD.

[0375] 55. Anrureno k MJI-23 uiu ero aHTUT€HCBSI3bIBAIOIIUN (PPArMEHT U aHTUTENIO
Kk @HO-0 um ero aHTUTeHCBSI3bIBAIOINUI (PparMeHT It MPUMEHEHHsT COTJIACHO
1r000My M3 BAPHAHTOB OCYLIECTBICHUS 45—54, B KOTOPOM MPOAOIIKUTEIBHOCTD (ha3bl

KOMOWHHPOBAHHOM TEPANTUK COCTABISIET 12 Henemnb.

[0376] 56. Anruteno k MJI-23 unu ero aHTUreHCBS3BIBAIOIINEN (PParMEeHT U AHTUTEIIO
Kk @HO-0 uim ero aHTUTeHCBA3bIBAIOIIUI (PparMeHT st MPUMEHEHUST COTJIACHO
m000My M3 BAPHAHTOB OCYLIECTBICHUS 45-55, B KOTOpPOM BO BpeMs (pa3bl
KOMOMHHPOBAHHOM Tepanuu anTuteNno K MJI-23 uin ero aHTUreHCBSI3bIBAKO LM
(dparMeHT BBOIAT B HAYAJIbHOH BHYTPHUBEHHOH 103€ 200 MI M BHYTPUBEHHBIX 103aX
200 mr Ha 4 u 8 Hepene, a anTuTes10 K DHO-0 UM ero aHTUTeHCBSI3bIBAIOIITUN

(parMeHT BBOISAT B HAYAJILHOM MOAKOKHOM A03€¢ 200 MI' U MOCIEAYIOLINX



10

15

20

25

30

109

noAKOKHBIX 103ax 100 mr Ha 2, 6 u 10 Henene, a BO Bpems (pa3bl MOHOTEPAITUN

antuteno k MJI-23 BBoasaT noako:xkHO 1mo 100 mr kakabie 8 Henelb.

[0377] 57. Antureno x MJI-23 unu ero aHTUreHCBsI3bIBAIOLINI (PparMeHT U aHTUTEIIO

Kk @HO-0 unm ero aHTUTeHCBA3BIBAIOINNN (PPArMeHT JJIsi IPUMEHEHHUS COTJIACHO
M000My M3 BAPHAHTOB OCYLIECTBICHUS 45—56, B KOTOPOM y MalMeHTa HaOII01aeTcs
KJIMHUYECKHI OTBET Ha OCHOBAHUU KJIMHUYECKON KOHEUHOW TOUKH, BEIOPAHHOMW U3
IPYIIbI, COCTOSIICH U3 KOJIMYeCcTBa OAJJIOB IO 1mKane Maiio, koindyecTBa OaioB 1Mo
yactuyHoi mkane Matio, UCEIS, mapkepos CPb u/unu ekanpbHOro
KaJIbIIPOTEKTHHA, a TAKXKe COOOIIaeMOro MalueHTOM Pe3yJIbTaTa U BhIPAKEHHOCTH
CHMIOTOMOB, TIPU 3TOM KJIMHUYECKUI OTBET U3MEPSIOT Yepe3 OKOoJIO 38 Henesb mocie

HayaJia JICUCHHA.

[0378] 58. Anruteno k MJI-23 wnu ero aHTUreHCBS3BIBAIOIIUEN (hparMeHT JJIst

npuMeHeHus nipu Jiedennu JK y manueHTa, mpu 5TOM BBOIST TEPATICBTHUECKH
s dexTBHOE U KIMHHYECKH Oe30macHoe KouiecTBO anturena k MJI-23 wnu ero

AHTUTEHCBS3BIBAIOIIETO (PparMeHTa.

[0379] 59. Arrureno k MJI-23 unm ero aHTUreHCBS3BIBAOINUN (PParMeHT JJIst

MIPUMEHEHUs COIIACHO BAPUAHTY OCYILECTBJIEHUs 58, B KOTOpOM aHTuTeno k MJI-23
WM €r0 aHTUICHCBSI3bIBAIOLINH (PParMeHT COAEPKUT: a) aMUHOKUCIIOTHbIE
nocienoBatebHOCTH CDR Tspxenoit e SEQ ID NO: 1-3 u aMUHOKUCTIOTHBIE
nocnenosarensHocTH CDR nerkoii nenm SEQ ID NO: 4-6; b) aMMHOKHCIOTHYIO
MOCJIEIOBATEIBHOCTD BapuabenbHol oonactu Tsokenoi uenu SEQ ID NO: 7 u
AMUHOKHCJIOTHYIO TIOCJIEI0OBATEIbHOCT BapuadenpbHol oonactu jerkoi neru SEQ ID
NO: 8; wim ¢) aMMHOKUCJIOTHYIO MOCenoBaTeibHOCTh Tskenol nenu SEQ ID NO: 9

¥ aMMHOKHCIIOTHYIO TOcJenoBaTeNbHOCTh Jerkoi nenu SEQ ID NO: 10.

[0380] 60. Arrureno k MJI-23 win ero aHTUTeHCBSI3bIBAIOIIUN (PparMeHT st

MPUMEHEHUS COTJIACHO BapPUAHTY OCyluecTBiIeHus 59, npudyem antureno k MJI-23 nnn

€ro aHTHTeHCBSI3BIBAIOLINH (PparMeHT npencTaBisieT coO00i rycenbkyMal.

[0381] 61. Aarureno k MJI-23 win ero aHTUTeHCBSI3bIBAIOIINIA (PParMeHT AJist

NPUMEHEHHUS COTJIACHO JIFOOOMY M3 BAPHAHTOB OCyLIeCTBIeHHs S8-60, npruem
artuteno k MJI-23 nnm ero aHTUreHCBSI3bIBAIOLIMI (PparMEeHT BBOISAT B HAYAIIbHON

no3e 200 mr, 600 mr unn 1200 mr u B ose 100 Mr uepes 2 Heenu nociie Ha4albHOU
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N03bL, Yepe3 6 HeAeNb MOCie Ha4albHOM A03bl, yepe3 10 Henenb nocie HaualabHOU

O3Bl U Kakable 4 uinu 8 Hemenb nocie 103kl B 10 Henenb.

[0382] 62. Aarureno k MJI-23 unm ero aHTUreHCBsI3bIBAIOIINI (PparMeHT 1ist
NPUMEHEHUsI COTJIACHO JIFOOOMY U3 BAPHAHTOB OCYLIECTBIEHNsS S8—61, B KOTOPOM y
5 NalueHTa HabJI0JaeTCst KITMHUYECKHH OTBET HA OCHOBAHUH KJIMHUYECKOW KOHEYHOM
TOYKH, BEIOPAHHOM U3 TPYIIIbI, COCTOSIIEH U3 KOJMYecTBa Oa/LIoB 10 1mKkaje Maiio,
KoJ4ecTBa OayutoB no yactTiyHow mkane Mairio, UCEIS, mapkepos CPb w/umm
(heKaIbHOTO KIBIPOTEKTHUHA, & TAK)KE COOOINAEMOrO MALIMEHTOM Pe3yJIbTaTa U

BBIPAXKEHHOCTH CUMITITOMOB.

10
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DOPMVIJIA U30BPETEHMA

Crnoco0 nevyenus: BocranuTenbHOro 3adoneBanus kumeyHnka (B3K) y nanuenra,
BKJIFOUAIOLIHH: a) BBEJIEHHE NIEPBOTO TepaneBTHUeCK! 3(pHEeKTUBHOrO U KIIMHUYECKU
0e30macHOro MpU COBMECTHOM BBECHUHU KoynuecTBa nHruouropa MJI-23; u b)
BBE/ICHUE BTOPOTO TepaneBTHUECKH 3(PHEeKTUBHOTO U KIIMHUYECKH O€30MacHOro mpu
COBMECTHOM BBeJIeHUHU KojruecTBa HHruouropa ®HO-q, mpu 3ToM crnocod

s dexruBen nis nevenus B3K, 1 y manueHTa oTMedaeTcsl KIMHUYECKUN OTBET Ha
OCHOBAHUH KJIMHUYECKON KOHEUHOH TOYKH, BBIOPAHHOHN M3 FPYIIIbL, COCTOSIIEH U3
KOJIM4eCcTBa OaJIOB O mmKase Maiio, komudecTBa 0aioB MO YACTHYHOM IIKaJe
Maiio, sHIOCKOMYECKOro nokaszarens Tsukectu si3BeHHoro koaura (UCEIS),
mapkepoB CPb n/unu ¢pexanbHOTro KaJbIpOTEKTHHA, a TAK)KE COO0INaeMOoro
NaLUEeHTOM pe3yJbTaTa U BBIPAXKEHHOCTH CUMIITOMOB, ITPU 3TOM KJIMHUYECKYIO
KOHEUHYIO TOUKY U3MEPSIOT Yepe3 OKOJIO 38 Henesb MOocje Havyasa JeHeHHs!.
Crnoco0 no 1. 1, B kotopom anTureno k MJI-23 sximouaer antuteno k MJI-23p19 nnm
€ro aHTUIe€HCBSI3bIBAIOLINH (pparMeHT, a unruourop @PHO-o. BKIIFOUAET aHTHUTENO K

@®HO-0 nnm ero aHTUreHCBSI3bIBAIOIIUI (PparMeHt.
Crnoco6 mo . 1 wim 1. 2, B kotropom B3K npencrasisier codoit 6onesusr Kpona (BK).

Crnioco6 mo . 1 wim 1. 2, B kotopoMm B3K npencrasnsier coboit si3Bernblit konut (SK)

HJIK KOJIUT HeyCTaHOBHeHHOﬁ OTHUOJIOTHUH.

Cnioco6 o 1. 4, B kotropom B3K siBisiercst aktuBHbIM SIK 0T yMepeHHOM A0 TsKeNoi

CTCIICHU.

Croco mo 1. 5, B KOTOPOM MALMEHT PaHee MOJTyyal JICYEHHE TOIbKO HHTHOUTOPOM

®HO-0, u pemuccun AK nocne npeapiayLIero Je4eHus: He HacTyIajo.

Croco0 mo 1. 5, B KOTOPOM MALMEHT PaHee MOTyyal JEUSHHE TOJIbKO HHIHOUTOPOM

WNJI-23, n pemuccun AK nocine npeapiaymiero Je4eHys He HaCTynajo.

Cnoco6 no modomy u3 mm. 2—7, B kotopoM arTuteno k MJI-23p19 unum ero
AHTUT€HCBSA3BIBAIOIINN (PPAarMEHT CONEPIKUT: a) AMUHOKHCIIOTHBIE
NIOCJIEIOBATENILHOCTH OTPEAeIstoIIel KoMmmieMeHTapHocTh oonactu (CDR) Tspkenoit
nenu SEQ ID NO: 1-3 u aMuHOKHCIOTHBIE TTochenoBaTeabHocTH CDR nerkoit nemu

SEQ ID NO: 4-6; b) aMHHOKHCIIOTHYIO TIOCJI€0OBATENbHOCTh BapuabenpHOi obnactu
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Tskenon nenu SEQ ID NO: 7 1 aMUHOKUCIIOTHYIO MOCIE€N0BATEIbHOCTD
BapuabenbHOIt obnactu nerkoi ner SEQ ID NO: 8; unm ¢) aMHHOKHUCIOTHYIO
nocnenoBaTenbHOCTh Tspkenol nenu SEQ ID NO: 9 n aMuHOKUCIOTHY IO

nocaeaoBaTebHOCTD Jierkoi nenu SEQ ID NO: 10.

Cnocob o mobomy u3 mm. 2—-8, B kotopom antuteno Kk PHO-o, umm ero
AHTUTCHCBSA3BIBAIOIINN (PPArMEHT CONEPIKUT. a) AMUHOKHCIIOTHBIS
nocaenoBatenbHocTH CDR Tsixkenoit e SEQ ID NO: 11-13 1 aMUHOKHUCIOTHBIE
nocienosatenbHocTd CDR nerkoii e SEQ ID NO: 14-16; b) aMMHOKHUCIIOTHYO
MOCJIeIOBATENIbHOCTD BapuadenbHol obnactu Tsokenoi nenu SEQ ID NO: 17 u
AMUHOKHCIIOTHYEO TIOCJIEIOBATENBHOCTD BapuadebHOl obnactu yerkoit uernu SEQ ID
NO: 18; unu ¢) aMIHOKHCIIOTHYEO TIOCIENOBATENBHOCTD Tsikeson renu SEQ 1D

NO: 19 u aMUHOKHCIIOTHYIO MMOCaenoBaTenbHOCTh jierkoi neru SEQ ID NO: 20.

Crnoco6 no modomy u3 m. 2—7, B kotopoM arTuteno k MJI-23p19 unum ero
AHTUT€HCBSA3BIBAIOIINN (PPAarMEHT CONEPIKUT: a) AMUHOKHCIIOTHBIE
nocnenosatenbHocTH CDR Tspkenoit ner SEQ ID NO: 1-3 1 aMMHOKHUCIIOTHBIE
nocienosatenpHocTd CDR nerkoii nenu SEQ ID NO: 4-6; b) aMHHOKHUCIOTHYO
MOCJIeIOBATENIbHOCTH BapuadenbHoit oonactu Tspkesoi nenu SEQ ID NO: 7 u
AMHHOKHCJIOTHYIO TIOCJIEIOBATEIbHOCTD BapuadesibHOl oOnactu yierkoit uernu SEQ ID
NO: 8; nu ¢) aMUHOKHCIIOTHYIO rocyenoBarenbHocTh Tspkenoi nermu SEQ ID NO: 9
¥ aMUHOKUCJIOTHYIO nocienosatenbHocTh jerkoi nenu SEQ ID NO: 10, u anTuTeno
Kk ®HO-0 nim ero aHTUreHCBSI3bIBAIOLIUI (PPArMEHT CONEPIKUT: a) AMUHOKHCIIOTHBIE
nocaenoBatenbHocTi CDR Tsikenoit e SEQ ID NO: 11-13 1 aMUHOKHUCTIOTHBIE
nocienosatenbHocTd CDR nerkoii e SEQ ID NO: 14-16; b) aMMHOKHUCIIOTHYO
MOCJIeIOBATENILHOCTh BapuadenbHol obnactu Tsokenoi nenu SEQ ID NO: 17 u
AMUHOKHCIIOTHYEO TIOCJIEIOBATENIBHOCTD BapuadenbHOl obnactu yerkoit uernu SEQ 1D
NO: 18; unu ¢) aMIHOKHCIIOTHYEO TIOCIENOBATENBHOCTD Tsikeson enu SEQ 1D

NO: 19 1 aMUHOKHCIIOTHYIO MMOCIen0oBaTebHOCTD jierkoi neru SEQ ID NO: 20.

Cnoco6 no mobomy u3 mm. 1-7, B kotopoMm uarudurop MJI-23 conepkut aHTHTENO K
NJI-23, BeiOpaHHOe W3 TPYMIIbL, COCTOSIIIEH U3 Tycenbkymada, pucaHakuzymada,
Tunapakuzymada u Mupakusymada, a uaruourop ®HO-o, BeIOpaH U3 rpynmsl,
cocrositeit u3 roauMmymada, aganuMmymada, nHpukcuMaba, eproiusymMad meroja u

STaHepLenTa.
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Crnoco0 neuenns SK y manpenTa, BKIIOYAIOIINN: a) BBEICHNE ITIEPBOTO
TepaneBTHYECKH 3 (HEKTUBHOTO ITPU COBMECTHOM BBEIEHUH KOJMUYECTBA aHTHUTENA K
NJI-23p19, comepaxarero (1) aMUIHOKHUCIOTHBIE ocaenoBarenbHocTH CDR Tsxenoit
uenu SEQ ID NO: 1-3 u amuHOKHCIOTHBIE TTocienoBaTeabHocTr CDR nerkoit nenu
SEQ ID NO: 4-6, (ii) aMHHOKHCJIOTHYIO TIOCJI€IOBATEIbHOCTD BapuabenbHO obnacTu
spkenon nenu SEQ ID NO: 7 1 aMMHOKHCIIOTHYIO TTOCJIEIOBATEIbHOCTD
BapuabenbHOl obnactu serkoit nenu SEQ ID NO: 8, niu (iil) aMHUHOKHUCIIOTHYIO
nocnenoBatenbHOCTh Tspkeso 1enu SEQ ID NO: 9 u aMmuHOKHCIOTHY IO
nocienosatenbHOCTh Jierkoi e SEQ ID NO:10; u b) BBenenue BToporo
TepaneBTHYECKH 3 (HEKTUBHOTO MTPU COBMECTHOM BBEIEHUH KOJHYECTBA AHTHTENA K
®HO-0, conepkatero (i) aMUHOKHUCIOTHBIE nocnenosarenbHocTH CDR Tsoxenoi
nend SEQ ID NO: 11-13 u amMmuHOKUCIIOTHBIE TTociaeaoBareabHocT CDR nerkoit
et SEQ ID NO: 14-16, (i1) aMMHOKHUCIIOTHYIO MTOCIIENOBATEIbHOCTD BaApHAOEIbHON
obnactu Tsoxenoi nenu SEQ ID NO: 17 u aMHHOKHCIIOTHYIO TIOCJIEAOBATENIbHOCTD
BapuabenpHOt obnactu serkoi nerm SEQ ID NO: 18, uu (i11) aMUHOKHCIOTHYIO
nocnenoBaTenbHOCTh Tspkenoi nenu SEQ ID NO: 19 u aMuHOKHCIOTHYIO
nocienosatenbHOCTh Jierkoi e SEQ ID NO: 20, npu 31oM criocob 3¢ dexTuseH u
KJIMHUYeckH Oe3omnaceH s edenns SK, u y nanuenra HabMronaeTCst KIMHIYECKUI
OTBET Ha OCHOBAHUU KJIMHUYECKOI KOHEUHOM TOUKH, BHIOPAHHOH U3 IPYIIIIEL,
COCTOSILIEH U3 KOJIM4YecTBa OayuIoB Mo Ikajge Maiio, koaudecTBa GajioB 1o
yactrnyHOM mkane Maiio, UCEIS, mapkepos CPb n/nmm dexanbHoro
KaJIbIIPOTEKTHHA, & TAKXKE COOOINAeMOro MallieHTOM Pe3yJIbTaTa 1 BhIPAKEHHOCTH
CHMIITOMA, TIPH STOM KJIMHMYECKYI0 KOHEUHYIO TOUKY U3MEPSIIOT Yepe3 OKoJIo 38

HEOCJIb ITOCJIC HavaJia JICUHCHUA.

Crniocob6 mo 1. 12, B kotopom antuteno k ®HO-o u anturesno k UJI-23p19 BBOAAT B

cootHotennu ot 1:2 mo 2:1 (macc./macce.).

Crnioco6 mo 1. 12, B kotopom antuteno k ®HO-o u antureno MJI-23p19 BBoasT B

cootHoteHnu ot 15:1 1o 400:1 (macc./macc.).

Criocob o modomy u3 nm. 12—14, B kotopom antuteno k MJI-23p19 u antureno

®HO-0 BBOASAT ONHOBPEMEHHO.

Crnoco0 no mobomy u3 mm. 12—-14, B kotopom antuteno k MJI-23p19 u anTureno k

DHO-0 BBOOAT IOCIENOBATENLHO.
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Cnoco0 no modomy u3 mm. 12—-14 u 16, B kotopom antuteno k UJI-23p19 u antureno

k ®HO-0 BBOIAT C UHTEPBAJIOM B OJIMH JCHb.

Crnoco0 no mobomy u3 mm. 12—-14, B kotopom antuteno k MJI-23p19 Beonsar
BHYTPUBEHHO B Ha4aJbHOH 103€e 200 Mr, BHyTpuBeHHO B 103¢ 200 Mr Ha Henene 4 u
Hezene 8 ¢ MOCaeAyOIUM MOAKOKHBIM BBeieHHeM B 03¢ 100 Mr kaxabie 8 Henenb,
a aaTuTeno K ®HO-o BBOISAT MOAKOKHO B HaYaIbHOU 103€ 200 MI ¢ MOCIEAYIOIUM

MMOJIKOKHBIM BBefieHHeM B 1o3e 100 mr Ha Henene 2, Henee 6 u Henene 10.

Crniocob no mobomy u3 mm. 12—18, OTIUYAIIHIACS TEM, YTO KIIMHUYECKasi KOHeYHAas!

TOYKA OCHOBAaHA Ha OLIEHKe I10 mkaje Mano.

Crioco0 yMeHbIIeHHsT BOCTIAICHUST TOJICTOW KHUINKY y manuenTa ¢ B3K, Bkirouarommii:
a) BBeJIEHUE TIEPBOTO TepaneBTU4IeCcku 3 (PEeKTUBHOrO MPU COBMECTHOM BBEJICHUHU
konudecTBa anTutena k MJI-23p19 unm ero aHTUreHCBsA3bIBaOIIEro pparmenTa; u b)
BBEJICHHE BTOPOTO TepaneBTUYecKu 3PP eKkTHBHOTO MPU COBMECTHOM BBEICHHUH
konmyecTBa antutena kK ®HO-o uitn ero aHTUreHCBSI3bIBAIOIIETO (pparMeHTa, mpudemM
cnocob siBnsieTcst 3P eKTUBHBIM U KIIMHUYECKH O€30MacHbIM JJISI YMEHbIIEHUS
BOCITAJICHUSI TOJICTOM KHUIIKHU CyOBbEKTa A0 YPOBHS, COMTOCTABUMOIO C COCTOSTHIEM
TOJICTOM KHIIKH 3I0POBOTO CyOBEKTa, U3MEPEHHOTO Yepe3 OKOJIO 38 Henelb mocie

HaydaJia JICUCHUA.

Cnocob o . 20, B KOTOPOM BOCHAJIEHHE B 00pa31ie TKAaHHU TOJICTON KHIIKH MallueHTa
nocye BBeeHus: aututena Kk MJI-23p19 umn ero aHTUreHCBSA3BIBAIOIIETO parMeHTa u
antutena K ®HO-o ero aHTUTeHCBA3BIBAIOIIETO (PparMeHTa HE3HAUYUTENIbHO WU

OTCYTCTBYET.

Crnioco6 mo 1. 20 uimu . 21, B KOTOPOM TOTepst skejie3 B 00pasiie, B3ITOM U3 TOJICTOM
KUIIKK CyOBeKTa, mocye BBeaeHus antutena k MJI-23p19 umu ero
aHTUTeHCBSA3bIBaKOIIEro ¢pparmenta u anturena kK ®HO-o nmm ero

AHTHUTI'CHCBA3BIBAOIICTO (I)parMeHTa SIBJISIETCSI HE3HAYUTEIbHON HITH OTCYTCTBYCT.

Crnoco6 no mobomy u3 mm. 20-22, B KOTOPOM 3p0o3ust B 00pasiie TKaHU TOJICTOMN
KUILIKY NMalnyeHTa nocie seeaeHus anrurena k UI-23pl19 unm ero
aHTUTEeHCBSA3bIBaKOIIEro ¢pparmenta u anturena kK ®HO-o umm ero

AHTHUTI'€CHCBA3BIBAOIICTO (I)parMeHTa HE3HAYUTECIbHA UJIN OTCYTCTBYCT.
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24. Crocob o mobdomy u3 . 20-23, B KOTOPOM YTOJIIEHUE CIIU3UCTON 000JIOUKH U
TUNepIuIasus B 0Opasiie, B3ATOM U3 TOJCTON KUIIKH MAlEeHTa, TIOCTIe BBEICHUS
anTurena k MJI-23p19 unu ero aHTUreHCBSI3bIBAIOIIETO (PparMeHTa U aHTHTENA K
OHO-0 mu ero aHTUreHCBSA3BIBAIOIIErO (hparMeHTa, He3aBUCUMO HE3HAYUTEIIbHBI

NI OTCYTCTBYIOT.

25. Cnioco6 o sirobomy u3 . 20—24, B KOTOpOM nocie BBeaeHust anturena k MJI-23p19
WM €r0 aHTUT'€HCBsI3bIBatOLIEro (pparmenTa u antutesna k ®HO-o wim ero
AHTHUTE€HCBSI3BIBAIOILETO (PparMeHTa Pe3yJIbTaT MMCTOMATOIOTHYECKOTO HCCIEeI0BAHMS

TOJICTON KHUIITKH HUACHTHYCH TAKOBOMY B 3HOpOBOI71 TKaHH.

26. Cniocob mo mobomy u3 mm. 20-25, B kotopoM antureno k MJI-23p19 wm ero
AHTUT€HCBSA3BIBAIOIINN (PPAarMEHT CONEPIKUT: a) AMUHOKHCIIOTHBIC
nocaenosatenbHocTH CDR Tspkenoit ner SEQ ID NO: 1-3 1 aMMHOKHUCIIOTHBIE
nocienosatensHocTH CDR nerkoii e SEQ ID NO: 4-6; b) aMHHOKHCIOTHYO

MOCJIeIOBATENIbHOCTD BapuadenbHol obnactu Tsokenoi nenu SEQ ID NO: 7 u

AMUHOKHCJIOTHYEO TIOCJIEIOBATEIbHOCTD BapuadebHOl oOnactu yierkoi uernu SEQ ID

NO: 8; i ¢) aMHHOKHUCIIOTHYIO MOCIeAoBaTebHOCTD Tsikenoi nenu SEQ ID NO: 9
Y aMUHOKHUCJIOTHYIO nocienoBarenbHOCTh jJerkoit nenu SEQ ID NO: 10; u anTuTeno
Kk @HO-0 nnm ero anTureHcBs3biBatouil pparmMeHT conepkut d) aMIHOKUCIIOTHBIE
nocaenosatenbHocTH CDR Tspkenoit nueru SEQ ID NO: 11-13 1 aMUHOKUCTIOTHBIE
nocnenosatesbHOCTH CDR nerkoit nenu SEQ ID NO: 14-16; €) aMMHOKUCTIOTHYIO

NOCJIeIOBATENIbHOCTD BapuabenbHOl obnactu Tspkenoit uenu SEQ ID NO: 17 u

AMUHOKHCJIOTHYO TIOCJIEIOBATENbHOCTh BapuadebHOl obnactu yerkoit nernu SEQ ID

NO: 18; unu f) aMHHOKHCIOTHYIO MOCIEIOBATENBHOCTD Tsikesou enu SEQ ID

NO: 19 u aMUHOKHMCIIOTHYIO MMOCAen0BaTeNbHOCTD jierkoi nern SEQ ID NO: 20.

27. Cniocob mo mobomy u3 nm. 20-26, B koropom anTureno k PHO-o nnm ero

AHTUTEHCBSA3BIBAIOIINN (pparMeHT u anTuTeno k MJI-23p19 wnu ero

AHTUTEHCBSA3BIBAOIINN (PPAarMEHT BBOIST B COOTHOIIEHUH oT 1:2 mo 2:1 (macc./macc.).

28. Criocob mo mobomy u3 nm. 20-26, B koropom anTuteno k PHO-o nnm ero
AHTUTEHCBA3BIBAIOIINHN PparmMeHT u anTHTeNno MJI-23p19 nmm ero
AHTUT€HCBSA3BIBAIOIINHN (PparMEHT BBOAST B COOTHOIIEHUH OT 15:1 1m0

400:1 (macc./macc.).
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Crnoco0 no mobomy u3 mm. 20-28, B kotopom a) artuteno k UJI-23p19 unu ero
AHTUT€HCBA3BIBAIOIINHN (parMeHT u b) antureno k ®PHO-o nnm ero

aHTHFeHCBﬂ3bIBaIOHIHﬁ (bpaFMeHT BBOJAT OAHOBPEMEHHO.

Cnocob o mobomy u3 mm. 20-28, B koropom a) antuteno k UJI-23p19 unum ero
AHTUTE€HCBS3BIBAIOLINI (pparMeHT u b) antuteno k PHO-o umm ero

AHTUTCHCBS3BIBAIOIINN (PPArMEHT BBOIAT MOCJIENOBATEIBHO.

Cnoco6 no modomy u3 mm. 20-28 u 1. 30, B koTopom a) anturesno k MJI-23p19 win
€ro aHTHIe€HCBsI3bIBAIOLIHI (pparMeHT u b) antureno k ®PHO-o umm ero

aHTHFeHCBﬂ3bIBaIOLHHﬁ (I)pal"MeHT BBOIAT C MHTCPBAJIOM B OAUH OCHbD.

Crnoco6 neyennst B3K y mauneHTa u CHUXKEHUS TIOTEPH Beca y MALHEHTa,
BKJIFOUAIOLIHI a) BBeAEHHE nepBoro anturena k MJI-23p19 nnum ero
AHTUT€HCBS3BIBAIOIIETO PPArMEHTA, B KOJIUYECTBE, TePANEeBTHIECKU 3(PPEeKTHBHOM U
KJIMHUYECKH O€30MacHOM, U CHIDKAFOIIEM TIOTEPIO BECa MPU COBMECTHOM BBEICHUH, U
b) BBenenue Broporo antutena k ®HO-o wim ero aHTUreHCeBSA3bIBAIOIIETO (parmMeHTa
B KOJIMUECTBE, TePAreBTUIeCKH 3(P(HEKTUBHOM 1 KIIMHIUYECKH 0€30IIaCHOM, U

CHUIKAKOIIEM MMOTEPIO BECA MPU COBMECCTHOM BBCACHUU.

Crnioco6 no 1. 32, B kotopom antuteno k ®HO-o mm ero aHTUreHCBA3bIBAIOLIN T
¢dparmenT u anTureno k MI-23p19 unu ero aHTUreHCBA3BIBAIOIINUN (PArMEHT BBOISAT

B cooTHoueHuu ot 1:2 no 2:1 (macc./macc.).

Cnoco6 mo 1. 32, B kotopom antuteno kK @®HO-0. Mh €ro aHTHreHCBSI3bIBAO LI
¢parment u antuteno MJI-23p19 unm ero aHTUTeHCBA3BIBAOLIHI (parMeHT BBOAT B

cootHotenun ot 15:1 go 400:1 (macc./macc.).

Cnoco6 no modomy u3 mm. 32-34, B kotopoMm a) aatuteno k UJI-23p19 unu ero
AHTUTCHCBSA3BIBAIOIINN (pparMeHT u b) antuteno k ®PHO-o nnm ero

aHTHFeHCBﬂ3bIBaIOLHHfI (I)paFMeHT BBOJAT OAHOBPEMEHHO.

Crnoco6 no modomy u3 mm. 32-34, B kotopoMm a) aatuteno k UJI-23p19 nnu ero
AHTUTeHCBSA3BIBAOIINN (pparMeHT u b) antuteno k ®PHO-o nnm ero

AHTUT€HCBSA3BIBAIOIINN (PPArMEHT BBOIAT ITOCIIEIOBATEIBHO.

Crnoco0 no modomy u3 m. 32-34 u 1. 36, B koTopoMm a) antureno k MJI-23p19 wnun
€ro aHTHIe€HCBsI3bIBAIOLINH (pparMeHT u b) antureno k PHO-o unm ero

aHTHFeHCBﬂ3bIBaIOHIHﬁ (bparMeHT BBOJAT C UHTCPBAJIOM B OAUH JICHbD.
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Crnoco0 no mobomy u3 mm. 32-37, B kotopoM antuteno k MJI-23p19 nnum ero
AHTUT€HCBA3BIBAIOIINN (PPAarMEHT CONEPIKUT: a) AMUHOKHCIOTHBIE
nocaenosatenbHocTH CDR Tsixkenoit nernu SEQ ID NO: 1-3 u aMUHOKHUCIOTHBIE
nocienosatensHocTd CDR nerkoii nenu SEQ ID NO: 4-6; b) aMUHOKUCIOTHYO
NOCJIeI0BATENIbHOCTE BapuabenbHol obnactu Tsokenoi uenu SEQ ID NO: 7 u
AMUHOKHCJIOTHYEO TIOCJIEIOBATENbHOCTD BapuabeibHOl obnactu serkoit nernu SEQ ID
NO: 8; um ¢) aMIHOKHUCJIOTHYIO TTOCenoBarebHOCTh Tspkenon e SEQ ID NO: 9
¥ aMUHOKHUCJIOTHYIO rocienoBarenbHOCTh jJerkoi nenu SEQ ID NO: 10; u anTuTeno
Kk @HO-0 nim ero aHTUreHCBSI3bIBAIOINUH (PparMEeHT CONEPIKUT a) AMUHOKHCIOTHBIE
nocaenoBatenbHocTH CDR Tsikenoit e SEQ ID NO: 11-13 1 aMUHOKUCIOTHBIE
nocienosatenbHocTH CDR serkoii e SEQ ID NO: 14-16; b) aMMHOKHCIIOTHYO
MOCJIeIOBATENIbHOCTD BapuadenbHol obnactu Tsokeson nenu SEQ ID NO: 17 u
AMUHOKHCIIOTHYEO TIOCIIEIOBATEIbHOCTD BapuadeibHOl oOnactu yerkoit uernu SEQ 1D
NO: 18; unu ¢) aMIHOKHCIIOTHYEO TIOCIENOBATENBHOCTD Tsikeso enu SEQ ID

NO: 19 u aMUHOKHCIIOTHYIO MMOCAen0BaTeNbHOCTD Jerkoi neru SEQ ID NO: 20.

Crnoco0 neyenus aktuBHOro SIK 0T yMepeHHOMN 10 TsDKENIOH CTEeNeH! Y MalueHTa-
YeJIoBeKa, BKII0Yaomuii: a) Benenne ot 0,0005 mr/kr go 0,002 Mr/kr aHTUTENA K
WNJI-23p19 unm ero aHTUreHCBSA3BIBAIOIIETO (hparMeHTa, COIePIKAILIEro
MOCJIEIOBATENIbHOCTH (1) aMHHOKHCIIOTHBIX TocienoBaTenbHocTeil CDR Tsikenoit
e SEQ ID NO:1-3 u amuHOKHCIOTHBIE TTocaenoBaTebHocTH CDR nerkoii menu
SEQ ID NO: 4-6; (i1) aMHHOKHCIIOTHYIO MOCJIEI0BATENbHOCTh BapuabebHON o0nacTu
Tspkenol nenu SEQ ID NO: 7 1 aMUHOKHCIIOTHYIO MOCIE0BATEIbHOCTD
BapuabenbHOl obnactu nerkoi neru SEQ ID NO: 8; unwu (ii1) aMHUHOKHCIOTHYIO
nocnenoBaTenbHOCTh Tspkesol nenu SEQ ID NO: 9 u amuHOKHCIOTHY IO
nocienoBatesibHOCTH Jierkoit nenu SEQ ID NO: 10 u b) BBegenue ot 0,020 mr/kr 1o
0,125 mr/kr antutena k ®HO-o, win ero aHTUTeHCBSA3BIBAIOIIETO (hparMeHTa,
COJZIEpPIKAIIero MOCIEAOBATENbHOCTH (1) AMUHOKUCIIOTHBIX MOCIIEIOBATEIbHOCTEH
CDR Ttsxenoit nermu SEQ ID NO: 11-13 1 aMHHOKHUCIIOTHBIE TTOCTIEA0BATEILHOCTH
CDR nerxoii e SEQ ID NO: 14-16; (ii) aMIHOKHCIIOTHYIO TIOCJIEAOBATENIbHOCTD
BapuabenbHOIl obnactu Tspkenoi uenu SEQ ID NO: 17 u aMHHOKHCIIOTHYIO
NOCJIEIOBATENbHOCTD BapuabdenpHoi obnactu jerkor nerm SEQ ID NO: 18; wu (ii1)
AMUHOKHUCJIOTHYIO MOcaenoBarenbHOCTh Tsikesoin nernu SEQ ID NO: 19 u

aMUHOKHUCJIOTHYIO MOcaenoBarebHOCTh Jerkoit nenu SEQ ID NO: 20, npu stom
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crioco0 3¢ exTuBeH u KIMHUYeCkH Oe3onaceH npu jJedernu K, u y manuenra
HaOJII01aeTCsl KJIMHUYECKUH OTBET HA OCHOBAHHMU KJIMHUYECKOW KOHEYHOH TOYKH,
BBIOpAaHHOMN M3 IPYNIIbL, COCTOSIIEH 13 KoauyecTBa 0ayuioB no mkajie Maiio,
KOJIYeCTBa 0aJUIOB MO YaCTHYHOH mKane Maio, 3HIJOCKOMNYECKOrO MOKa3aTest
Tsokectu sizBeHHoro konuta (UCEIS), mapkepos CPB w/unu dekanpsHOrO
KaJIbIIPOTEKTHHA, & TAKXKE COOOINAeMOro MalMeHTOM Pe3yJIbTaTa U BBIPAKEHHOCTH
CUMIITOMA, NPU 3TOM KJIMHUYECKYI0 KOHEUHYIO TOUKY U3MEPSAIOT Yepe3 OKoJIo 38

HEOCJIb IMOCJIC HavaJia JICUHCHUA.

. Cnocob mo 1. 39, B kotopom anTuteno k UJI-23p19 maxoaurcst B BOMHOM PacTBOpE B
(apMarieBTHUECKON KOMIO3UIMK B KOoHIeHTparwu 100 mr/mit, 7,9% (macc./00.)
caxaposbl, 4,0 MM ructuansa; 6,9 MM MOHOrHMApaTa MOHOrUApoXIopuaa L-ructununa,
0,053% (macc./00.) monmcopdara 80 kommozuuy, a antuteno k ®HO-o, i ero
AHTUTEHCBS3BIBAIOIINI (DPaArMEeHT HAXOMUTCS B BOIHOM PacTBOpe B (hapMarieBTUIeCKOU
KOMITO3WLIY B KOHLIeHTpauuu 100 mr/mit, 4,1% (mace./06.) copbura; 5,6 MM L-
THCTHIMHA U MOHOTHpaTa MoHoruapoxiopuna L-ructuanna; 0,015% (macc./o0.)

nojyicopdara 80 B KOMITO3HLINHY,

. @apManeBTUYECKUI MPOIYKT, COAeP AU KOMIO3UIMIO: a) nHrudburopa k MJI-23 u
0) narudurtopa k ®HO-0, 1151 npuMeHeHUs: B KOMOMHUPOBAHHOMN Teparuu st
JIeUEHUs] BOCNIAJIUTENIbHOTO PACCTPOICTBA, IPUUEM NIEPBOE TEPANIEBTUYECKU
3¢ PeKTUBHOE 1 KIMHUYECKH 0e30MacHOe PH COBMECTHOM BBEEHHU KOJIMYECTBO
unruduropa NJI-23 u Bropoe TepaneBTHUECKH 3 (HEKTUBHOE U KIMHUYECKU
Oe30macHoe MpH COBMECTHOM BBEIEHUH KoJm4decTBO HHruouTopa ®HO-0, BBOIAT
naipienty ¢ B3K, u y nanuenTa HaO 0 1aeTCsl KIMHUYECKU OTBET HA OCHOBAHUH
KJIMHAYE€CKOH KOHEYHOU TOYKH, BBIOPAHHOHN M3 TPYIIIbI, COCTOSIIIEH U3 KOJIMYECTBA
OanoB no mkaje Maiio, koJn4yecTBa 0aJlJIOB M0 YaCTUYHOM Hikaie Malio,
SH/IOCKOMUYECKOTro mnokasatens Tsukectr sizpeHHoro konura (UCEILS), mapkepos CPb
n/unu peKasTpHOrO KaNIbIIPOTEKTHHA, a TAKKE COOOIIAeMOro MalueHTOM pe3yJIbTaTa ’
BBIPAKEHHOCTH CUMIITOMOB, U IIPU 3TOM KJIMHUYECKYI0 KOHEYHYIO TOUKY OINpPENessIIoT

yepes3 OKoJIo 38 Heneslb MOoCie Havalia JEUEHUs.

. Ipoaykr mo m. 41, B koropoMm unrudOuTop k MJI-23 mpencrasisier coO0it aHTUTENO K
NJI-23p19 nnum ero aHTUreHCBs3pIBaroIuil pparment, a nHruouTop k ®PHO-a

npexacrasisieT coboit antuteno k @HO-o, niu ero aHTUreHCBA3BIBAIOIINN (PPATMEHT.
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IIpoaykt mo n. 41 wnu . 42, B kotopom IBD npencrasnser coboit K, antuTeno
NJI-23p19 nmpencrasnsier coboii rycenpbkymal, a antureno k ®PHO-a npencrasnser

co0oit romumymag.

Cnocob neuenus AK y nanuenTa, Bmodaomui Gpasy KoMOMHUPOBAHHON Teparnuu ¢
nocnenyrouen Gpasoil MOHOTepanuy, npuye, i) ¢pasa KOMOMHHUPOBAHHOH Teparuu
BKJIFOUAET B ce0st a) BBeIEHHE MEPBOro TepaneBTHIecKy 3G PekTHBHOTO 1
KJIMHAYECKH O€30MacHOro MpU COBMECTHOM BBEACHUU KOJM4ecTBa anturena k MJI-
23p19 wnu ero aHTUreHCBsI3bIBAKOIIETO (pparMeHTa u b) BBeeHHE BTOPOTO
TepaneBTHYeCKU 3P (PEKTUBHOTO U KIMHUYECKH 0€30MacHOr0 MPU COBMECTHOM
BBEIeHNU KonuecTBa aHTHTeNa K PHO-0, Ml ero aHTUreHCBSA3BIBAIOIIETO
¢dparMenTa, 1 i) ¢a3za MOHOTEpAITUU BKIIFOYAET BBEICHUE TEPATIEBTUISCKU

3¢ (PeKTHBHOrO U KITMHIYECKU Oe30macHoro konndectsa antutena k MUJI-23p19 unu
€r0 aHTHTe€HCBSI3bIBAIOLIETO (PparMeHTa, 1 MpH 3TOM Y MaleHTa HabF0AaeTCsi OTBET

Ha TEPaINNIO, U3MEPEHHBIN Yepe3 OKOJI0 38 Heaemb MOociIe Ha4alla JICUECHHUs].

Crnioco6 o 1. 44, B kotopom antuteno k MJI-23p19 unu ero aHTUreHCBSI3bIBAO LM
(bparMeHT COEePKUT: a) aMUHOKHUCIIOTHBIE nocienoBarenbHocTi CDR Tsikenoit uenu
SEQ ID NO: 1-3 u amuHokucnotHble nociaeaosareabnoctu CDR nerkoit e SEQ
ID NO: 4-6; b) aMUHOKHCIIOTHYIO TIOCIIENOBATEIbHOCTD BapralOeIbHOM 001acTh
Tspkenont nenu SEQ ID NO: 7 u1 aMMHOKHUCIOTHYIO MTOCIEN0BATEIbHOCTD
BapuabenbHOI obnactu serkoit nenu SEQ ID NO: 8; nnu ¢) aMUHOKHCIIOTHYIO
nocyie1oBaTeibHOCTD Tspkenon nenu SEQ ID NO: 9 u aMMHOKHCIIOTHYIO

nocienoBaTebHOCTD Jierkoi nenu SEQ ID NO: 10.

Crnoco0 o 1. 44 v 1. 45, B kotopom antuteno k @HO-o, umu ero
AHTUTCHCBSA3BIBAIOIINN (PPArMEHT CONEPIKUT: a) AMUHOKHCIOTHBIC
nocaenoBatenbHocTH CDR Tspkenoit e SEQ ID NO: 11-13 1 aMUHOKUCIOTHBIE
nocienosatenpHocTH CDR nerkoii iern SEQ ID NO: 14-16; b) aMHHOKHCIIOTHYO
MOCJIeIOBATENIbHOCTD BapuadenbHol obnactu Tsokeson nenu SEQ ID NO: 17 u
AMUHOKHCIIOTHYEO TIOCIIEIOBATEIBHOCTD BapuadebHOl obnactu yierkoi uernu SEQ 1D
NO: 18; unu ¢) aMIHOKHCIIOTHYEO TIOCIENOBATENBHOCTD Tsikeson renu SEQ 1D

NO: 19 u aMUHOKHCIIOTHYIO MOCAen0BaTeNbHOCTD Jerkoit nenu SEQ ID NO: 20.

Crioco6 o 1. 44, B kotopoMm antuteno Kk MJI-23p19 unu ero aHTUreHCBSI3bIBAFO LM

(bparMeHT COEePKUT: a) aMUHOKHUCIIOTHBIE TocenoBaresbHocT CDR Tspkenoit uenu
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SEQ ID NO: 1-3 u amurOokucnoTHble nociaeaoBarenbnoctd CDR nerkoit nernn SEQ
ID NO: 4-6; b) aMUHOKHCIIOTHYIO TIOCIIEIOBATEIHLHOCTD BapraOeIbHON 001acTH
Tskenon nenu SEQ ID NO: 7 1 aMUHOKUCIIOTHYIO NOCIEA0BATEIbHOCTD
BapuabenbHOI oOnactu nerkoit nenu SEQ ID NO: 8; nnu ¢) aMUHOKHCIOTHYIO
nocienosatenbHOCTh Tspkenoi nenu SEQ ID NO: 9 1 aMuHOKHUCIOTHYIO
nocaenoBaTebHOCTD Jierkou nenu SEQ ID NO: 10, u antureno k ®HO-o, uu ero
AHTUTCHCBSA3BIBAIOIINN (PPArMEHT CONEPIKUT. a) AMUHOKHCIOTHBIS
nocaenoBatenbHocTH CDR Tsixkenoit neru SEQ ID NO: 11-13 1 aMUHOKHUCIOTHBIE
nocienosatenbHocTd CDR nerkoii e SEQ ID NO: 14-16; b) aMMHOKHUCIIOTHYO
MOCJIeIOBATENILHOCTD BapuadenbHol obnactu Tsokesion nenu SEQ ID NO: 17 u
AMUHOKHCIIOTHYEO TIOCJIEIOBATENIHOCTh BapuadebHOl obnactu erkoit nernu SEQ 1D
NO: 18; unu ¢) aMIHOKHCIIOTHYEO TIOCIENOBATENBHOCTD Tsikeson renu SEQ 1D

NO: 19 u aMUHOKHMCIIOTHYIO MMOCAenoBaTebHOCTD Jerkoit nenu SEQ ID NO: 20.

Crioco6 o 1. 44, B kotopom antuteno Kk MJI-23p19 uinu ero aHTUreHCBSI3bIBAFO LI
(dparMeHT npeacTasisieT coboit ryceapkymad, a antureno k @HO-a umm ero

AHTUT€HCBSA3BIBAIOIINHN (PpAarMEHT MpencTaBsieT codoit romumymad.

Crnoco0 no modomy u3 mm. 44—48, B KOTOpOM BO BpeMs pa3bl KOMOMHUPOBAHHOM
teparmu aHTUTeN0 K ®HO-0, it ero aHTUreHCBSA3BIBAIO NI (PparMeHT U aHTUTEJIO K
NJI-23p19 nnu ero aHTUreHCBsI3bIBAIOLINI (pparMeHT BBOAAT B COOTHOLIEHUHU OT 1:2

no 2:1 (macc./macc.).

Cnoco6 o modomy u3 . 44—48, B KOTOPOM BO BpeMsi (a3bl KOMOMHUPOBAHHOM
teparuu aHTUTENO0 K DHO-0, i €ro aHTUreHCBA3BIBAKOIIUEH (ParMEHT ¥ AHTUTEJIO
NJI-23p19 nnum ero aHTUreHCBSI3bIBAKOIINI (pparMeHT BBOASAT B COOTHOIEHHH OT 15:1

1o 400:1 (macc./macc.).

Crnoco6 o modomy u3 m. 44-50, B KOTOpOM BO BpeMsi a3bl KOMOMHUPOBAHHOM
Tepanuu antuteno Kk MJI-23p19 wnm ero aHTUreHCBS3bIBAIO LI (PParMeHT u
arTuTeno kK ®HO-o0, mim ero aHTUTeHCBA3BIBAIOLINN (PParMEeHT BBOISAT

OTHOBPEMEHHO.

Crnoco0 o modomy u3 mm. 44-50, B KOTOpOM BO BpeMsi a3bl KOMOMHUPOBAHHOM
tepanuu antuteno Kk MJI-23p19 unu ero aHTUreHCBA3BIBAIO LN (PparMeHT u
aatuTeno k ®HO-o, mim ero aHTUreHCBA3BIBAKO LN (PParMEeHT BBOIAT

MNOoCJICAOBATECIIBHO.
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Crioco0 no modomy u3 . 44-50 1 1. 52, B KOTOpPOM BO BpeMst (pasbl
KOMOMHHUPOBAaHHOM Tepanuu antuTenno K MJI-23p19 mnu ero aHTUreHCBSA3BIBAIOLITUH
¢parmenT u anTHTeN0 K PHO-0 M1 €ro aHTUreHCBSI3bIBAIOIIUI (PparMeHT BBOAST C

HWHTECPBAJIOM B OJUH JCHbD.

Cnocob o mobomy u3 mm. 44—53, B KOTOPOM IPOJOIKUTEIBHOCTD (ha3bl

KOMOWHHMPOBAHHOM TEPANUK COCTaBJIsIeT 12 Hexenb.

Cnoco6 no modomy u3 . 44—54, B KOTOPOM BO BpeMsi (a3bl KOMOMHUPOBAHHOM
Tepanuu antuteno K MJI-23p19 wim ero aHTUreHCBSI3bIBAIO LM ()PArMEHT BBOJISAT B
Ha4yaJbHON BHYTpUBEHHON n03e 200 Mr u BHyTpuBeHHBIX Ao03ax 200 mr Ha 4 u 8
Hernene, a anTuTeno K PHO-o ninm ero aHTUreHCBSI3bIBAOI U (PparMeHT BBOAST B
HA4aJIbHON MOAKOKHOM f03€ 200 MI 1 MocneayrIuX NOAKOXKHBIX Ao3ax 100 mr Ha 2,
6 u 10 Hepene, a BO BpeMs ¢a3bl MOHOTEpanuu antuteno Kk UJI-23p19 unm ero

AHTUT€HCBSA3BIBAIOIINN (PPArMEHT BBOIAT MOAKOXKHO 1o 100 Mr kaxbie 8 Heneb.

Crioco6 no mobomy u3 min. 44—55, B KOTOPOM y HarfieHTa HabJIF0qaeTCsi KITMHUYECKUH
OTBET Ha OCHOBAHUH KJIMHUYECKOI KOHEUHOW TOYKH, BBIOPAHHOH M3 IPYIIIIEL,
COCTOsIIIEH U3 KOJIMYecTBa OANJIOB MO mKane Maio, KoJu4yecTBa 0aioB Mo
yactuyHoU mkane Maiio, UCEIS, mapkepos CPb u/umi dexanbHOro
KaJIbIIPOTEKTHHA, a TAaKXe COOOIIaeMOro NaueHToM pe3yJIbTaTa U BbIPAXKEHHOCTH
CUMIITOMA, MPU 3TOM KJIMHUYECKUN OTBET U3MEPSIOT Uepe3 0KoIo 38 Henenb rnocie

HayvaJa JICUYCHHU.

Crnioco0 neyeHus I3BEHHOTO KOJIUTA Y MALUEHTa, BKIIOYAIOIIHNI BBEACHUE
TepaneBTHYECKH 3P (HEKTUBHOTO U KJIMHUYECKH O€30MacHOr0 KOJMYECTBA aHTHTENA K
NJI-23p19 nnum ero aHTUreHCBSI3bIBAKOIIETO (PparMeHTa, IpuieM y manueHTa
HaOJII01aeTCsl KJIMHUYECKUM OTBET HA OCHOBAHHMH KJIMHHYECKOW KOHEYHOMH TOUYKH,
BBIOpPAHHOMW M3 TPYMIIBL, COCTOSINEH 13 KoJrmuecTBa 0ayuIoB mo mkajie Maiio,
KonmdecTBa OaioB nmo yactuunoi mkane Maiio, UCEIS, mapkepos CPb n/unm
(peKxanbHOrO KaIBIIPOTEKTHHA, & TAKIKE COOOINAEMOr0 MAIMEHTOM Pe3yJIbTaTa U

BBIPAKCHHOCTU CUMIITOMaA.

Crioco6 mo 1. 57, B kotopom antuteno k MJI-23p19 unu ero aHTUreHCBSI3bIBAFO LM
(bparMeHT COIEePKUT: a) aMUHOKHUCIIOTHBIE ocienoBatenbHocTi CDR Tspkenol nenu
SEQ ID NO: 1-3 u amuHokucnotHble nociaeaosarenbnoctu CDR nerkoit e SEQ

ID NO: 4-6; b) aMUHOKHCIOTHYIO TIOCIIEIOBATEIHLHOCTD BapraOeIbHON 001acTH
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Tskenon nenu SEQ ID NO: 7 1 aMUHOKUCIIOTHYIO MOCIE€N0BATEIbHOCTD
BapuabenpHOIt obnactu nerkoi ner SEQ ID NO: 8; unm ¢) aMHHOKHUCIOTHYIO
nocnenoBaTenbHOCTh Tspkenol nenu SEQ ID NO: 9 n aMuHOKUCIOTHY IO

nocaeaoBaTebHOCTD Jierkoi nenu SEQ ID NO: 10.

Cnocob o n. 57 unm 1. 58, B kotopoM anTureno k MJI-23p19 umm ero

AHTUTEHCBS3BIBAIOIIUI (PPArMEHT MPENCTABISIET COOOM IycenbkyMal.

Cnoco6 no modomy u3 mm. 57-59, B kotopom antuteno k UJI-23p19 wnum ero
AHTUTE€HCBSI3BIBAKOIIUI (PparMeHT BBOISAT B HauaIbHOU f03e 200 mr, 600 Mr wiu
1200 mr u B gosze 100 mr yepes 2 Heenu NOCie HAa4aJIbHON JO3BL, yepes3 6 Henlelnb
MOCJIe Ha4aIbHOM 103bl, uepe3 10 Hemenb nmocie HavaabHOW J03bl U KaXable 4 uinu 8

Heneb rmocie 1036l B 10 Henens.
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N3ameHeHUe macchbl Tena/ 50 Mkr aHTuten

£ HavsHbie ¥ autureno K PHO-a 50 mir/Mbillb
% KontporbHas rpynna sabonesarus (PBS) sk aHTuTeno k UM-23 50 Mkr/Mbiib
§F VIsoTunuueckuil KORTPOMS ¢ komBunaumus 50 Mrr/50 Myr Ha Mbillb
1
e,
,13;
20
=30 ¥ v v :
o 2 3 3
4 spemMs [axei]

vHayKUuus 3abonesanns

OUrl. 1A
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N3meHeHne maccekl Tena/500 Mkr auturena

£ Hauerbie ap autureno k PHO-a 500 MKr/Mbillb
8 KowTporibHas rpynna sabonesanus (PBS) #k aHTuTeno k UN-23 500 mkr/mbilb
18- W Vsotvnueckuit KoHTpons € komBuHauua 500 mkr/500 MK Ha Mbillb
PO ‘ A
Pt = "
ey ¥ . “’
3 SR % SN et N 3
" :
- 5
= A\
2 40 2 i/
I \
o Au
X %
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=
o0
=
*2&‘
i 0 2 3 5
4 spews [aHen]

uHAYyKUMS 3abonesanns

Nevenne q‘er;b HOenb 0 [ewb1 [eww 2 [ews3 [ens4 [ens5 [enb 6 [ewbp 7
MAT -

50 M aHTiTena Q9% 0957 g.008 20008 0601 QomL 00001 0.0001 8.0003
KOHO0

0meranvrenakOHO- 988 119558 X v pocet o8008 e e S.0008 S001 Lol
Muramrenac3 0888 oen e ferg oosee e lie 151 So1sR R ivs i 504
N0mrammmena kN2l u0s (R0 0.0833% Gos3s Sopnr S0 Boe0 BO005 20008
OmramvenakOHO 988 gougs DNt S0 oot fedeerid ek o0 poor. oo
+grnarenax 3

S0 meranmrenax OHOG ity nusss ponos el sid 00001 o0001 o008 00001 00001
+amrena k AN23

our. 16



3/18

MMcTonaTtonornyeckas oLleHKa npoKCUmMasnibHoro
oTtaena Toncrom kuiikun, 0,05 mr antutena

p = 0,0005
p < 0,0001

KOMﬁMHauﬁﬁi 50 /50 mkr 4 N

p=0,027

antureno k UN-23 i 50 paxr

A

antuteno x PHO~a f 50 mkr

M30TUNUYECKIil KOHTPOMb & |

KOHTPOrbHast rpynna
3abonesanus (PBS)

HaueHble .

¥ Y
& 14

cpepHee * CTaHi. ol cpeaHero rgc’rcngrﬁqecgnﬁ Gaﬁﬂ

OUr. 2A
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McTonartonornyeckni 6ann NPoKCUMManbLHOro
oTaena Toncrou Kuwku, 0,05 mr antutena

komBuHauus | 500 / 500 mkr p < 0,0001

p < 0,0001

anTuTeno k UM-23 500 mxr i

p=0,014

anturteno Kk ®HO—a 500 wmikr -

V30TUnuyecknii KOHTPOnb &

KOHTpONbHas rpynna
3abonesaHus (PBS)

HavgHble

a 5 P

cpenHee + CTanf. OLl. CPEOHEro

rmcTonorm4yeckun 6ann

DUr. 2b
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leHbl, nepeceKkaroLWnecs ¢ CeTbio
yerioBeka, U UX nepBble coceam

CurHatypbt nevyeHus npu
mopenuposanuu B3K Ha mbiiax

Mpeobpazosanne MbllLIMHbBIX
FEHOB B OPTONOTK YenoBeka

v

ﬂpnmeﬂeuue K CeTHU N'eHoB
KUileYHMUKa YenoBeKa

CywecTeeHHOg
oboraiyenune
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