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OIIMCAHUE U30BPETEHUA
2420-570719EA/023
CIIOCOBBI IEYEHUSA AL-AMUWJIONIO3A

OO6nacTb TEXHUKH

Hacrosimee wu3o00pereHHe OTHOCHUTCS K TEXHHYECKUM OOJNACTSIM HMMYHOJIOTHH |
MEAULIUHBIL.

PoacTBeHHBIE 3as1BKH

ITo 3asBKe ucmpaluBaeTcsi IPUOPUTET BpeMeHHOM 3asBkH Ha nateHT CIIIA ¢ cepuiinbim
Ne 62/814252, nomannoit 5 mapta 2019 r., u BpemenHoit 3asaBku Ha nateHT CIIA ¢ cepuiiHbiM
HOMepoM 62/942722, nonanuol 2 nexabpst 2019 r., kaknasi U3 KOTOPBIX MOJHOCTBIO BKIFOYEHA
CI0J1a TOCPEICTBOM CCBUIKH.

CcplIKa HA CTIHCOK NMOCJIeA0BATEIbHOCTEH

DTa 3asdBKa COJEPKUT CIHCOK IOCJIEeN0OBATeNbHOCTEN, NPEICTAaBJICHHBI B BHE
3JEKTPOHHOTO TekcroBoro (aiima ¢ umeHeMm «19-467-WO_Sequence-Listing ST25.txt»,
umeromero pasmep B Oafitax - 22 Kb u cozgannoro 5 mapra 2020 r. Copeprkaimascs B 3TOM
3JEKTPOHHOM (haiine nHpopMaLHs TAKHM 0OPa30M MOJIHOCTHIO BKJIFOYEHA IMOCPEICTBOM CCBUTKH
B cooTBeTcTBUH ¢ §1.52(e)(5) pasnena 37 Konekca 3akonos CIIIA.

IIpeanochbliku K co31aHUI0 H300peTeHHs

AL-amuonio3 (MEpBUYHBIA aMHJIOWAO03) BKIFOUAET IeMaTOJIOTHYECKOe 3a00seBaHMHE,
BbI3BAHHOE KJIOHAJbHBIMHU IUIa3MATHUYECKUMU KJIETKAMHU, NPOAYLUPYIOLUIUMH JIETKHE LEenu
UMMYHOTJIOOYJIMHOB, KOTOpPBbIE MOTYT HENPaBHJIBHO CBEPTBHIBATHCS U BHOCHTH CBOW BKJIAJ B
3a0oneBanne. CBEpXMPOAYKLMS HENPABUJIBHO CBEPHYTOH JIErKOH LENu IUIa3MaTUYeCKUMU
KJIETKaMU NPUBOAMT K OTJIOKEHUSIM aHoMasbHOro Oenka AL (amunonaa) B TKaHAX M OpraHax
uHAuBUAYYMOB ¢ AL-amunoupozom. Knunuueckue npusHaku AL-amMuionznosa BKIHOYArOT
COBOKYIHOCTb ~CHMITOMOB U  OHCOYHKLHUIO OPraHOB, KOTOpass MOXET  BKJIIOYATh
(YHKLIMOHAIbHOE HAPYLICHUE CePIEeYHOM, MOUEHHON U IEYEHOYHOH eATEIbHOCTEH, TOPasKeHHe
JKEJyJOYHO-KUIIEYHOTO TPaKTa, HEBPONATUU M MAKPOIVIOCCHI). MeXaHU3MBbl, C IMOMOILIBIO
KOTOPBIX AMUJIOMJIOTE€HHBIE JIETKHE LEeNH HMMYHOIJIOOYJMHOB MPHUBOAAT K IOUCHYHKIUH
OpPraHOB, HENOCTATOYHO XOPOLIO H3YYEHBI, OJHAKO IPEANOJaraercs, 4Tro KakK OTJOKECHMUs
aMIIIoOna, Tak W TpepUOPIIUIAPHBIE arperatbl MOTYT BHOCHUTH BKJIAJ B LIMTOTOKCHYECKHE
s¢dexTer Ha opraHel, HaOmonmaemeie y mnanueHToB ¢ AL-amunounmo3om. AL-ammionnos
SBJIIETCSI  CAMOCTOSITENIbHBIM  3a0oeBaHueM, XOTs AL-aMHION03 MOXKET OJHOBPEMEHHO
BO3HHKATh Y TOATPYNINBI MAIMEHTOB C MHOXECTBEHHOW MwuenoMon (mo 15%) wm
MOHOKJIOHAJIbHOM rammonatueii HemsBectHoro 3nadennst (MGUS; 1o 9%).

AL-amunonnio3 mpeacraBiisieT cobol  penkoe 3a0oieBaHMe, HacTOTa KOTOPOTO
oueHuBaercs B 8 ciaydaeB Ha 1000000 uenosek. Exeronno B CIIHA peructpupyrot ot 1200 1o
3200 noBBIX ciiyyaeB AL-amunounnosa. [Ise Tpetu nmauueHToB ¢ AL-aMHIOMIO30M SBIISIFOTCS
My>KUUHaMH, U MeHee 5% mnanueHToB Mojioke 40 ner. Kak mpuYuHBL, Tak U MPOUCXOXKACHHUE
AL-amuionioza OCTarOTCs IJIOXO u3ydeHHbIMH. Mcxon 3aboneBanust st manueHToB ¢ AL-

AMUWJIONA030M MOXHO IMPEACKAa3aTb Ha OCHOBE CHUCTCMbI OTHCCCHUS K OI[HOﬁ N3 YCTBIPEX



MPOTHOCTUYECKUX cranuii Maiio, onucannoii B Kumar et al, 2012 (Kumar et al., Revised
Prognostic Staging System for Light Chain Amyloidosis Incorporating Cardiac Biomarkers and
Serum Free Light Chain Measurements, J Clin Oncol 30:989-995 2012), npu sToM ucxon st
MaLMEHTOB cO cTaauei IV sABnsieTcs TOBOABHO MIaY€BHbBIM.

CoBpeMeHHOe JieueHHe MalueHTOB ¢ AL-aMMIONI030M HANpaBI€HO HA YMEHBLICHHE
VI YCTPAHEHUE HAPYLIEHHUs] KOCTHOTO MO3ra, T.€. MJIa3MaTHYEeCKUX KJIETOK, KOTOPbIE OTBEYAOT
3a MPOAYKLMIO JIETKMX LeNed, TeM caMblM OrpaHWYMBas WM OCTAHABJIMBAs MPOAYKLIMIO
ammonna. Hanbonee arpeccuBHbIE BAPUAHTBI JICUEHUS BKIIOUAIOT TPAHCIUIAHTALIUEO CTBOJIOBBIX
KJIETOK U XMMHOTEPAIHIO C UCIIOJIb30BAHUEM BBICOKHX /103 JJISl T€X MAaILUEHTOB, KOTOPbIE MOTYT
3TO MEPEHOCHThb. JIpyrue Cxembl JICUSHHs BKJIIOYAOT KOMOMHAIIMH JIEKAPCTBEHHBIX CPENICTB,
YaCcTO HCIMOJIb3YEMBIX AJISI JICUEHHUs] FeMAaTOJOTHMYECKUX 3JI0KAYeCTBEHHBIX HOBOOOpPA30BaHUIA,
TAaKUX Kak MeldanaH, NPEIHU30H, AEKCAMETa30H W WHTHOMTOPBI MPOTEOCOM, TaKHE Kak
Oopre3omMuO, B TONBITKE CHHU3UTh NPOAYKIHUIO JIETKMX Ieneld. B Hacrosimee Bpemsi He
CyLIECTBYeT OnOoOpeHHBbIX Teparmuil mis AlL-aMuiaounos3a, a Takke Tepanuid, HampaBJIEHHBIX
HETIOCPEACTBEHHO Ha IOTEHLUAIbHO TOKCHYHBIE (POPMBI AMHJIOHMIOTEHHBIX O€JKOB. XOTs
HEKOTOpBIE BAPUAHTHI JICUEHUS] MOTYT YJIYUIINTh HEKOTOPBIE M3 TOKa3zaTenel 3a001eBaeMOCTH,
CBsi3aHHOW ¢ AL-aMHUIIOWIO30M, JIMIIb HEMHOTHE M3 HHUX, €CJIM TaKOBbIE HMEHOTCS, Kak
MOKA3aHO, YJY4YINAalT MPOrHo3 y nauueHToB. Kpome toro, manuentsl ¢ AL-aMuionno3om
cranuu IV mo Maiio npencraBnstoT coOoi CyONOMyJSsIMIO MAllMEHTOB C OYEHb BBICOKUM
OpeMeHeM 3a00JIeBA€MOCTH M CMEPTHOCTH, 0e3 Ol0OPEHHOr0 B HACTOSIIIEE BpeMsl JICUCHUs, a
YHCJIEHHOCTb MOMYJIILNK OLleHUBaeTcsl B npuoamsurensbHo 2760 nanuentos B CIIIA u ot 6900
1o 10350 narmentos B CLIIA u EBpocoro3e BMECTe B3SITBIX.

Takum o0Opa3om, CylIecTByeT HEYAOBJIETBOPEHHAass MNOTPEOHOCTP B  Tepamusx,
yJAy4YIIAKOIUX COCTOSHHUE 340POBbA, B TOM 4YHCJI€ CHIDKAKOIIMX pPUCKA CMEPTH WU
MOBBIIIAOIINX Ka4€CTBO )KU3HU NMalMeHTOB ¢ AL-amunonao3om.

CymHocTb H300peTeHust

Hacrosimiee n3o0peTeHne OTHOCHTCS K CIIOCO0aM JIEYeHUS] HEKOTOPBIX MalueHToB ¢ AL-
aMUJIONIO30M.

HN3o0pereHne OTHOCUTCS K croco0am JiedeHust mnanueHta ¢ AL-aMuionmosom,
BKJIFOYAIOLIMM ONpeAesieHre CTaauu o Maiio AL-amunono3a y nampieHTa u/miv npoXoauMoro
3a 6 muHyT paccrosiHusi (6MWD) u ¢pakuun BeiOpoca (EF) y manmenTa, wnm onpeneneHue
craquu o Maiio u EF y manumenra, orOop mamueHTa sl JIeY€HUs aHTUTEJIOM, KOTOPOE
KOHKYPHPYET 3a CBSI3bIBAaHHE C MENTHAOM aMHJIOHIOM A YelloBeKa WJIM MMMYHOTJIOOYJIHHOM,
UMEIOIINM JIETKYIO LIeMb Kamnma win JisiMOna denoseka, ¢ 2A4 (¢ Homepom nocryna B ATCC:
PTA-9662) wmn 7D8 (¢ Homepom poctyma B ATCC: PTA-9468) wiam KOHKypupyeT 3a
CBSI3bIBAHHE C IMMYHOTJIOOYJIMHOM, UMEIOIIUM JIETKYIO Lenb Kamma (k) win jsimMO/a yeioBeka, ¢
11-1F4 (c nHomepom noctyna B ATCC: PTA-105), ecnu y maunenra AL-ammnonno3 craauu IV
no Maiio, 6(MWD >150 merpos u EF >50% Ha ucxoanom yposHe, y nmauueHTa craaus IV mo
Maiio u EF >50% Ha ucxogHoM ypoBHe, WM y nauueHTta craaus IV mo Maito, 6BMWD >150

merpoB 1 EF >50% nHa ucxomHom ypoBHe, u BBeneHue 3(pdexTuBHOI n03bI aHTHTENa. B



HEKOTOPBIX BApHAaHTAX OCyLleCTBiIeHUs y mnauveHnta AL-ammnonnos cramuu IV nmo Maiio.
Hexotopeie u3 Takux mauueHToB co craauedt IV mo Maito pnemonctpupyror EF >50%, a
HEKOTOPbIE U3 TAKUX MAaLIUEHTOB TaKXke 1eMOHCTPUPYIOT OMWD >150 metpos.

N300peTeHne Takxke OTHOCUTCA K crocobaM jedeHus mnauueHta ¢ AL-ammnmonnosom,
BKJIFOYAIOLINM BBeieHHe 3(p(PeKTUBHON 103bI aHTUTENA, KOTOPOE KOHKYPHPYET 32 CBA3BIBAHHUE C
HENTUIOM aMIJIOUIOM A 4ellOBEeKa WJIM MMMYHOIJIOOYJIMHOM, MMEIOIINM JIETKYIO LeNb Karlna
wiu MO na yenoseka, ¢ 2A4 (¢ Homepom nocryna B ATCC: PTA-9662) unu 7D8 (¢ HomMepom
noctyna B ATCC: PTA-9468) wnu KOHKYypUpPyeT 3a CBSI3bIBAHHE C HMMYHOTJIOOYJIHHOM
4eJioBeKa, UMEIOIIUM JIETKYIO Lenb K win jsimona, ¢ 11-1F4 (¢ Homepom noctyma B ATCC:
PTA-105), npuuem y nanuenra (a) AL-amunonnos cranuu IV o Maiio, (b) npoxonumoe 3a 6
MuHyT paccrosiaue (MWD) >150 metpoB u ¢paxuust BeiOpoca (EF) >50%, (c) cragust IV mo
Maiio u EF >50%, wmu (d) cragusa IV mo Maiio u 6MWD >150 merpoB u EF >50%. B
HEKOTOPBIX BapUaHTaxX OCYyIIeCTBIeHHUs nanueHt crtpagaer AL-amunoupozom craauu IV mo
Maiio. B HEKOTOPBIX BapUAHTax OCYLIECTBICHUS NMAaLUEHT qeMoHCcTpupyer 6OMWD >150 metpos
u EF >50%, u HekoTopble M3 Takux NalUeHTOB cTpajgatoT AL-amumnoupozom craauu IV mo
Maiio. B HEKOTOpBIX BapuaHTax OCYILIECTBJIECHMWs y MNAUUEHTOB co craguen IV mo Maiio
EF>50%.

Hzobpetenne oTHOCHUTCS K criocobam nedeHust nanuenTa ¢ AL-amunonnozom craguu IV
no Maiio, BKIIOUArOIUM BBeneHue 3(P(EeKTHUBHONH O3Bl aHTUTENA, KOTOPOE KOHKYPUPYET 3a
CBSI3bIBAHUE C MENTHUIOM aMIJIOHIOM A YeJIOBeKa WM UMMYHOIJIOOYJIMHOM, UMEFOIINM JIETKYIO
LIeTb Karmna Wi Jsmoaa yenoseka, ¢ 2A4 (¢ Homepom noctyna B ATCC: PTA-9662) unu 7D8 (¢
Homepom gpoctynma B ATCC: PTA-9468) wumm KOHKypUpYeT 3a  CBS3BIBAHHE C
UMMYHOIJIOOYJIMHOM, MMEIOIIUM JIETKYIO Lenb Kanmna (k) win jsimMoaa yenoseka, ¢ 11-1F4 (c
HomepoM poctyna B ATCC: PTA-105). B HEKOTOpbIX BapuaHTax OCYLIECTBIECHHs CIIOCOO
CHI)KAET PHCK CMEPTH MalMeHTa. B HEKOTOpBIX BapHaHTAaX OCYLIECTBJIEHUsI CHOCOO CHHIKAET
PHCK CMEPTH MALMEHTA MO JFOOBIM MPUYUHAM. B HEKOTOPBIX BapHaHTaX OCYIIECTBJICHHUS CIIOCO0
JICYSHHsI CHIDKAET PUCK CMEPTHU MALMEHTa OT CEPASUYHOCOCYAUCTHIX 3a00IEBaHHI.

UzobpeTenne oTHOCHTCS K criocobam JieueHust nanuenta ¢ AL-amunonnozom craguu [V
no Maiio, BKJIIOUArOIMM BBeneHHe 3 (deKTUBHON 103kl OupTamMumada. B HEKOTOpBIX BapuaHTax
OCYIIECTBIIEHHUsI CIOCOO CHIDKAET PHCK CMEPTH MalueHta. B  HEKOTOphIX BapUaHTax
OCYIIECTBIIEHHsI CIIOCOO CHMIKAET PHCK CMEPTH MAIMEeHTa 110 JF0ObIM MpUYUHaM. B HEKOTOpBIX
BAPUAHTAX OCYIIECTBJICHUS CMOCOO JIEUEHHMs CHIDKAeT PHCK CMEpPTH TMalueHTa OT
CepAEYHOCOCYIUCTBIX 3a00seBaHuil. B HEKOTOPBIX BapHaHTaX OCYINECTBJICHHUS 103a COCTABIISET
or mnpubmmurensHo 0,5 Mr/kr mo npubmusurenbHo 30 Mr/kr, u Oupramumad BBOZST
BHYTPUBEHHO WJH TIOAKOXKHO C YaCTOTOM OT NPUONU3UTENBHO —€KEHEHENbHOro 0
NPUOU3UTENPHO €KEKBAPTAIbHOTO BBEACHUS. B HEKOTOPBIX BapHaHTax OCYIIECTBICHHUS 1032
COCTaBJISIET NMPUOIM3UTENBHO 24 MI/KT, 1 OupTaMrUMald BBOAST BHYTPUBEHHO KaXKIble 28 MHEH.

B HekOTOpBIX BapHaHTax OCYLIECTBJIECHUS, IPECTABIECHHBIX 371€Ch, AHTUTENO COAEPKUT
BapuabeNbHY0 00JACTh JIETKOW LENH, COAEPIKALIYI0 TPHU ONPEAEISIOIINX KOMIUIEMEHTAPHOCTh

yuactka u3 2A4, 7D8 umu 11-1F4, u BaprabenbHy0 00nacTh TSDKENIOH LIeTH, CONep KAy TpU



OMPENENSAI0IUX KOMIUIEMEHTApHOCTh y4yacTka u3 2A4, 7D8 wnu 11-1F4, coorBercrBeHHo. B
HEKOTOPBIX BapHaHTAaX OCYIIECTBJICHUS AHTHUTENO IPEACTAaBJSET COOOW T'yMaHU3UPOBAHHBIH
BapuaHT 2A4. B HEKOTOpBIX BapHaHTax OCYIIECTBIEHHA AHTHUTEJO IIPEACTAaBIAET COOOM
I'YMaHU3UPOBAHHBIN WM XUMEpHbIH BapuaHT 11-1F4.

B HexOoTOpBIX BapuaHTAax OCYLIECTBJICHUS AHTUTEJIO CBSI3bIBAETCS C TEM K€ SIMUTOIOM,
yro u 2A4, 7D8 umu 11-1F4. B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHMs MAaLUEHTY BBOAST
AHTHUTENIO, KOTOPO€ KOHKYPHUPYET 3a CBA3BIBAHUE C MENTHUAOM AMUJIOMAOM A 4elIOBEKa WU
UMMYHOTJIOOYJTHHOM, UMEIOLUM JIETKYIO LIeNb KaIna Wi JiaMOa denoseka, ¢ 2A4 (¢ HomepoM
noctyna B ATCC: 9662) miu KOHKYpUPYET 3a CBSI3bIBAHHE ¢ UMMYHOTJIOOYJIMHOM, UMEIOIUM
JerKyro 1ensb K win Jsimoaa, ¢ 11-1F4 (¢ Homepom noctyna B ATCC: PTA-105). B HekoTopbIx
BapUaHTaX OCYIIECTBJIEHUSI AHTUTEJIO CBSA3BIBAECTCS C T€M K€ SmHUTornoM, 9yto u 2A4 unu 11-1F4.
B HEKOTOpBIX BapHaHTaX OCYLIECTBJICHUS AHTUTENO MPENCTABJISIET COOOW T'yMaHU3UPOBAHHBIN
BapuaHT 2A4. B HEKOTOpBIX BapHaHTax OCYLIECTBICHHS AHTHUTEJO TPENCTaBIsIET COOOi
IYMaHU3UPOBAHHBIA WM XUMEpHbIN BapuaHT 11-1F4. B HEKOTOpBIX BapHaHTax OCYILECTBIICHUS
AHTUTEJIO NpeCTaBIIsIeT coboit I'YMaHU3UPOBaHHbIN oucnermpuaeckuii Wi
nonucrnenuduueckuii BapuaHT, copepskamuii komonHauuu 11-1F4, 2A4 w/unu 7D8.

B HekoTOpbIX BapHaHTax OCYLIECTBJIEHUS, IPECTABIEHHbIX 3/1€Ch, AaHTUTENO COAEPKUT
BapuabeNbHY0 00JACTh JIETKOW LENH, COAEPIKAIIYI0 TPH ONPEAEISFOIINX KOMIUIEMEHTAPHOCTh
yuactka, npenacrtasieHHbIx kak SEQ ID NO:3, 4 u 5 wiu SEQ ID NO:16, 17 u 18, u
BapHuabeNbHYI0 00JIACTh TSKENOH e , CONeP KAy TP ONPEAEISIOIINX KOMIUIEMEHTAPHOCTb
yuacTtka, npeacrasieHHbix kak SEQ ID NO:6, 7 u 8 unu SEQ ID NO:19, 20 u 21. B HekoTOpBIX
BApUAHTAaX OCYLIECTBJIEHUs BapualOenbHas OONacTh JIETKOM LENH AaHTUTeNa BKIIOYAeT
AMUHOKHUCJIOTHYIO IIOCJIENOBATENbHOCTb, MNpeacTaBiaeHHyo kak SEQ ID NO:1 wmm 14. B
HEKOTOPbIX BApUAHTAaX OCYLIECTBIEHHs BapualbenbHas oOJacTh TOHKENOHW ILIeNU AaHTHUTEeNa
BKJIFOUAeT aMMHOKUCJIOTHYIO TIOCJIE0BATENbHOCTD, npeacTaBieHHyo kak SEQ ID NO:2 umm 15.
B HekoTOpBIX BapHaHTax OCYLIECTBJICHMs BapuadelbHash OONACTh JIETKOH LEMU BKJIIOYAET
AMUHOKHCIIOTHYIO TIOCJIeIOBATEIbHOCTD, mpeacTaBieHHyro kak SEQ ID NO:1 wmm 14, a
BapuabenbHast O0NACTh TSDKENOW LeNH BKJIIOYAET AMHUHOKHCIOTHYEO ITOCJIEIOBATEIbHOCTD,
npencrtasieHnyro kak SEQ ID NO:2 unu 15. B HekoTOpbhIX BapHaHTax OCYIECTBIEHUS,
NPECTaBICHHbIX 3/1€Ch, AHTUTEJIO CONEPKUT JIETKYIO LeMb, BKJIOYAIOIIYI0 aMHUHOKHCIOTHYIO
MOCJIEIOBATENbHOCTD, TpeacTapieHHy0 kak SEQ ID NO:10, u Tsokenyro Lemnb, BKIIFOYAROIIYIO
AMUHOKHCIIOTHYIO TOCJIEIOBATENbHOCTD, npeacTaBiaeHHyo kak SEQ ID NO:11, 12 unu 13. B
HEKOTOPBIX BapHUaHTaX OCYLIECTBICHUU AHTUTENO COAEPKUT JIETKYIO LeNb, BKIHOYAIOIIYIO
AMUHOKHUCJIOTHYIO MOCJ€A0BaTeNbHOCTD, npeactasieHHyo kak SEQ ID NO:10, u Tspxenyro
LleNb, BKJIIOYAIOLIY0 aMHHOKUCJIOTHYIO MMOCIEA0BAaTEIbHOCTD, MpencTasieHHyro kak SEQ ID
NO:12. B HEKOTOpBIX BapHAHTAX OCYIIECTBIICHHS aHTUTEJIO NPEACTABIISIET COOO0M OupTamMumad.

B HexoTOpBIX BapuaHTax OCYLIECTBJIEHUS, MPENCTABICHHbIX 371€Ch, NAL[UEHTy BIIEPBBIE
nocrasjieH AuarHo3 AL-aMuiouzo3, W €ro He JIEUWIM OT Hero. B HEKOTOpbIX BapHaHTax
OCYIIECTBJIEHUs] TMAaLMEHT paHee TNoJgy4dal WM OJHOBPEMEHHO TMOJy4YaeT JIeUeHue C

UCTIOJIB30BaHuEM MedaniaHa, PEeIHU30HA, JeKcaMmera3oHa, Oopresomula, mukiodochamuna,



JIEHAIUIOMUA, JOKCOpyOHUIINHA, JOKCULIMKJIMHA, naparymymaoa, ayTOJIOTUYHON
TPAHCIUTAHTAIUM WM UX KOMOWHAnmMU. B HEKOTOpBIX MeTomax MalMeHT paHee MOJydal N
OJTHOBPEMEHHO IIOJIy4yaeT JieueHue TryMaHu3upoBaHHelM 2A4, 7D8 wumu 11-1F4 nepen
MOJIyYeHUEM IIAa3MOLIUTAPHON Tepanum.

H3o0peTeHne OTHOCHUTCS K Crioco0aM, BKIIFOYAIOIIMM BBEIEHHE MAlMeHTy co cranuei [V
no Maiio 3¢ ¢eKTHBHONW A03bI AHTHTENA, KOTOPOE KOHKYPHPYET 3a CBS3bIBAHHME C MENTUAOM
AMMJIOUJIOM YeJIOBEKA MJIM MMMYHOIJIOOYJIMHOM, UMEIOLINM JIETKYIO IIeNb Karma Wid JsMOna
yenoBeka, ¢ 2A4 (¢ Homepom nocryna B ATCC: 9662) unu 7D8 (¢ Homepom nocrymna B ATCC:
PTA-9468) mwiu KOHKYpHUPYET 3a CBSI3bIBAHUE C MMMYHOTJIOOYJIMHOM, UMEIOIIUM JIETKYIO LEeMb
karma, ¢ 11-1F4 (¢ nomepom noctyna B ATCC: PTA-105), Tem cambIM CHIKasi OTHOCHUTENIbHBIN
PHICK CMEPTH MaLMEHTa Ha 10 MEHbIIeH Mepe NPUOIU3UTENbHO 35%.

UzobpeTenne oOTHOCUTCS K crmocobaMm JjieueHust mnanueHta ¢ AL-ammimonnosom,
BKJIFOYAIOLIUM OIpENENIeHHe TOro, 4TO y INALHUEHTa MPOXOAMMOE 3a 6 MHUHYT pPAacCTOsIHUE
(6MWD) >150 merpos, a ¢pakuus Beiopoca (EF) >50%, orbop maumeHTa Ijisi JIeYSHUs
AHTUTEJIOM, KOTOpOE€ KOHKYPHUPYET 3a CBA3bIBaHME C MENTHUIOM aMUJIOUJIOM A dYeloBeKa WU
UMMYHOTJIOOYJIMHOM, UMEIOIINM JIETKYIO LIeTb Kalla WM JsIMOAa 4eioBeKa, ¢ aHTuTesioM 2A4
(c Homepom noctyna B ATCC: PTA-9662) umu 7D8 (¢ Homepom noctyna B ATCC PTA-9468)
WUIM KOHKYPHUPYET 3a CBS3bIBAHHE C MMMYHOTJIOOYJIMHOM, MMEIOIINM JIETKYIO LeTb Kamma, ¢ 11-
1F4 (c Homepom noctyna B ATCC: PTA-105), u BBeneHue 3h(peKTUBHON O3Bl AaHTUTENA.

N3o0pereHne Tak:ke OTHOCUTCS K Criocobam JjeueHus: mauueHta ¢ AL-amumionmosom,
KOTOPBII IEMOHCTPUPYET MpoxoauMoe 3a 6 MuHYT paccrosiHue (OMWD), npesblmaromee miu
paBHoe 150 meTpoB, u ppakuuto BeiOpoca (EF), mpesbimarommyto 50%, BKIFOYAIOLIIM BBEICHNE
nanueHTy 3QQeKTUBHON M03blI aHTUTENA, KOTOPOEe KOHKYPUPYET 3a CBS3bIBAHUE C IENTHIOM
AMMJIONJIOM A YeJIOBeKa WJIM UMMYHOIJIOOYJMHOM, UMEIOIIIM JIETKYIO Leb Kamma Wix JsiMOonia
yenoBeka, ¢ antutenoM 2A4 (¢ Homepom noctyna B ATCC: PTA-9662) uinu 7D8 (¢ Homepom
noctyna B ATCC: PTA-9468) wiu KOHKypHPYeT 3a CBSI3bIBAHHE C HMMYHOIJIOOYJHHOM,
UMEOIUM JIeTKYIO 1enb K, ¢ 11-1F4 (¢ Homepom noctyna 8 ATCC: PTA-105).

Uzo0peTeHne Takke OTHOCHUTCA K CHoco0aM yBEIMYEHHE MPOXOJUMOro 3a 6 MHHYT
paccrosiHust (6OMWD) y manuenta ¢ AL-aMUIOMI030M, BKJIFOYAIOINMM BBENEHUE MAILUEHTY
3¢ eKTUBHON HO3bI AHTUTENA, KOTOPOE KOHKYPUPYET 3a CBSA3BIBAHUE C MENTHIOM aMHJIOUIOM A
YeJIOBEKA I MUMMYHOTJIOOYJIMHOM, MMEIOIINM JIETKYIO LeTb Karma MK JSIMOJa 4YeoBeka, C
aaturenioM 2A4 (¢ momepom noctyna B ATCC: PTA-9662) mnu 7D8 (¢ HOMEpoM nocTyma B
ATCC: PTA-9468) unm KOHKYpHUPYET 32 CBA3BIBAHHE C HMMYHOIJIOOYJIMHOM, HMEIOIINM
aerkyro nenb kamma, ¢ 11-1F4 (¢ HOomMepom moctyma B ATCC: PTA-105). B HekoTopbIx
BapUaHTaxX OCYINECTBJICHUs mNanueHT crpagaer AL-amunounnosom craguu IV mo Maiio. B
HEKOTOPBIX BapHaHTax ocyluecTsieHus y mnamueHta EF >50%. B HekoTopeIx BapuaHTax
OCYLIECTBJIEHUS y ManueHToB co crtaaueit IV nmo Maiio EF >50%.

N300peTenne Takke OTHOCUTCS K CIIOcOoO0aM CHHUKEHHUS pHCKa CMEPTH y manueHTa ¢ AL-
aMWJIOUAO30M Ha 1O MeHbluell Mepe 45% Mo CpaBHEHUIO C KOHTPOJIBHBIMH YCJIOBHSIMU

(OTHOCUTENBPHOIO PHCKA), BKJIIOYAIOIIUM BBeIEHHE NalueHTy 5((eKTUBHON MO3bI aHTUTEINA,



KOTOpO€ KOHKYPHPYET 3a CBsA3bIBAHME C TMENTUAOM aMUJIOUAOM A uejoBeka WU
UMMYHOTJIOOYJIMHOM, UMEIOIINM JIETKYIO LIeTb Karma Win JsMOa 4esoBeKa, ¢ aHTUTENoM 2A4
(c Homepom noctyna B ATCC: PTA-9662) unu 7D8 (c Homepom noctyna B ATCC: PTA-9468)
WM KOHKYPHUPYET 3a CBSI3bIBAHME C MMMYHOIJIOOYJIMHOM, MMEIOLIUM JIETKYIO Lernb Kamnma, ¢ 11-
1F4 (¢ nomepom pocryna B ATCC: PTA-105), mpuuem namueHT crpagaer AL-aMuionnio3oMm
cranuu IV mo Maiio w/mnm neMoHCTpUpyeT mpoxoaumoe 3a 6 MHUHYT paccrosiaue (6MWD),
npesblaroiee win pasHoe 150 merpos, u ¢gpakumo Beidpoca (EF), npespimaromyro 50%, nmm
y Hero AL-amunouno3 craauu IV mo Maito u EF >50%. B HekoTopeIX BapuaHTax
OCYILECTBIIEHHsI CIIOCOO CHIIKAET PUCK CMEPTH MAILEeHTa IO JII0ObIM MpUYHHAM. B HEKOTOpbIX
BAPHUAHTAX OCYLIECTBJIEHHUs] PUCK CMEPTH MO JIFOOBIM MPUYMHAM CHIJKAETCS HA MO MEHBIIEH
Mepe npubmu3uTenbHo 48,9% Mo CpaBHEHMIO ¢ KOHTPOJIbHBIMH YCJIOBUSIMH. B HEKOTOPBIX
BAPHUAHTAX OCYILIECTBJICHHUs] PUCK CMEPTH MO JIOOBIM MPUYMHAM CHIJKAETCS HA MO MEHBIIEH
mepe npubnusutenbHo 50% MO CPaBHEHUIO C KOHTPOJBHBIMHU YCIOBHSMHU. B HEKOTOPBIX
BAPHUAHTAX OCYILIECTBJIEHHUS] PUCK CMEPTH MO JIOOBIM NMPUYMHAM CHIDKAETCS HAa TO MEHBIIEH
mepe npudbnusutenbHo 50,2% Mo CpaBHEHMIO C KOHTPOJIBHBIMH YCJIOBUSIMH. B HEKOTOPBIX
BAPHUAHTAX OCYLIECTBJIEHUs] PUCK CMEPTH MO JIOOBIM MPUYMHAM CHIDKAETCS HA MO MEHBIIEH
mepe npubnusuTenbHOo 60% MO CPaBHEHUIO C KOHTPOJBHBIMU YCIOBHUSMH. B HEKOTOPBIX
BAPUAHTAX OCYLIECTBJIEHUS] PUCK CMEPTH MO JIOOBIM NPUYMHAM CHIDKAETCS HAa MO MEHbIIeH
mepe npubnusutenbHo 70% MO CPaBHEHUIO C KOHTPOJBHBIMHU YCIOBHAMH. B HEKOTOpPBIX
BApPUAHTAX OCYLIECTBJIEHHUs] PUCK CMEPTH MO JIOOBIM NPUYMHAM CHMIJKAETCS HAa MO MEHbIIeH
Mepe npubnusuTenbHO 75% MO CPaBHEHUIO C KOHTPOJBHBIMU YCIOBUAMH. B HEKOTOpBIX
BApPUAHTAX OCYLIECTBJIEHUS] PUCK CMEPTH MO JIOOBIM NPUYMHAM CHMKAETCS HA MO MEHbIleH
Mepe npuOmu3uTeabHO 79,9% 1O CPaBHEHHIO C KOHTPOJIBHBIMH YCIOBUSIMH. B HEKOTOpPBIX
BapUAHTAX OCYLIECTBJIEHHS PHCK CMEPTH IO JIOObIM NMPUYMHAM CHIDKAETCS Ha MO0 MEHbIIEeH
mepe 81,5% 1o cpaBHEHHIO C KOHTPOJBHBIMU YCJIOBUSAMU. B HEKOTOpBIX BapuaHTax
OCYIIECTBJIEHHUs] CMOCOO CHMXKAET PHCK CMEPTH MalUeHTa OT CepAeYHOCOCYIUCTBIX
3aboneBaHmil. B HEKOTOPBIX BapUAHTAX OCYIIECTBJIEHUS PUCK CMEPTH OT CEPAEYHOCOCYIUCTHIX
3a00NeBaHM CHIKAETCS HA TO MEHbLIeH Mepe mnpubausuTenbHo 62,2% MO CpaBHEHUIO C
KOHTPOJIbHBIMU YCIIOBUSIMH. B HEKOTOpBIX BapHaHTax OCYILIECTBJIEHUS PUCK CMEPTU OT
CepAEYHOCOCYIUCTBIX 3a00JI€BaHUI CHU)KAETCS Ha TI0 MEHbIIEeH Mepe npubau3uTenpsHo 75% mo
CPaBHEHHUIO C KOHTPOJIbHBIMH YCIOBUSMU.

B HexkoTOphIX BapuaHTax OCYIIECTBIEHHs, IPENCTaBIEHHbIX 3/1€Cb, IALUEHT
JEMOHCTPUPYET yJydlleHue oueHkn Qusndyeckux kommoHeHToB (PCS), ompenensemoii ¢
MOMOIIBIO KPaTKOro obcnenoBanus B BUae aHKeThl u3 36 myHKTOB (SF-36) nnm nmo ankere SF-
36v2, mocie Je4eHusi aHTUTENOM. B HEKOTOPBIX BapHaHTax OCYIUECTBJICHUS 4e€pe3 HEBATb
MecsLeB JeueHns n3meHeHue oueHku PCS, onpenensiemoit ¢ momoripio SF-36 win mo SF-36v2,
y manyeHTa OoJbie Ha 10 MeHbIIeH Mepe 5 6ajuIoB, 4eM y APYroro nanueHTa B TOT K€ MOMEHT
BPEMEHH, KOTOPOMY aHTUTEJIO HE BBOAMIIU.

B HexoTOpBIX BapHaHTax OCYLIECTBJIECHHUS, IPEACTABICHHBIX 3/1€Ch, 3(Q(HEKTUBHYIO 03y

AHTUTECJIa BBOOAT U3 (bapMaI_IeBTI/ILIeCKOFO COCTaBa, COACPKAIECTO AaHTUTCIIO B KOHLUCHTPALUU B



auamasoHe oOT npubnusutenpHo | mr/min mo npubmmsurensHo 100 mMr/mi. B HEKOTOpBIX
BapPUAHTaX OCYINECTBJIEHU, MPEACTABICHHBIX 371eCh, 3((EKTUBHYIO 103y aHTUTENA BBOIAT U3
(bapMaleBTHUECKOTO COCTaBa, COAEpIKAllero TUCTHAWHOBBIM Oydep B KOHIEHTpauuud B
auanasoHe oT npuoamsurenbHo 20 MM o npubnusurensHo 30 MM, Tperanosy B KOHLIEHTPAaLUU
B nuana3oHe or npubiamsurensHo 210 MM no mpubnmsurensHo 250 MM u nosmmcopOar 20 B
KOHLIEHTpaluk B Auana3oHe oT mpubmausutenbHo 0,005% npo mpubmusurtensHo 0,05% (B
BECOBOM OTHOIIEHMH), W coctaB umeer pH B nuamasone or mnpuOnusurenbHo 6 10O
npubMu3uTeNbHO 7. B HEKOTOpBIX BapUAaHTaX OCYIIECTBJICHHS J103a COCTaBJSIET OT
npubnusuTensHo 0,5 Mr/kr 1o mpudau3uTenbHo 30 MI/KT, B @aHTUTENO BBOAST BHYTPUBEHHO MJIH
NOJKOKHO € YaCTOTOW OT MNPHUOJHM3UTEIBHO  €KEHENEeNbHOTO 10 MNPUOIH3UTETBHO
€XEeKBapTaJbHOIO BBEAEHUS. B HEKOTOPBIX BapHaHTaX OCYILIECTBJICHUs aHTUTEJIO MPUCYTCTBYET
B KOHILIEHTPALUH, COCTaBJsiromedl npubmusutensHo S50 mr/mia. B HEKOTOphIX BapuaHTax
OCYILECTBIIEHHSI, MPENICTABICHHBIX 371eCh, (PapMALIEBTUYECKUN COCTAB COAEPIKUT TMCTUAMHOBBIN
Oydep B KOHIEHTPALIMHU, COCTABJISIIONIEN MPUOIU3UTENHLHO 25 MM, Tperaio3dy B KOHIEHTPAIUH,
coctaBysironiet npubdmmsurensao 230 MM, monmcopbar 20 B KOHLIEHTPALMH, COCTABIIIOLIEH
npubnusutensHo 0,2 1/, a pH paBeH npuOIM3UTENBHO 6,5.

B HekoTOpBIX BapuaHTax OCYIIECTBJICHMs], TPEACTABIEHHBIX 37€Chb JA03yY BBOAST
NOJKOKHO 0e3 pasBeneHHst U3 (PIIakOHA, COAEPIKAIIEro COCTaB. B HEKOTOPBHIX BapUaHTax
OCYIIECTBJIEHUs] 703y BBOAAT BHYTPUBEHHO IIOCJAE€ ME€pPeHOCa KOJMYeCTBA COCTaBa,
HEOOXOIMMOro AJIsi ONpENeNeHHON A03bl, U3 (pJIaKOHA B COAEPIKAIIMH JKUIKOCTh MEMIOK MJIS
BHYTPUBEHHOTI'O BBEICHMSI.

B HexkoTOpbIX BapuaHTaxX OCYLIECTBJICHMs, MpPENCTABICHHBIX 37€Chb, 03a COCTaBISIET
NpUONU3UTENBHO 24 MI/KT, U QHTHUTEJO BBOAAT BHYTPHBEHHO Kaxble 28 nHeil. B HekoTOpbIX
BApPUAHTaX OCYLIECTBJICHUs, NMPENCTABIECHHBIX 3[€Ch, aHTUTENO BBOAAT BHyTpHuBeHHO (IV) B
no3e=24 mr/kr (no3a He NoJoKHA mpeBblmath 2500 Mr) onuH pa3 kaxsele 28 nHeil (£ 5 gHeil). B
HEKOTOPBIX BapUAHTAaX OCYIIECTBJIEHUS MPOJOJIKUTEIBbHOCTD JIEUEHUSI COCTABIISET M0 MEHbIIEH
Mepe 9 MecsueB. B HEKOTOpBIX BapuUaHTaxX OCYIIECTBJIEHUS NPOAOKUTENBHOCTD JIEUSHMUS
COCTaBJISIET MO MeHbllel Mepe 12 wmecsaueB. B HEKOTOPBIX BapHaHTax OCYIIECTBIICHUS
NPOOJLKUTEIBHOCTD SIBISIETCS 3PPEKTUBHON I JOCTH)KEHUS WJIH MOAEPKAHUS MOBBIIIEHHS
PCS, omnpenensiemoii ¢ momompro SF-36, Ha MO MeHbLIeH Mepe NMPHUOIM3UTENBHO 3 Oajuia 1mo
CPaBHEHMIO C UCXOHBIM YPOBHEM.

B HexkoTOpbIX BapuaHTax OCYILECTBIEHUs, TPEACTABIEHHBIX 37€Cb, AHTUTENO
npencrasisietr codoit Fab, Fab’, F(ab’),, F(ab)c, Dab, nanoreno unu Fv.

H3o0peTeHne Takke OTHOCHTCS K aHTUTENy, KOTOPO€ KOHKYPHPYET 32 CBSI3bIBAHUE C
NEeNTUAOM aMIJIOHJIOM A HeJOBeKa WJIM MMMYHOTJIOOYJIMHOM, MMEIOLINM JIETKYIO LEMb Karla
M 1IMOza yenoseka, ¢ antutesioM 2A4 (c Homepom noctymna B ATCC: PTA-9662) unu 7D8 (¢
Homepom goctyna B ATCC: PTA-9468) wumm  KOHKYpUPYET 3a  CBSI3bIBAHHE C
UMMYHOTJIOOYJIMHOM, UMEIOIINM JIeTKYI0 1ienb Kamma, ¢ 11-1F4 (c nomepom nocryma 8 ATCC:
PTA-105), nnsa npumeHeHus B criocobe neueHus nanuenta ¢ AL-amunonnoszom craauu IV mo

Maiio, nmanueHTa, KOTOPbIM Ha MCXOAHOM YPOBHE AEMOHCTPUPYET IMPOXOAUMOE 32 6 MUHYT



paccrosinue (6MWD), mpesblmatomiee uiau paBHoi 150 merpos, u ¢paxumo BeiOpoca (EF),
npesbiaroimyo 50%, nauuenra co cragueii IV no Matio, y xotoporo Ha ucxogHom yposHe EF
npesbimaer 50%, win nauuenta co craaueit IV no Matio, y koroporo 6MWD Ha ucxogHom
ypoBHe mnpesblliaeT wiu paBHo 150 merpam, a EF mpesbimaer 50%. B HekOTOpbIX BapuaHTax
OCYLIECTBJICHHSI aHTUTEJIO MPEACTaBiIsAeT COOOI rymMaHn3upoBaHHbIA BapuaHT 2A4. Hekoropeie
TaKWe aHTHUTENA COIepXKaT BapHaleNbHyI0 o00JacTh JIErKOH LenH, COAepXKallyi TpH
OTIpeNeNAIONX KOMIUIEMEHTapHOCTD y4acTKa, npeacrasieHHbx kak SEQ ID NO:3, 4 u 5§ wm
SEQ ID NO:16, 17 u 18, u BapuabenbHyr0 OONACTh TSIKENOW LENH, COAEPXKALIYI TpPHU
OTIPENENSIOIUX KOMITJIEMEHTaAPHOCTh ydacTka, npeacTtaBieHHbx kak SEQ ID NO:6, 7 u 8 wnn
SEQ ID NO:19, 20 u 21. B HekoTOpbIX aHTUTENAaX BapuadenbHas 0O0JACTh JIETKOW LieNd
BKJIFOYAEeT aMHUHOKHUCJIOTHYIO MOCJIEIOBATEIbHOCTD, pencTaBieHnyio kak SEQ ID NO:1 wnu 14.
B HekxoTopbIX aHTHUTENaxX BapuadesbHas 00JacTh TSDKEIOH LENMu BKIIOYAET aMHUHOKHCIIOTHYEO
MOCJIEIOBATENbHOCTD, npeAcTaBieHHy0 kak SEQ ID NO:2 unu 15. B HekoTOphIX aHTHTENAX
BapuabenbHast 00JAcTh JIETKOW LENH BKJIIOYAET AMHHOKHCIIOTHYIO TIOCIIEIOBATENbHOCTD,
npencrasiennyro kak SEQ ID NO:1 wiu 14, a BapuabenbHast 00JIaCTh TSKENIONW EeNH BKIFYaeT
AMUHOKHCIIOTHYIO MOCIEAOBATENbHOCTD, TIpencTasieHnyto kak SEQ ID NO:2 unu 15.

Hekotopeie aHTHTENna mO H300pPETEHUIO COCTaBJIEHBI B (DapMaLeBTHUECKUH COCTaB,
COIEp KALINI AaHTUTENO B KOHIEHTPALMU B JHUANa30He OT MNPHOIM3WTENbHO | Mr/mi 1o
npubnusutensHo 100 Mr/min, THCTUAMHOBBIA Oydep B KOHLEHTpaUWHd B JAHANAa30HE OT
npudmmsuTensHo 20 MM 1o npubnmsurensHo 30 MM, Tperaio3y B KOHIEHTpALUs B JUAMIA30HE
ot npubnusutenpsHo 210 MM no npubnusurensHo 250 MM, nomucop6ar 20 B KOHIIEHTPALUH B
nauanaszoHe ot npuomusurensbHo 0,005% no npubnusurensHo 0,05% (B BECOBOM OTHOIIEHUH), U
¢dapmaueBTHUeCkull cOCTaB Xapakrepusyercss pH B puanasoHe or mnpubmusurensHo 6 10
npuOIU3UTENBHO 7.

Hexoropsle mMpUMeHEHHs aHTUTENA BKJIIOYAIOT 03y OT mpudnmusurtensHo 0,5 Mr/kr mo
npubIu3nuTeNbHO 30 MI/KT, MPUYEM aHTHTEIO BBOAST BHYTPUBEHHO WJIM MOAKOXKHO C YaCTOTOM
OT TPUONM3UTEIBHO EXKEHEACIbHOrO 10 NPUOJU3UTENIbHO €KEKBApTaJbHOTO BBeICHUs. B
clly4ae HEKOTOPBbIX MPUMEHEHHIl aHTUTENO MPUCYTCTBYET B KOHLEHTPALMH, COCTAaBJISIOINEN
npubnusutensHo 50 Mr/mul, THUCTUAMHOBBIA Oydep NPUCYTCTBYET B KOHLEHTPALUH,
COCTaBJSIFOLIeH mpuOIu3uTeNnpHO 25 MM, Tperano3a NPUCYTCTBYET B KOHLEHTPALUH,
cocTaBysirolet mpuOmusurensHo 230 MM, mommcopbatr 20 MPUCYTCTBYET B KOHLEHTPALHH,
cocTasisroieit npudnusurtensHo 0,2 1/71, a pH paBen npubnmsurensHO 6,5.

HzobpeTeHne Takke OTHOCHUTCS K crocodaM HAEHTH(PHMKALWK TalUeHTa, KOTOPBIM,
BEPOATHO, IMOJYYUT MOJb3Y JIsl 340POBbsl OT JIEUEHHUs AHTUTENOM, KOTOpO€ KOHKYpUpPYET 3a
CBSI3bIBAHUE C MENTHIOM aMHJIOUAOM A YeJOBEK WJIM MUMMYHOIJIOOYJIMHOM, HMEIOLIUM JIETKYHO
LIeTTb Karma wi Jsimoaa yenoseka, ¢ 2A4 (¢ Homepom nocrymna B ATCC: PTA-9662) unu 7D8 (¢
Homepom goctyna B ATCC: PTA-9468) wumm  KOHKYpUPYET 3a  CBSI3bIBAHHE C
UMMYHOTJIOOYJIMHOM, UMEIOIIMM JIETKyIo 1ienb kamnma, ¢ 11-1F4 (¢ nomepom nocryma B ATCC:
PTA-105), Bkmouaroume ompeneneHue (a) Toro, crpamaer jgu nanueHT AL-ammnmongo3om

cranuu I, craguu 11, craguu I unn cranum IV nmo Maiio, (b) mpoxonumMoro manueHTom 3a 6



MuHyT paccrosaus (OMWD) w/mmm (¢) ¢pakuuu BeiOpoca (EF) y manmenta m orGop nans
neuenns nanuenta ¢ (1) AL-amunonnosom craguu IV, (i1) mauuenra ¢ 6MWD >150 metpoB u
EF >50%, (iii) AL-amunouno3zom craguu IV u 6MWD >150 merpos u EF >50%, wnu (1v) AL-
amunonnoszoM craguu IV u EF >50%. B HeKOTOpBIX BapuaHTax OCYLIECTBJIEHHUsS OTOOpPaHHBIN
nauueHt crpagaer AL-amumnonpozom craguu IV no Maiio. B HekoTOpeIX BapHaHTax
OCYLIECTBJIEHHsT OTOOpaHHbIM MHaLueHT aeMoHcTpupyer 6MWD >150 merpoB u (paxumro
BbIOpOCca >50%. B HEKOTOPBIX BapHAHTAX OCYIIECTBJIEHHsSI OTOOPAHHBIN MalMeHT crpagaer AL-
amuyionno3oM craauu IV o Matio, nemorctpupyer 6MWD >150 mMeTpoB u ¢pakiuio BeIOpoca
>50%. HekoTopsie crmocoObl BKIIOYAKOT, KPOME TOTO, BHYTPUBEHHOE BBEICHUE MALIMEHTY O3Bl B
IManasoHe OT mpubaEsuTenbHO 0,5 Mr/M® 10 mpubmEsHTensHO 500 Mr/MT XHMEPHOTO MM
r'yMaHU3UpPOBaHHOTO BapuaHTa 11-1F4 unn 1o3el B tuana3one ot npuOaM3uTenbHo 0,5 MI/KT 10
npubIu3NTENBEHO 30 MI/KT T'YMaHU3UPOBAHHOTO BapuaHTa 2A4.

KpaTtkoe onucanue yeprexei

Ha ¢ur. 1A-1B moka3zaHa mepBHUYHAs KOHEYHAs TOYKA HAa MPOTSDKEHUH 12 MecseB
(cmepTHOCTD TO JEOOBIM TpUYMHAM (00Iasi CMEPTHOCTh) WJIM TOCHHUTAJHM3AIMS IO TOBOIY
3aboseBannii cepaua Ha >91 nenHp) y manueHToB ¢ AL-aMuiIiona030M, MOABEPTHYTHIX JICUSHUIO
NEODOO1, B cpaBHenne ¢ muanedo y manueHTtoB co craguei I-1II mo Maiio (pur. 1A) u y
nanueHToB co craaueit [V mo Maiio (¢ur. 1B), cooTBeTCTBEHHO.

Ha ¢ur. 2A-2B nokazaHa CMEPTHOCTb MO JIOObIM NpHYuHAM (00Imasi CMEPTHOCTB) Y
nanueHTos ¢ AL-amunonnosom, noaseprayThix JeueHuro NEODOO1, B cpaBHeHue ¢ muianedo y
nanueHTos co craaueit [-1II mo Maiio (pur. 2A) u y nauueHToB co craaueii IV mo Maiio (¢ur.
2B), COOTBETCTBEHHO.

Ha ¢wur. 3A-3B mnokazaHa CMEpPTHOCTb OT CEpAEYHOCOCYAMCTBIX 3a00NeBaHUIl Ha
npoTspkeHUH 12 MecsneB y mnanueHToB ¢ AL-amMuiongo3oM, MOABEPTHYTHIX —JIEUEHHIO
NEODOO1, B cpaBHenue ¢ muarebo y mamueHToB co craguei [-III mo Maiio (pur. 3A) u y
nanueHToB co craauei IV mo Maiio (pur. 3B), cooTBETCTBEHHO.

Ha ¢ur. 4A-4B mnokazaHa CMEpPTHOCTb MO JIOObIM MpuuuHaM (00Inas CMEPTHOCTB) Y
nauueHTtoB ¢ AL-amunonnozom ¢ 6MWD >150 merpoB u EF >50% nHa ucxomHom ypoBHe,
noasepruHyThix JiedeHnto NEODOO1, B cpaBHeHme ¢ 1uane®o Al MAlHEHTOB CO BCEMH
cragusimu o Maiio (¢pur. 4A) u mnanumentoB co cragueirr IV mo Maiio (pur. 4B),
COOTBETCTBEHHO.

Ha ¢ur. 5 nokasana oueHka ¢ mnomoupto Merona Kammana-Meliepa nepBUYHOIM
KOMITO3UTHOH KOHEYHOH TOUKH - BpeMeHu 10 ACM (cmeptr no mobsmM npuunHaM) wiu CH.

Ha ¢ur. 6 nmokazana onenka ¢ momoineio Metona Kamnana-Meitepa ACM (cmeptu 1o
mo0bM nprunHaM) Ha cragun [V (mITT).

Ha ¢ur. 7 nmokazaHo M3MeHEHHE 10 CPABHEHMIO C HMCXOAHBIM ypoBHEM OIeHOK PCS,
ornpenenseMblx ¢ momoureio SF-36, nist cyowsexToB co craaueii [V o Maiio (mITT). *P <0,05 u
**P <0,005 ¢ wucnonp3oBaHueM kpurepust CTbIOIEHTa, CPAaBHUBAIOIIEIO W3MEHEHHE IO
CPAaBHEHHIO C UCXOAHBIM YPOBHEM MEXIy I'PYIIAaMH JIedeHUs. «YCbl» = CTaHAApTHas OmuOkKa

cpenrero (SEM). mITT, moauduuupoBaHHas NOMYJALUS C «HAMEPEHHUEM JeuuTbes»; SE,
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crangaptHas omubka, PCS SF-36, cymma ¢u3uueckux KOMIIOHEHTOB, ONPEAESIEMbIX C
NOMOLIbI0 aHkeTupoBaHus no Short Form-36; SOC, crangapT MeAUIIMHCKON TOMOLIH.

OIIMCAHHUE

PackpreiTie oTHOCUTCSA K criocobaM JieueHHst HEKOTOPBIX NMalueHToB ¢ AL-amunonnosom,
a UMeHHO nauueHTtoB ¢ AL-amunonnosom craguu IV nmo Maiio, naiueHToB ¢ IpOXOAUMBIM 32
IIeCTb MHUHYT paccrossHueM (6MWD; wuHOrma ero HasbIBalOT pPAacCTOSIHUEM B TeCTe C
IIECTUMHUHYTHOH X0oap0oi (6MWT)) Ha MCXOAHOM YypOBHE, NPEBBIIAIOINM WIN paBHbIM 150
meTpoB, U ppakuueit BeiOpoca (EF), npesbimatomeii 50%, nauuento co cranueii IV no Maiio ¢
EF Ha ucxonHoMm ypoBHe, npesbiinarorieii 50%, u nanueHtos co cranueit IV no Maiio c 6MWD
UCXOHOM YypOBHE, NPEBBbINAIOIMUM WM paBHbIM 150 merpos, u ¢paxauern BbiOpoca (EF)
UCXOOHOM ypoBHe, mpesblmaroieii 50%. CrnocoObl BKIIIOYAIOT BBEIACHHE TAKUM Mal[UEHTaM
aHTHUTeNa, KOTOPOe KOHKYPHUPYET 3a CBsI3bIBAHUE C MENTUIOM aMUJIOWAOM A dYeloBeka HIU
UMMYHOTJIOOYJIMHOM, UMEFOIINM JIETKYIO LIeTb Karla WK JsIMOaa 4eJloBeKa, ¢ aHTUTeNIoM 2A4
(c HOMepom noctyna B ATCC: PTA-9662) unu aatutenom 7D8 (¢ Homepom noctyna B ATCC:
PTA-9468) wnu KOTOpoe KOHKYPUPYeT 3a CBs3bIBAHHE C JIETKOH LEMbIO  Kamma
umMmyHornoOynuHa ¢ anturenoMm 11-1F4 (¢ Homepom noctyma B ATCC: PTA-150). B
HEKOTOPBIX BAPUAHTAX OCYINECTBJICHUS aHTUTEJIO MPEACTABISIET co00M OnpTammumad.

I. Onpenenenus

TepMuH «aHTHTENO» BKIIOYAET WHTAKTHBIE AHTUTENAa M HX AHTUTCHCBS3bIBAIOIIUE
¢parmentsl. Kak mnpaBmino, ¢parMeHTs, WMMYHOTJIOOYJINHOM, KOHKYPUPYIOT C HMHTaKTHBIM
AHTUTEJIOM, U3 KOTOPOro OHM ObUIM TOJIy4YeHBI, 3a Crel(puyeckoe CBsI3bIBAHUE C MHIIEHBIO.
®parmMeHTB! MOTYT OBITH MoNy4deHbl MeTopamu pexomOuHantHoM JIHK nnu pepmenTtaTHBHBIM
WIN XUMUYECKUM pa3JeIeHHeM HHTAKTHBIX MMMYHOIJIOOYJIMHOB. T€pMUH «aHTHTENO» TaKxke
BKJIIOUYaeT Oucrnenuduyeckoe WM MOJUCIIEM(PUUECKOe aHTHTENO W/WIN T'YMaHU3UPOBAHHOE
antuteno. bucnenugpuueckoe, OHPYHKIMOHATBHOE WM MHOTO(QYHKIHOHAIBHOE AHTUTEINO
npeAcTaBisier co0OM HMCKYCCTBEHHOE THOpPHIHOE aHTHTENO, HUMEIoLlee JBe WIM Oolee
PA3IMYHBIX TAP TSDKEJBIX/JIETKUX LeTel 1 1Ba WK OoJiee pa3HbIX CaiiTa CBS3bIBAHUS (CMOTpPHTE,
Hanpumep, Songsivilai and Lachmann, Clin. Exp. Immunol., 79:315-321 (1990); Kostelny et al.,
J. Immunol., 148:1547-53 (1992)).

TepMHuH «LEH3YpUPOBAaHHE» OTHOCUTCA K CHUTYALlMH, KOTJAa BEJIMYMHA U3MEPEHUs WU
HaOJFOIEHUsT M3BECTHA JIMIIb OTYACTH. Hampumep, ecnu HCCIeNOBaHWE TNPOBOAMTCS IS
OTIpENeNIeHUs] BIMSHUS JICKAPCTBEHHOTO CPENCTBA HA YPOBEHb CMEPTHOCTH, BBDKHMBaHUE OyneT
IpeaIoNaraTbCs B TEUEHUE MEepUoJa HCCIENOBAaHUS B OTCYTCTBHUE AAHHBIX, YKa3bIBAIOIIUX Ha
CMepTh, TaK YTO MAIHEHThbI, KOTOPbI€ BBHIIUIM W3 HCCICNOBAHUS, CUHTAIOTCS JKUBBIMH Ha
NPOTSDKEHUH BCErO  HCCIENOBAHUS, HE3aBHCUMO OT HMX HEU3BECTHOTO TMOJIOKEHHs (T.€.
OTHECEHHSI K )KMBBIM HJIH MEPTBBIM).

Tepmun «dpakius BeiOpocay mnn «EF» OTHOCHTCST K M3BMEPEHUIO TOTO, CKOJBKO KPOBU
BBIOPACHIBAET JIEBBII JKETyAOUEK MPHU KaXKIOM COKpameHnn. Ppakuus BeIOPOCa, COCTABISAIOIAS
50 mpoueHTOB, 03HauaeT, 4To SO MPOLEHTOB OT OOLIETO KOJNYECTBA KPOBU B JIEBOM JKEJYIOUKE

BbIOpAChIBAETCS C KaXIbIM yAapoM cepaua. @paxius BbIOpOCa MCIONB3YeTCs KaK MOKa3aTesb
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cepreuHoit HemocrtatouHocTH. EF HopMmanpHOro cepama, kak mnpaBmio, cocrasisier 50-70
npoueHToB. 41-49 mpoueHTOB MOryT cuuTaTbes norpaHudHbiMu, a EF Hmke 40 mpoueHTOB
MO>KET CBUIETENBbCTBOBATh O CEPACUHON HEJOCTATOUHOCTH WM KapAMOMHUONATHH.

Tepmun «otHOcHuTenbHbI puck» win «HR» oTpakaer OTHOCALyHOCA K IJaHHOMY
MOMEHTY BEPOSITHOCTbH (T.€. CTENEeHb OMACHOCTH) COOBITHS (CMEPTH WJIM MPOrPECCUPOBAHUS) B
5KCIIEPUMEHTAJIBHON IPyMIe B BUJE OTHOLIEHHE K BEPOSITHOCTH B rpymnmne cpasHeHus. Eciu HR
paseH 1,0, HET SBHOrO mpeuMmylecTBa HU Al OAHON u3 rpymnm. Yem Hiwke 3HaueHue HR, tem
OoJiblIe CHIDKEHHE pPUCKA CMEPTH WM MPOrPECCUPOBAHUS I SKCIEPUMEHTAIBHON TPYIIIbI
JEYeHUs1 B UCCIENOBaHUM, KOTOpoe paccuutbiBaeTcss kak 1-HR. Hanpumep, HR=0,84
COOTBETCTBYET OTHOCHUTEIIbHOMY CHWJKEHUIO pHCKa coObiTuii Ha 16% Mo CcpaBHEHHIO C
KOHTPOJIBHOH IPYNION UCCIEN0BAHMUS.

TepMUH «T'yMaHH3UPOBAHHBIA UMMYHOTJIOOYJIMHY WM «TYMaHHU3UPOBAHHOE aHTUTENION
OTHOCHUTCSI K HIMMYHOTJIOOYJIMHY WJIM aHTHUTENY, KOTOPbIE BKIIOYAIOT MO MEHBIIEH Mepe OIHY
I'YMaHU3UPOBAHHYIO LIETIb WUMMYHOIJIOOYJIMHA WM aHTHTENa (T.e. MO MEHbIIEH Mepe OIHY
I'YMaHU3UPOBAHHYIO JIETKYIO WM TSDKEIYIO Ienb). TepMUH «TYMaHHU3UPOBaHHAs LEMb
UMMYHOTJIOOYJIMHa» WJIM «TYMaHU3UPOBaHHAs LEMb aHTHTENa» (T.€. «TYMaHU3HPOBAHHAS
JIeTKasl Lenb UMMYHOTJIOOYJIMHA» MITH «TYMaHHU3UPOBaHHAS TsDKENas Lelb HMMMYHOTTIOOYIIHAY )
OTHOCHUTCSl K LENH HMMMYHOIJIOOYJIMHA WM aHTUTeNna (T.€. JIeTKOH WM TSDKEJIOH Lemu,
COOTBETCTBEHHO), MMeEIOLIe BapuabenbHYI0 00J1acTh, KOTOpAsi BKIKOYAET KAapKACHYIO 00JacTh
BapuadenpbHONW 00JacTH, B OCHOBHOM W3 HMMMYHOIJIOOYJIMHA WJIM aHTUTENa YeJIOBeKa, M
omnpenensomue kKoMmrieMeHTapHocTh y4actku (CDR) (Hampumep, mo MeHblIeld Mepe OnuH
CDR, mnpennoururensHo nBa CDR, Oonee mpenmoururensHo tpu CDR), B ocHOBHOM u3
HEYeJIOBEYECKOr0 MMMYHOTJIOOYJIMHA WM AHTHTENA, W BKIJIOYAET, KPOME TOrO, KOHCTAHTHBIE
obnactu (HampuMmep, MO MEHbIIEeH Mepe OIHY KOHCTAHTHYIO OOJNaCTh WIM €€ 4acTh B CIydae
JIETKOH LIeTIN ¥ TPEAIOYTUTEIbHO TPU KOHCTAHTHBIE 00JIACTH B Cllydae TsDKeNoH 1enu). TepMuH
«TYMaHU3UpPOBaHHAsi BapuadenbHasi Oo0NacTh» (HampuMep, «T'yMaHW3MPOBAaHHAs BapHraOebHas
00JacTh JIETKOM Lenmu» WU «TyMaHW3UPOBaHHAsl BapuadesbHas 0OOJAacThb TSDKENIOH LIemny»)
OTHOCHUTCSI K BapuabebHOU 00JIACTH, KOTOpasi BKJIIOYAET KAPKACHYH 00JacTh BapuadelbHOM
00JylacTH, B OCHOBHOM W3 HMMMYHOIJIOOYJIMHA WJIM AHTHUTEJIAa YeJIOBEKAa, U OINpPENesrolIue
kKomruieMeHTapHOCTh ydacTku (CDR)), B OCHOBHOM M3 HEUEJIOBEUECKOrO MMMYHOTJIOOYJINHA
WM AHTUTENA.

TepmuH «nauueHTsl co craauei [V no Maiio» unu «craaus IV» OTHOCUTCS K MaliueHTam
¢ Oone3Hpro craauu [V B COOTBETCTBHM C CHCTEMOW ONpENeNeHus] MPOrHOCTHYECKUX CTaauH,
ycraHoBleHHOH kinuHHKOH Maiio (Kumar et al., Revised Prognostic Staging System for Light
Chain Amyloidosis Incorporating Cardiac Biomarkers and Serum Free Light Chain
Measurements, J Clin Oncol 30:989-995 2012), xoTopas BKJIIOYAET Kak CepACUHbIE
Onomapkepsl, TaKk U YpPOBEHb CHHTE3a aMWJIOHIOTEHHBIX JIETKMX ILeneld. B coBokymHOCTH
nanueHTsl ¢ 3a0oneBanueM craauu [, cramgum II wnu cragmm I ymomMuHAKOTCS 37€Ch Kak
«mauuenTtsl co cragued I-1II mo Maio» wnm «naumentel co craauen I-1II». B HexoTopbIX

BApPUAHTaX OCYIIECTBJIECHUs MALMEHT WACHTUUIMpyeTCcs Kak crpamaromuil AL-amunonnozom
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craguu IV, ecnm OH COOTBETCTBYET KPUTEPUSM ISl CIENYIOIIUX TPEX MPOTHOCTUYECKUX
nepeMeHHbIX Benn4yuH: TpornoHuH-T (cTnT) >0,025 Hr/mn, N-KOHIEBOH HaTpHilypeTHUeCKUi
nponentux B-tuma (NT-ProBNP) >1800 nr/mm, u pasHUIIAa MeXAy BOBJIEYEHHOH (B
MaTOJIOTUYECKON TPOIECC) U He BOBJICUEHHOW (B MATOJOrMYECKON MPOLECC) JIETKOW LIeMbIo
(FLC-diff nnu dFLC) >18 mr/nin). B HekoTOpBIX BapuaHTax OCYLIECTBIEHHS Y MAL[EHTa MOXKET
ObITh IOATBep:kaeHa cTanus IV mo Maiio, uro onpenensiercst mo: (1) NT-proBNP >1800 nir/mu,
(2) tpononuny-T >0,03 ur/min u (3) dFLC >18 mr/m.

Tepmun «p-3HaueHHE» WM «p» OTHOCUTCA K uucay or O mo 1, oTHOcsmemycs K
3HAYUMOCTH TIOJIyYEHHBIX pe3yjbTaroB. Hebombimoe p-3HauYe€HUE O3HA4aeT yOenuTeNbHOe
JOKA3aTeNbCTBO JIOKHOCTH HYJIEBOM THMIOTE3bl (T.e. TUIOTe3bl 00 orcyrcTBuM 3(dexra),
HarpuMmep <0,1, O3HAYaeT CTAaTHUCTHYECKYIO 3HAYUMOCTb, npu d5ToM p <0,001 sBrsgercs
CTaTUCTHYECKH BBICOKO3HAYUMBIM (MEHBLIE OTHOTO U3 THICSYH IIAHCOB OITUOHTHCS).

BeIpakeHne «B OCHOBHOM M3 MMMYHOTIJIOOYJIMHA WJIM aHTHTENA YEJIOBEKa» O3HAJaer,
YTO TPU COBMEINEHHH C AMHUHOKHCIOTHOH NOCJIEAOBATENIbHOCTBI0 HWMMYHOIJIOOYJIMHA HITH
aHTHUTEJIa YeJIOBEKa JUTsl LIeJiel CpaBHEeHUsI 00J1acTh 00JIaiaeT COCTABISIOMIEH O MEHbINEH Mepe
80-90%, mpenmourutenbHo 90-95%, Oonee mpeamodrutenbHO 95-99% HIEHTUYHOCTHIO (T.e€.
JOKAJIbHOH HWAEHTUYHOCTHIO TIOCJIEAOBATENIbHOCTH) C IOCIENOBATEIbHOCTBIO KapKaCHOH
o0jacTi WM KOHCTAHTHOH OONacTH 4YenoBeKa, 4YTO IIO3BOJIET, HAlpHUMeEp, JeNaTh
KOHCEPBATHUBHBIE 3aMEHBI, 3aMEHbI B KOHCEHCYCHOH MOCIIEN0BATEIbHOCTH, 3aMEHbI B aHTHTEIAax
SMOPHOHAIBHOTO THUMNA, OOpaTHBIE MyTallMM U T.I. BBeneHNne KOHCEpBATUBHBIX 3aMEH, 3aMEH B
KOHCEHCYCHOW TOCJIEeOBATENIbHOCTH, 3aME€H B AaHTUTENaX 3MOPHOHAJIBHOTO THUIA, OOpPaTHBIX
MyTalMi ¥ T.I. 9aCTO HA3bIBAIOT «ONTUMH3ALMEN» I'YMaHU3UPOBAHHOTO AHTHUTENA WM LIETH.
BoIpaxkeHne «B OCHOBHOM H3 HEYEIOBEYECKOr0 HMMYHOIJIOOYJIMHA WM aHTUTENa» WU «B
OCHOBHOM HEYEJIOBEUECKOr0» O3HA4aeT HAJMUYUE MOCIEeAOBATEIbHOCTH UMMYHOITIOOYINHA W
aHTUTENa, WACHTHYHONH Ha mo MeHbineil mepe 80-95%, mpeamouturensHo 90-95%, Oonee
npeanouTuTeibHo 96%, 97%, 98% wnmmu Ha 99% TaKOBOW y HE SIBJISIFOLIETOCS YEJIOBEKOM
OpraHu3Ma, HalpUMep, He SIBJSIFOIIEroCs YeJIOBEKOM MIIEKOMUTAIOLIETO.

CooTBeTCTBEHHO, BCe O0OJIACTH HJIM OCTATKH T'YMaHH3HUPOBAHHOTO HMMMYHOTJIOOYJIMHA
WIA aHTUTEJa, WM TYMAaHU3MPOBAHHOW LENMM MMMYHOMJIOOYJIMHA WM aHTUTeNa, 3a
UCKJTFOUeHneM, Bo3MokHO, CDR, mo cyiiecTBy MAEHTHYHBI COOTBETCTBYIOIIMM OOJIACTAM HIIH
OoCTaTKaM OJHOW WM Oolee  TOCIeNOBATENIbHOCTEH  BCTPEHUAIOIIMXCS B MPHPOIE
UMMYHOTJIOOYJIMHOB UelioBeKa. TepMUH «COOTBETCTBYIOIAs 00JIACTb» WIIM «COOTBETCTBYIOIINI
OCTaTOK» OTHOCHUTCS K OOJIACTH WMJIM OCTAaTKy BO BTOPOH aMHHOKHCJIOTHOH WJIM HYKJIEOTHIHOM
NOCJIEIOBATENbHOCTH, KOTOpasi(blil) 3aHUMAET TaKOE e (T.€. SKBUBAJICHTHOE) MOJIOKEHHUE, UTO U
00JacTh WJIM OCTATOK B MEPBOH AMHHOKMCIOTHOW WIIM HYKJIEOTHUIHOHM TOCIIENOBATENbHOCTH,
KOTZIa MepBast U BTOPast MOCJIEN0BATENIbHOCTH ONTUMAJIBHO COBMEIIEHBI JUIsl LIeJIei CPaBHEHUSI.

BrIpaxkeHns: «CHUKEHHE PUCKA» U PUCKY» OTHOCSITCSA K OTHOCHUTEIBHOMY PHCKY, €CIIH HE
YKa3aHO, YTO OHHU O3HAYAIOT a0COIOTHBIHN PHCK.

II. CriocoObl JieueHUs1 U MONAAIIHUECS JIEYEHUE) CYOBEKTEI

HaI_II/IeHTOB, nogaaromuxcs JCUCHUI, MOXKHO I/II[eHTI/I(I)I/IL[I/IpOBaTb NyTeEM OMNPEACIICHUSA
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cranuu no Maiio AL-amunounosa. B kauecTBe ajJpTepHAaTUBbI WJIN B JONOJHEHHUE, MALlUEHTBI,
KOTOpbI€, BEpPOATHO, TNOJy4YaT TMONb3y [UIsI 3I0POBbsl OT JIEYEHUS, MOIYT OBIThH
uneHTHGUIUPOBaHbl myTeM ompexneneHus 6MWD vy mnamuenta u omnpeneneHus (pakuuu
BbIOpOca y manueHTa. [lanneHTamu, KOTOpPbIE, BEPOATHO, MOJIOKUTENIBHO OTBETAT HA JICYCHUE,
ABJIAIOTCS MauueHThl ¢ AL-amunonnosom craguu IV, mauuentsr ¢ (MWD >150 merpos u EF
>50% Ha UCXOIHOM ypoBHe, nmarueHTsl ¢ AL-amunonno3zom cranuu IV mo Maiio ¢ EF >50% nHa
HCXOIHOM YpPOBHE M MarueHTsl co cranueit IV no Matio ¢ 6MWD >150 merpos u EF >50% na
HCXOJTHOM YPOBHE.

Hzo0peTeHne OTHOCHTCS K Croco0aM JIeUeHUs SIBISIFOINEroCcsl 4eJOBEKOM MAallMeHTa,
KOTOpBI  JeMOoHCTpupyeT cumnrtomel AL-amunouno3a craguum IV wnm y  koToporo
IUAarHOCTHPOBAHO 3TO 3a0oyieBaHUE, W/WJIM SBISIOLIETOCS YEJOBEKOM TMAIMeHTa, KOTOPBIA
IEeMOHCTpHUpYyeT Ha ucxonHoM ypoBae 6SMWD >150 merpos u EF >50% Ha ucxomHom ypoBHe,
BKJIFOYAIOLIFE HA3HAYCHHE TMALMEHTy CXEMbl BBEACHHE JIFOOBIX OMHCAHHBIX 37€Ch AHTHUTEN MU
COCTaBOB aHTHUTEIN, 3(PPEKTUBHBIX AJIs YIYULICHNST COCTOSHUS 30pOBbs naruenTa. HekoTopsle
U3 MalueHToB crpafaT AL-amunonnosom craauu IV no Matio, u y sBisoLIerocs 4eJoBeKOM
nanueHTa Ha ucxogHoMm yposae 6MWD cocrasnsier >150 metrpos, a EF > 50% Ha ucxogHOM
ypoHe. Hexoropeie mnaumentsl crpagator AL-amunmomposom craguu IV mo Maito u
neMoHCTpupytoT EF>50% Ha ucxomHoMm ypoBHe. HekoTopbie MamMeHThl CTPagar0T CUCTEMHOM
opraHHoOW nuCc(YHKIMEH, cBA3aHHONW ¢ AL-aMniIonzo3om, B TOM 4Hcie TUCPYHKLUEH cepaua,
NOYeK, Ie4YeHH, mepudepudeckol HEPBHOW CHCTEMBI, JKEIyJIOYHO-KHIIEYHOTO TPAaKTa,
BEreTaTUBHON HEPBHOU CUCTEMBI, JIETKUX /TN MSITKUX TKaHEH, W JTUM(PATUIECKON CUCTEMBIL.

Hexkotopble crocoObl BKIIOHYAIOT OINpenesieHue UCXOAHOro ypoBHs TpomoHuHa-T, NT-
proBNP 1 OTHOCHTENBHBIX YPOBHEHl BOBIIEYEHHOW (B NATOJOTMYECKON Ipolecc) U He
BOBJICYEHHOW (B MAaTOJOTMYECKOH MpoLecc) JIErkoi Ienu y MalueHTa, oTOOp MalMueHTa Ui
JICYeHHs, €CJIM y TMalueHTa UcXoaHblii ypoBeHb ¢TnT >0,025 ur/ma wnm >0,03 ur/mu, NT-
ProBNP >1800 nr/min (u <8500 nir/mut) u FLC-diff >18 mr/nn, u BBenenue 3¢ ¢GeKTUBHON 103bI
JFOOOTr0 U3 aHTUTEN, PACKPBITHIX 31eCh. HekoTOphle CriocoObI BKIIIOYAKOT onpenenenue 6MWD u
EF y mauueHta Ha HMCXOZHOM YpOBHE W OTOOp MAIMEHTa MJISl JICYSHHs, €CJIM TALHEeHT
nemoHcTpupyer 6MWD >150 merpoB u EF >50%. B HekoTOpbIX ciyudasx s JIeUeHUs
OTOMpArOTCs MaLMEeHTHI co cTanueit IV mo Matio ¢ 6MWD >150 MeTpoB Ha UCXOTHOM YPOBHE H
EF >50% HnHa ucxomHoMm ypoBHe. HekoTopble crmocoObl BKJIIOYAIOT OMpPENeieHHue CTaJuu IO
Maiio u EF y mammeHnrta, u B HEKOTOPBIX CIy4asx U JICYCHUS OTOMPAIOTCS MAIlEHTHI CO
cranueii IV no Maiio ¢ EF >50% Ha ncxoqHoM ypoBHe.

B HekoTOpBIX BapuaHTax OCYILIECTBJIEHUs MAallMEHT HE IOABEPrajiCs JICYCHUIO, 4YTO
O3HayaeT, uYTO MAllMEeHT paHee He MMOoJsyyas] HUKAKoro jedeHus ot AL-amunonnosa. IlanueHTst,
MOAJAIOIINECS JIEUCHHIO, TAK)KE€ BKIIIOYAIOT TE€X MALUEHTOB, KOTOPbIE MOJyYalid, B HACTOsLIEE
BpeMsl IMOJIYHarOT WM OyayT IMO3Ke MOJydaTh aJIbTEPHATUBHYIO Tepanmuro ans jedeHus AL-
aMHIJION03a WJIM CBSI3AHHOTO COCTOSIHMS, TAaKOro Kak BOCHAJUTENIbHbIE 3a00JeBaHus,
XPOHHYECKHE MHUKPOOHbIE MH(EKIUH, 3JOKAYeCTBEHHbIE HOBOOOPA30BAaHUS, HACIIEACTBEHHbBIE

BOCTIAJIUTENbHBIE 3a00neBanus, U muMponponudepaTuBHble HapymeHus. Hanpumep, manueHTs!
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TaK>Ke MOTYT MOJYYaTh HIIM MOJNYYald OJHO WK OoJiee TePareBTHUECKUX CPENCTB, YKa3aHHbIX
371eCh B OTHOLIEHHMM KOMOWHHPOBaHHBIX Tepanuii. B kauecTBe mnpumepa, MaILMEHTH,
crpanarouie AL-aMunonmo3oMm, Takke MOTYT MOJy4aTh MM TOJNYYalId MM MOTYT TIO03Ke
noJsiyyaTth OopTe3omMuod, MesdanaH, JeHATUAOMU, IPEIHU30H, 1eKcaMeTa3oH, [ukiodochamusn,
NOMAJTUIOMUL, KapHUI3oMHO, MOKCOPYOHUIIMH, NOKCHLMKINH, HapaTyMymad, ayTOJOTHYHYIO
TPAHCIUIAHTALMIO MM HUX KOMOMHAammu. sl TeX NaLMeHTOB, KOTOpble paHee IOJydaliu
aJIbTEPHATHUBHBIE TEPANUU JJIsI JISUEHUS] aMHJIOUIHOTO 3a00JIeBaHuUs, TAKHE TEPATTHH MOTYT OBbITh
YCTEUIHBIMI HJIH MOTYT HE€ OBITh YCHEIIHbIMH C Y4€TOM COOTBETCTBYIOIIHMX KIHHHMYECKUX
ToKasaresel U, BEPOSITHO, HE YJIyYIIAT COCTOSTHUE 310POBbs. J[OMONHUTEbHBIE IPUMEP bl TAKHX
tepanuii BmouaroT (1) CyBorD, koTopsiii npeacrasisier co0ol KOMOMHUPOBAHHYIO TEPAITHUIO,
BKIIIOHAKOIIYyI0 Lukiopochamun, Oopresomud u nexcamera3ol, (2) BMDex, koTopblii
npencrasisier coboii komOuHanu OopTesomubda, mendanaHa U nekcamerasoHa, (3) MDex,
KOTOPBIH MpeacTasisier cobol komOnHaMI0 MedanaHa u aekcameraszona, (4) LDex, koTopblii
npeAcTasisier co0oil KOMOMHAUMIO JieHanmuaoMuna U aekcamerasoHa, (5) CLD, koTopslii
npeacTaBisieT co0oi KoMOWHAIMIO HUKIodochamMuaa, JeHAJTUIOMUAA U JeKcaMmeTasoHa, (6)
PomDex, kotopslii npencrasnsier co00il KOMOMHALIMIO TOMATUAOMIIA U JekcameTa3oHa, u (7)
CRd, xotopsiii mpencraeisier coOOH KOMOWHAILMIO JIeHATUAOMHIA, LuKiIopochamuna u
IeKcaMeTa3oHa. Takue malnueHThl MOTYT JEMOHCTPHPOBATH WJIM MOTYT HE JIEMOHCTPUPOBATH
yIIy4YLIEHHUE CEPACYHON W/UITH MMOYEUHON AEATENbHOCTH B PE3YJIBTATE TAKOTO JICUSHHS.

ViydimeHue COCTOSIHHSL 370pOBbS  MOXKET OBbITh YCTAaHOBJIEHO, KOIJa MAIHeHT
JEMOHCTPHPYET YBEJIHMYEeHHE MPOXOIUMOro 3a IEeCTh MUHYT paccTosiHusi (metpoB) (6MWD) B
KauecTBe rnmokasaress 3ddexra.

Vnyumenne oneHku ¢usndeckux kommnoHeHTOB (PCS), ompenensiemMoil ¢ MOMOIIBIO
KpaTkoro obcienoBanus B Buae aHkeThl U3 36 nyHkToB (SF-36) umm no ankere Short Form 36
(SF-36v2), Takke MOXET yKa3bIBaTh Ha yJIy4IlIE€HHUE COCTOSHUSA 3/J0pOBbs naiuenra. Hanpumep,
NALMEHT, TIOABEPTHYThII JICYSHUIO aHTUTEJIOM B TEUEHHE [0 MEHbIIECH Mepe AEeBSITH MECSLEB, C
ouenkoii PCS, onpenensemoit ¢ momoupto SF-36 unu nmo SF-36v2, mpesblmaroineil Ha Mo
MeHbIIIel Mepe 5 0ajIoB OLIEHKY Yy IPYroro MarleHTa B TOT K€ MOMEHT BPEMEHH, KOTOPBIN He
NOJIy4aJl aHTHUTENO, IOCTUT YIJIYULICHUS COCTOSIHHS 3/0pOBbsi. B HEKOTOpBIX BapuaHTax
OCYILECTBIICHHs JIEYCHHUE AHTHTEJIOM, pPACKPBITBIM 311€Ch, NPUBOIUT K mOBbImeHHO PCS,
onpeaenseMoil ¢ nomoibo SF-36 unu no SF36v2, y nanuedta Ha no MeHblued mepe 1, mo
MEHbIIEH Mepe 2, 0 MEHbIIIEeH Mepe 3, o MeHblIeH Mepe 4, M0 MEHbIIEeH Mepe 5, IO MEHbLIeH
Mepe 6, 1o MeHbIIe Mepe 7, Mo MeHblIel Mepe 8, Mo MeHbluel Mepe 9, mo MeHbiuei mepe 10,
no MeHblei mepe 11, mo menbiieit mMepe 12, mo menbieit mepe 13, mo meHbleit mepe 14, mo
MeHblIed Mepe 15, mo meHbliuei mepe 16, mo menblneit mepe 17, mo menbineit mepe 18, mo
MeHblel Mepe 19, mo menbiueit mepe 20, mo MmeHbliedl mMepe 21, mo MeHbIne mepe 22, 1o
MeHblIel Mepe 23, mo MeHbluel mepe 24, mo MeHblIel mepe 25, Mo MeHbIlel mepe 26, 1o
MeHblIeH Mepe 27, mo MeHbled mepe 28, mo MeHbliell mepe 29, mo MmeHbiuei mepe 30, o
MeHblel Mepe 31, mo MeHbliuel mepe 32, mo MeHbliell mMepe 33, mo MeHbluel mepe 34, 1o

MeHblIed Mepe 35, mo MeHblIel Mepe 36, nmo meHbluell Mepe 37, Mo MeHblued Mepe 38, Mo
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MeHbled Mepe 39, mo MeHbiuel mepe 40, mo meHbiieil mepe 41, Mo MeHbine mepe 42,
MeHblel Mepe 43, mo MeHbluel mepe 44, no meHbilell mepe 45, Mo MeHbluel mepe 46,
MeHblIed Mepe 47, mo MeHblieill mepe 48, no menbluell Mepe 49, no menbuieil mepe 50,
MeHblIed Mepe 51, mo MeHblieill mepe 52, mo MmeHbluell Mepe 53, Mo MeHblIel Mepe 54,
MeHbIIeH Mepe 55, mo MeHblIell Mepe 56, mo MeHbiel mepe 57, MO MeHbIIeH mepe 58,
MeHblIel Mepe 59, mo MeHblueil Mepe 60, o meHblel mepe 61, mo MeHslueil mMepe 62,
MeHblIel Mepe 63, mo MeHblnell Mepe 64, Mo MeHblield mepe 65, mo MeHblueill Mepe 60,
MeHbIel Mepe 67, mo MeHblieil Mepe 68, mo MmeHbinel mepe 69, mo meHbleit mepe 70,
MeHbleld Mepe 71, mo MeHbluel mepe 72, 1o MeHbllel mepe 73, Mo MeHblnel mepe 74,
MeHblIeld Mepe 75, mo MeHbluel mepe 76, 1o MeHbinel mepe 77, mo MeHbinein mepe 78,
MeHblIel Mepe 79, mo Mmenbluei mepe 80, mo meHbinelt mepe 81, mo MeHbinel mepe 82,
MeHblel Mepe 83, mo MeHblieill Mepe 84, mo meHbluel mepe 85, mo MeHblieil mepe 86,
MeHblIeld Mepe 87, mo MeHbluel mepe 88, mo MmeHbiiell mepe 89, mo Mmenbineir mepe 90,
MeHbled Mepe 91, mo menbinel mMepe 92, mo meHbiielt mepe 93, Mo MeHbinel mepe 94,

MeHblIel Mepe 95, no MeHblell Mepe 96, o MeHblIel Mepe 97, no meHbluel Mepe 98 unu

1o
1o
1o
1o
o
o
o
o
1o
1o
o
1o
10
1o

1o

MeHbLIeH Mepe 99. B HEeKOTOpBIX BapHaHTaX OCYILECTBJICHHs JICHEHUE AHTUTENIOM, PACKPBITBIM

3aech, npuBoauT K yBenudeHutro PCS, ompenenennoi ¢ momowpto SF-36 unu mo SF36v2, y

MalueHTa Ha NMPUOM3UTEIbHO 1, MPpUOMM3UTENbHO 2, MPHOIM3UTENBHO 3, PUOIU3UTENBHO 4,

npuOMu3uTeNnbHO S,  mpHONM3HTENBHO O, TPUOTU3UTENBHO 7, TNPHOIU3UTENBHO
npubnusutensHo 9, npubmmsurensHo 10, npubnusurensHo 11, mpubnuuTENbEHO
npubnusutensHo 13, npubmmsurensHo 14, npuGnusurensHo 15, npubausuTEIHHO
npubnusurensHo 17, npubmmsurensHo 18, npubnusurensHo 19, npubausuTeasHO
npubmmsutensHo 21, mnpuOnusurensHo 22, npubmusurenbHo 23, npUOIM3UTENBHO
npubau3uTensHo 25, mnpuOnusurensHo 26, npubausurenbHo 27, NpUOIM3UTENBHO
npubmmsutensHo 29, mnpubnusutensHo 30, mnpubmusurensHo 31, npuOIM3UTENHEHO
npubnusutensHo 33, mnpubamsurenbHO 34, npuUONM3MUTENBbHO 35, NpPUOIH3UTETHHO
npubnusutensHo 37, mnpubnamsurenbHo 38, mpubnusuTensHo 39, NPUOIH3UTETBHO
npubnusutensHo 41, npubmmsurensHo 42, npuONMM3UTENbHO 43, NPHOIU3UTENBHO
npubnusutensHo 45, npubmmsurensHo 46, npubmusuTensHOo 47, nNpPUOIH3UTETHHO
npubnusutensHo 49, npubmmsurensro 50, mpubmusutensHo S1, MPUOTH3HTETHHO
npubnusuTensHo 53, mnpubam3urensHO 54, mpuOMM3MTENbHO S5, MPUOIH3HTETBHO
npubmmsutensHo 57, mnpubmm3urensHO 58, mpubmmsutensHO 59, nNpPUOIH3UTETHHO
npubnusutensHo 61, mnpubmmsurensHO 62, TPUONU3NUTENBHO 63, NPUOIH3HTEIHHO
npuOMuU3uTENbHO 65, mnpubam3uTensHO 66, TPUOMM3NUTENBHO 67, TPUOIH3HTEIHHO
npubnusutensHo 69, mnpubmmsurensro 70, mpuOmmsurensHo 71, TpUOTU3UTENBHO
npubnusutensHo 73, mnpubnm3urensHO 74, mpuOMM3MUTENbHO 75, TPUOIM3HTETBHO
npubnusutensHo 77, mnpubnam3urensHO 78, mpubnusuTensHO 79, npUOIH3HTEIBHO
npubnusutensHo 81, mnpubmmsurensHo 82, mnpuOmusuTenbHO 83, MPUONIHU3UTENBHO
npubnusutenpvHo 85, mnpubmmsurensHo 86, npubnusuTenbHO 87, NPUOIH3HTEIBHO
npubnusutensHo 89, mnpubmmsurensHo 90, npubnusurensHo 91, npuOIM3HTETHHO

8,
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16,
20
24
28
32
36
40
44
48
52
56
60
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68
72
76
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84
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npubnusutensHo 93, mnpubmmsurensHo 94, mnpubmusurtensHo 95, npubnMsuTENHHO 96,
npubnusuTensHo 97, npudnusurenbHo 98, npubausurenbHo 99 nnu npudmmsurensHo 100.

CokpateHre npoIoKUTEIBHOCTH MPEeObIBAHUS B CTALIMOHAPE WIIM CHIDKEHHE YacTOTHI
rocnuranuzauuu Ha Oonee dem 90 nmHElHl MAalMEeHTOB, NMOABEPTHYTHIX JIEUEHUIO AHTUTENAMH,
PAaCKpPBITBIMU 371€Ch, [0 CPABHEHHUIO C MALMEHTAMH, KOTOpbI€ HE MOJNy4aJyd AHTUTENA, TaKXKe
MOJKET YKa3blBaThb Ha YJYYIIEHHE COCTOSIHMs 370pOBbsl MALMEHTA. YIIydlIEeHHE COCTOSHHS
3JI0POBBS TAK)KE€ MOYKHO BBIIBUTH IO OOJIBIIEH MPOAOKUTEIbHOCTH CYIECTBOBAHUS MALMEHTA,
MOJBEPTHYTOrO JICYEHHIO AHTUTEJIOM, IO CPABHEHUIO C MALMEHTAMH, HE MOJBEPTHYThIMHU
JICYSHHIO MPHUOJM3UTEBHO B TO K€ BpeMs. B HEKOTOPBIX BapHaHTaX OCYILECTBIICHHS JICUCHUE
AHTHUTEJIOM, PACKPBITBIM 371€Ch, MOXET CHU3UTh PHCK CMEPTH MO JIOOBIM MPUYHHAM IS
MOABEPTHYTOrO JICYEHUIO MAIMEHTa Ha MO MeHblued Mmepe 5%, mo MeHbled mepe 6%, mo
MeHblnel mepe 7%, o MeHbleit mepe 8%, o MeHbluet Mmepe 9%, no menbiuel mepe 10%, o
Menbluei mepe 11%, no menbineit mepe 12%, no menbiueit mepe 13%, no menbiueit mepe 14%,
no MeHblueil Mepe 15%, no menblueil Mmepe 16%, no menbiueil Mepe 17%, no MeHbllel Mepe
18%, o menblueit mepe 19%, no menbieit mepe 20%, no meHbiuei mepe 21%, Mo MeHbLIeH
mepe 22%, no Mmesblueil mepe 23%, 1o MeHblied Mepe 24%, no meHbluel mepe 25%, mo
MeHblIel mepe 26%, no MeHbluei Mmepe 27%, no menbliei mepe 28%, no meHblueit mepe 29%,
no Mmesblueil Mepe 30%, no menbiueil Mepe 31%, no meHbluell Mepe 32%, o MeHbILIEH Mepe
33%, no menbueit mepe 34%, no meHblieil Mepe 35%, o MeHblel mepe 36%, Mo MeHbLIeH
mepe 37%, no menblueil mepe 38%, mo MeHbliel mMepe 39%, no menbiiel mepe 40%, no
MeHblIel mepe 41%, no menblueit mepe 42%, no menblueit Mmepe 43%, no meHblueit mepe 44%,
no Mesblueil Mepe 45%, no menblueil Mepe 46%, no meHbluell Mepe 47%, MO MeHbIIEH Mepe
48%, no mensbiueit mepe 49%, no mensbleit mepe 50%, no menblie Mepe 51%, Mo MeHblueH
mepe 52%, no MmeHblueil Mepe 53%, no MeHbliel mepe 54%, mo meHslueill mMepe 55%, mo
MeHblIel mepe 56%, no menbluel Mepe 57%, no MeHblueil Mepe 58%, o meHblIel Mepe 59%,
no Mmesbineil Mepe 60%, no menslueit Mmepe 61%, no menbiuel Mepe 62%, Mo MeHbIIEH Mepe
63%, no menblueit mepe 64%, o meHbiieli Mepe 65%, o MeHblel Mepe 66%, MO MeHbLIEH
mepe 67%, no menblueil mepe 68%, 1o MeHbliel Mepe 69%, no menbiuel mepe 70%, mo
MeHnbluel mepe 71%, no menblueit mepe 72%, no menblueit mepe 73%, no menHblueit mepe 74%,
no MeHblueil Mepe 75%, no mMeHbluell Mepe 76%, no MeHbluel Mepe 77%, Mo MeHbIIEH Mepe
78%, o menbliel mepe 79%, no menbwei mepe 80%, mo MeHblnel mepe 81%, Mo MeHbLIEH
mepe 82%, no Mmenblueil mepe 83%, 1o MeHbliedl Mepe 84%, mo meHbluel mepe 85%, 1o
MeHblel mepe 86%, no meHblueil Mepe 87%, o MeHblueil Mepe 88%, 1o MeHblel mepe 89%,
no Mesblueil Mepe 90%, no menblueil Mepe 91%, no meHbluell Mepe 92%, o MeHblleH Mepe
93%, no menblueit mepe 94%, o menbleit Mepe 95%, o MeHbluel Mepe 96%, MO MeHbLIEH
mepe 97%, mo wmeHbiiell mepe 98% wumu no MmeHblnell Mepe 99% 1O CpaBHEHHUIO C
KOHTPOJIbHBIMH, ITOJIBEPTHYTBIMHU JICUEHHUIO MALIUEHTAMH, YTO MOXET OBITh ONpENeeHO MyTeM
pacdera OTHOCHUTENbHBIX pPHUCKOB MEXAY IOABEPTHYTHIMH JIEYEHUIO MAIMEHTAaMH U He
NOJBEPTHYTHIMH JICUEHHIO MTALIUEHTAMU.

B HEKOTOPBLIX BapUaHTAX OCYHICCTBJICHUA JICUCHUEC AHTUTCIIaMH, PACKPBITBIMU 31EChH,
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MOJKET CHU3HUTb PUCK CMEPTH IO JIFOOBIM NMPUYNHAM JUJIsl TOJBEPTHYTOrO JIEYUEHUIO MALMEHTa Ha
npudmmsuTensHo 5%, mpudnmsutensHo 0%, mpudausuTenbHo 7%, npubmusuTenbHO 8%,
npubnusutensHo 9%, npudmsurensHo 10%, nmpubnusurensHo 11%, npubmmusurensHo 12%,
npubnusutensHo 13%, mpubnusurtensHo 14%, npubmmsurensHo 15%, npubnusurtensHo 16%,
npubmusutensHo 17%, npubnusurensHo 18%, npubmmsurtensuo 19%, npubmusurensHo 20%,
npubmuzutensHo 21%, npubausurensHo 22%, npudnusurensHo 23%, npubausurensHo 24%,
npubau3uTensHo 25%, npubausurenbHo 26%, npudnusurensHo 27%, npubausurensHo 28%,
npubnusuTensHo 29%, npudiamsurensHo 30%, npubausurenbHo 31%, mpubnusutensHo 32%,
npubnusuTensHo 33%, mpubnusutenbHo 34%, npudmmsurenabHo 35%, mpubausutenbHo 36%,
npubnusuTensHo 37%, npudnusutenbHo 38%, npudmmsurensro 39%, npubdmusutensHo 40%,
npubnusutensHo 41%, npubmusurensHo 42%, npubdmusutenbHo 43%, npubmmsurtensHo 44%,
npudm3uTeNbHo 45%, npudnusurtenbHo 46%, npudbnusurenbHo 47%, npudbnusutensHo 48%,
npubnusutensHo 49%, mpudnusutenbHo 50%, npudmmsurensro 51%, npubmusutensHo 52%,
npubnusuTensHo 53%, mpubnusurtensHo 54%, npubmmsurensHo 55%, npubmmusutensHo 56%,
npubnusuTensHo 57%, mpubnusutenbHo 58%, npubmmsurensHo 59%, nmpubmusutensHo 60%,
npubnusutensHo 61%, mpubnusurtensHo 62%, npudmmsurensHo 63%, nmpubdbmusutensHO 64%,
npubnusuTensHo 65%, mpudnusutenbHo 66%, npudamsuTensHo 67%, nmpubdbausuTeabHO 68%,
npubnusuTensHo 69%, mpudmusutensHo 70%, npudmmsurensro 71%, nmpubmusurtensHo 72%,
npubnusutensHo 73%, npuOnusutenbHo 74%, npudamsurensHo 75%, nmpubmusutensHO 76%,
npubnusutensHo 77%, npubnusutenbHo 78%, npubmmsurensHo 79%, npubnusutensHo 80%,
npubnusutensHo 81%, mpubmmsurensHo 82%, npudmusurensHo 83%, npubnusurtensHo 84%,
npubnusutensHo 85%, mpubnusurensHo 86%, npubmusurenbHo 87%, npubausutensHo 88%,
npubmusutensHo 89%, mpubnusurensHo 90%, npudnusurensHo 91%, npubausurensHo 92%,
npubausutensHo 93%, npubnusurenbHo 94%, npubiausurensHo 95%, npubausurensHo 96%,
npubmmsutensHo 97%, npudnusurensHo 98%, nmpubmusurenbHo 99% wuaM NPUOIM3UTENTHEHO
100% mo cpaBHEHHIO C KOHTPOJbHBIMH, MOJBEPTHYTHIMU JICYCHUIO MALUEHTAMH, YTO MOKET
OBITH OMpENENIeHO MyTeM pacueTa OTHOCHTEJIbHBIX PUCKOB MEXKIY MOABEPTHYTHIMU JICUYSHHIO
NAllMeHTAMH W HE TIOABEPTHYTHIMH JICUSHHIO TMAlMEeHTAaMH. B HEKOTOpPbIX BapHaHTaX
OCYIECTBIICHHSI JICUEHHE AHTUTEJAMH, PACKPBITBIMHU 37€Ch, MOXKET CHU3UTh PUCK CMEPTH IO
J0OBIM TIPUYMHAM ISl TTOJIBEPTHYTOTO JIEYCHUIO MAlMeHTa Ha npuonmsurensHo 45%, 48,9%,
50%, 50,2%, 60%, 62,2%, 65%, 70%, 75%, 79,9%, 80% wumu 81,5% mno cpaBHEHHIO C
KOHTPOJIbHBIMH, MMOBEPTHYTHIMU JICUCHHUIO MALIUEHTAMHU, YTO MOXET OBITh ONPENESIeHO MyTeM
pacdera OTHOCHUTENbHBIX pPHCKOB MEXKAY IOABEPTHYTHIMH JIEYCHUIO MAlMEHTAaMH U He
NOJBEPTHYTHIMH JICUEHUIO IMALIUEHTAMH.

Hanpuwmep, puck cMepTs 1o Jr00bIM MPUYHUHAM AJI1 HEKOTOPBIX MAL[EHTOB CO CTaauei
IV no Matio moskeT ObITh CHIKEH Ha TpuOmimsuTensHo 50,2%, v Ha npudausurtensHo 79,9% mst
HEKOTOPbIX MAaLMEHTOB CcO craaued IV mo Maiio, ecin y Takux NAaLUEHTOB YpPOBEHb
(YHKIMOHAIBHOTO pe3epBa A0 JieueHus, onpenenseMbiii mo SMWD nHa ncxogaoMm ypoBHe, >150
METPOB, a 1o (ppaxiuu BeiOpoca >50%.

B HEKOTOPBIX BapHUaHTax OCYLCCTBJICHUA PHUCK CMEPTHU I10 JIFO0OBIM MNpUYvHaAM IJisd
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HEKOTOPBIX MALMEHTOB CO craauei IV mo Maiio MoxkeT ObITh CHIKEH Ha IO MeHblIei mepe 5%,
1o MeHblIei mepe 6%, no MeHbluel Mepe 7%, o MeHbllel Mepe 8%, o MeHblIel mepe 9%, 1o
MeHnbluel mepe 10%, no menbiueit mepe 11%, no menbiueit mepe 12%, no menblueit mepe 13%,
no Mesblueil Mepe 14%, no menslueil Mmepe 15%, no mesbiuell Mepe 16%, o MeHblIEH Mepe
17%, no mensiueit mepe 18%, no mensiieit mepe 19%, no menbliet mepe 20%, Mo MeHblIeH
mepe 21%, no menbiueit mMepe 22%, no MeHbliel mepe 23%, nmo meHslueidl mMepe 24%, mo
MeHblIel Mepe 25%, no mMeHbluel Mepe 26%, o MeHblueil Mepe 27%, o meHbliel mepe 28%,
no MeHbiueil Mepe 29%, no mensbiueil Mmepe 30%, no menbiuei Mepe 31%, no MeHbIIEH Mepe
32%, no menbiueit mepe 33%, o meHbinel Mmepe 34%, o MeHblneld mepe 35%, MO MeHbLIEH
mepe 36%, no menblueil mepe 37%, o meHbliedl Mepe 38%, nmo meHbiuel mepe 39%, mo
Menbluei mepe 40%, o menblueit mepe 41%, no menbleit mepe 42%, no menblueit mepe 43%,
no MeHblueil Mepe 44%, no meHblueill Mepe 45%, no MeHbluel Mepe 46%, Mo MeHbIIEH Mepe
47%, no menblueit mepe 48%, o meHblnel mepe 49%, no Menblnel mepe S0%, Mo MeHbLIEH
mepe 51%, no menbwel mepe 52%, no MeHbled mepe 53%, no meHbled mepe 54%, mo
MeHblel mepe 55%, no meHbluell Mepe 56%, o MeHblueil Mepe 57%, o MeHblIel mepe 58%,
no MeHbluel mepe 59%, no mensweln Mepe 60%, nmo Menblueit mepe 61%, o MeHblIEH Mepe
62%, no menblueit mepe 63%, o meHblel Mepe 64%, o MeHblel mepe 65%, MO MeHbLIEH
mepe 66%, no Mmenblueil mepe 67%, 1o MeHbliel mepe 68%, nmo meHbluel mepe 69%, no
MeHnbluel mepe 70%, no menblieit mepe 71%, no menblieit mepe 72%, no menblueit mepe 73%,
1o MeHblueil Mepe 74%, no meHbluell Mepe 75%, no MeHbluell Mepe 76%, M0 MeHbIIEH Mepe
77%, no menbiie mepe 78%, no MeHblie Mepe 79%, no menbiuei Mepe 80%, o MeHblIeH
mepe 81%, nmo menblueil mepe 82%, no MeHbliel Mepe 83%, no menbliel mepe 84%, no
MeHblIel mepe 85%, no MeHbluel Mepe 86%, no MeHblueil Mepe 87%, o meHblIel mepe 88%,
no MeHblneil mepe 89%, no meHbiueit Mmepe 90%, no MeHbiueit mepe 91%, no MeHbIuell Mepe
92%, no menblueit mepe 93%, no menblei Mepe 94%, no menbliel Mepe 95%, no MeHbIIEH
Mepe 96%, no menbinel mepe 97%, no mensbleit mepe 98% unu o MeHbiuel Mmepe 99%, ecnu y
HUX (pakaus BeiOpoca >50%. B HEKOTOPBIX BapHaHTaX OCYINECTBJCHHUS PUCK CMEPTH IO
JrOOBIM MPUYUHAM JUTSI HEKOTOPBIX MAIMEeHTOB co ctaaued [V mo Maiio MoxeT ObITh CHHXKEH Ha
npubmmsuTensHo 5%, mpubmmsuTenbHo 6%, mpubausuTenbHo 7%, npubmusuTenbHO 8%,
npubnusutensHo 9%, npudmusurensHo 10%, npudmmsurensHo 11%, npubmusurensao 12%,
npubnusutensHo 13%, mpubnusurtensHo 14%, npudmmsurensro 15%, npubmusurtensHo 16%,
npubnusutensHo 17%, npubnusurtensao 18%, npubmmsurensro 19%, npubdbmusutensHo 20%,
npubnusutensHo 21%, mpubnusurtensHo 22%, npudamsurensHo 23%, npubmusutensHo 24%,
npubnusuTensHo 25%, npubnusurensHo 26%, npudmmsurensHo 27%, npubmusutensHo 28%,
npubnusutensHo 29%, mpudnusurtensHo 30%, npudmmsurensro 31%, npubmusutensHo 32%,
npubnusutensHo 33%, mpubnusutensHo 34%, npudmmsurensHo 35%, npubmusutenbHO 36%,
npubnusutensHo 37%, npudmusurensHo 38%, npubausurensHo 39%, mpubnusutensHo 40%,
npubnusutensHo 41%, npubmusurtensHo 42%, npudmmsurensHo 43%, npubnusutensHo 44%,
npubnusutensHo 45%, npubnusurtenbHo 46%, npudamsurenbHo 47%, npubnusutensHo 48%,

npubnusutensHo 49%, npubmuszurensHo 50%, npubnausurensHo 51%, mpubmusurensHo 52%,
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npubnusutensHo 53%, mpubnusutenbHo 54%, npudamsurensHo 55%, nmpubmusutensHO 56%,
npubnusuTensHo 57%, npubnusutenbHo 58%, npubmmsurensHo 59%, npubmusutensHo 60%,
npubnusutensHo 61%, mpubnusurtensHo 62%, npudausurensHo 63%, mpudnusutensHo 64%,
npubnusuTensHo 65%, mpubnusutenbHo 66%, npudausuTenbHo 67%, npudbausutenbHo 68%,
npubmusutensHo 69%, npubausurensHo 70%, npudnusurensHo 71%, npubmusurensHo 72%,
npubausutensHo 73%, npubnusurenbHo 74%, npudnusurensHo 75%, npubausurensHo 76%,
npubausutensHo 77%, npubausurensHo 78%, npudnusurensHo 79%, npubmmsurensHo 80%,
npubnusutensHo 81%, mpubnusurensHo 82%, npudmmsurensHo 83%, nmpubmusutensHo 84%,
npubnusutensHo 85%, mpubnusurtenbHo 86%, npudamsurenbHo 87%, nmpubdbausutenbHo 88%,
npubnusutensHo 89%, mpubmmsurensHo 90%, npudmmsurensHo 91%, nmpubdmusutensHo 92%,
npubnusuTensHo 93%, mpubnusutenbHo 94%, npudmmsurenapHo 95%, nmpubmusutenbHO 96%,
npubnusutensHo 97%, npubnmsurensHo 98%, mpuOmmsurensHo 99% WM MPHONTU3UTENBHO
100%, ecnu y Hux ¢pakuus BbiOpoca >50%. B HEKOTOPBIX BapuaHTaX OCYIIECTBJIEHUS PUCK
CMEPTH M0 JIFOOBIM MPUYUHAM JJIsI HEKOTOPBIX MAlMEHTOB cO cTaauei IV mo Maiio MmoxeTt ObITh
CHIDKeH Ha npubnusurenbHo 81,5%, ecnn y Hux (paxmust Beiopoca >50%.

B HEKOTOpBIX BapHaHTaxX OCYLIECTBICHHS PUCK CMEPTH MO JIOOBIM TNPUYHUHAM Y
HEKOTOPBIX NAaLUEHTOB, NEMOHCTPUPYIOLIMX HAa HUCXOAHOM ypoBHe 6MWD >150 merpos u
¢bpakuuo BeIOpoca >50%, HE3aBUCUMO OT CTaauu MO Maifo, MOXeT ObITh CHIDKEH Ha IO
MeHblIel Mepe 5%, no Menbluel Mepe 6%, o MeHbluel Mepe 7%, o meHblei mepe 8%, 1o
MeHblIel Mepe 9%, no menblieit mepe 10%, no menbiueit mepe 11%, no menbiueit mepe 12%,
1o Mesblueil Mepe 13%, no menslueil Mepe 14%, no menbiueill Mepe 15%, no MeHblIeH Mepe
16%, no menbuieit Mmepe 17%, no menblieit Mmepe 18%, no menbluelt mepe 19%, no MeHbluen
mepe 20%, no menbiueil Mepe 21%, no meHbliel mepe 22%, no meHslueidl mepe 23%, 1o
MeHblIel mepe 24%, no meHbluel Mepe 25%, no MeHblueil Mepe 26%, o menbliel mepe 27%,
1o MeHblneil mepe 28%, no MeHbiuell Mepe 29%, no MeHbiueit mepe 30%, no MeHbIuel Mepe
31%, no menbiueit mepe 32%, no menbiieli Mepe 33%, o MeHblneld mepe 34%, MO MeHbLIEH
mepe 35%, no menblueit mepe 36%, o meHbliel Mepe 37%, no meHbiuel mepe 38%, mo
Menbluei mepe 39%, no menbiueit mepe 40%, no menbiueit mepe 41%, no menbiueit mepe 42%,
no MeHblueil Mepe 43%, no meHblueill Mepe 44%, no meHbluel Mepe 45%, Mo MeHbIIEH Mepe
46%, o menblielt mepe 47%, no meHbluel Mmepe 48%, o MeHbluel mepe 49%, o MeHbLIeH
mepe 50%, no menblueil mepe 51%, o meHbliel mepe 52%, no meHbluel mepe 53%, mo
MeHbluel mepe 54%, no MeHbleit Mmepe 55%, no menblueil Mepe 56%, no menblueit mepe 57%,
no MeHbluel mMepe 58%, mo Menblnel Mepe 59%, nmo Mmenblueit mepe 60%, MO MeHbLIEH Mepe
61%, no menblueit mepe 62%, o meHbliell Mepe 63%, o MeHblnel Mepe 64%, MO MeHbLIEH
mepe 65%, no Mmenblueil mepe 66%, 1o MeHbliell mepe 67%, nmo meHbluel mepe 68%, no
MeHbluel mepe 69%, no menblueit mepe 70%, no menblueit mepe 71%, no menblueit mepe 72%,
1o MeHblueil Mepe 73%, no meHbluell Mepe 74%, no meHbluell Mepe 75%, MO0 MeHbILIEH Mepe
76%, no menblieit Mmepe 77%, o MeHbluel Mmepe 78%, o MeHbluel mepe 79%, o MeHbLuen
mepe 80%, nmo menbiueil mepe 81%, mo MeHbliel Mepe 82%, nmo meHbluel mepe 83%, no

MeHblIel mepe 84%, no Menbleit Mmepe 85%, no meHbliel Mepe 86%, no meHblueil mepe 87%,
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no MeHblueil Mepe 88%, no meHbluell Mepe 89%, no meHbluell Mepe 90%, Mo MeHbILIEH Mepe
91%, no menbueit mepe 92%, no menblieit Mepe 93%, no meHbluel Mepe 94%, Mo MeHbLIEH
Mepe 95%, no menbluelt Mmepe 96%, no MeHblueit mepe 97%, no Menblueil Mmepe 98% wunu no
MeHblIel Mepe 99%, ecnu y HHX (pakuus BweiOpoca >50%. B HekoTOphIX BapuaHTax
OCYLIECTBJIEHHS PUCK CMEPTH IO JIOOBIM MNPHYMHAM Y  HEKOTOPBIX  MALUeHTOB,
JAEMOHCTPUPYIOIINX Ha UCXOZHOM ypoBHe OMWD >150 merpoB u ¢pakiuro BeiOpoca >50%,
HE3aBUCHMO OT CTaguu 1o Mako, MoxeT ObITb CHIDKEH Ha NpHOIM3uTeNnbHO 5%,
npubm3uTeNnbHo 6%, mpuOaM3UTENbHO 7%, mpubausuTenbHo 8%, mnpubausuTenbHO 9%,
npubnusutenbHo 10%, npubmusurensro 11%, npudmmsurensHo 12%, npubmusutensHo 13%,
npubnusutensHo 14%, mpubnusurtenbHo 15%, npubmmsurensao 16%, npubmusutensHo 17%,
npubnusutensHo 18%, mpubmusurtensHo 19%, npudmmsurensao 20%, npubdmusutensHo 21%,
npubnusuTensHo 22%, npudmusurensHo 23%, npubausurenvHo 24%, npubnusutensHo 25%,
npubnusuTensHo 26%, npudnusutenbHo 27%, npudamsurensHo 28%, nmpubmusutensHo 29%,
npubnusutensHo 30%, mpubnusutensHo 31%, npudmmsurensro 32%, npubmusutensHo 33%,
npubnusuTensHo 34%, npudnusutensHo 35%, npubmusutensHo 36%, mpubmmsurtensHo 37%,
npubnusutensHo 38%, mpubnusutensHo 39%, npudmmsurensao 40%, npubmusutensHo 41%,
npuOm3uTeNbHo 42%, npudnusutenbHo 43%, npubnusurenbHo 44%, npubnmsutensHo 45%,
npuOI3uTeNbHO 46%, mpudnusutenbHo 47%, npubnusurenpHo 48%, mpudausutensHo 49%,
npubnusutensHo 50%, mpubmusutensHo 51%, npudmmsurensro 52%, npubmusutensHo 53%,
npubnusuTensHo 54%, mpubnusutenbHo 55%, npubmmsurensHo 56%, nmpubnusutensHO 57%,
npubnusutensHo 58%, mpubnusutenbHo 59%, npubmmsurensHo 60%, npubausutensHo 61%,
npubnusuTensHo 62%, npubnusutenbHo 63%, npudausurenbHo 64%, nmpubausutenbHo 65%,
npubau3uTenvsHo 66%, mpubausurenbHo 67%, npudnusutenbHo 68%, npubausurensHo 69%,
npubmmsutensHo 70%, npubausurensHo 71%, npudnusurensHo 72%, npubausurensHo 73%,
npubausutesnsHo 74%, npubnusurenbHo 75%, npudmmsntensHo 76%, npubmmsurensHO 77%,
npubnusutensHo 78%, mpubnusutenbHo 79%, npudmmsurensro 80%, npubmusutensHo 81%,
npubnusuTensHo 82%, mpubnusurtenbHo 83%, npudmmsurensHo 84%, mpubmusutenbHo 85%,
npubnusuTensHo 86%, mpudnusurensHo 87%, nmpubmusurensHo 88%, mpubnusutensHo 89%,
npubnusutensHo 90%, mpubmusutenbHo 91%, npudmmsurensro 92%, npubdbmusutensHo 93%,
npubnusuTensHo 94%, mpubnusutenbHo 95%, npudmmsurensro 96%, nmpubdbmusutensHo 97%,
npubnusuTensHo 98%, mpubmmsurensHo 99% nnn npubdausutensHo 100%, ecnn y HUX Qpakius
BbIOpOca >50%. B HEKOTOPBIX BapHaHTaX OCYINECTBIICHUS PUCK CMEPTH MO JOOBIM MPUYUHAM Y
HEKOTOPBIX NAaLUEHTOB, NEMOHCTPUPYIOUIMX HAa UCXOAHOM ypoBHe 6MWD >150 merpos u
bpakuauo BeIOpoca >50%, HE3aBUCUMO OT CcTamguu TO Maito, MoxkeT ObIThb CHW)XEH Ha
npubnusuTensHo 48,9%. Puck cMepTH OT CepAevHOCOCYIUCTBIX 3a00I€BaHUI AT HEKOTOPBIX
MaIUeHToB co craaueit IV mo Maiio, MoskeT ObITh CHKEH Ha MPUOTU3UTENBHO 62,2%.

B HekoTOpBIX BapuaHTaX OCYLIECTBIECHUS JIEUEHHE AHTUTEJIOM, DPACKPBITBIM 37€Ch,
NpuUBOAUT K yBenndeHuro OMWD mnis manuenta Ha mo MeHblied Mepe 1 MeTp, MO MeHbLIeH
Mepe 2 MeTpa, IO MeHbIlel Mepe 3 MeTpa, M0 MeHbluell Mepe 4 MeTpa, [0 MEeHblIed Mmepe 5

METPOB, 10 MEHbILIEH Mepe 6 METPOB, 10 MEHbIIEH Mepe 7 METPOB, IO MEHbIIEH Mepe 8 METPOB,
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0 MeHbLIEN Mepe 9 MeTpoB, MO MeHbleld Mepe 10 MeTpoBs, Mo MeHbLIeH Mepe 11 MeTpos, no
MeHblIelH mepe 12 MeTpoB, O MeHblue Mepe 13 meTpos, mo MeHbluel mepe 14 mMerpos, 1o
MeHbLIeH mepe 15 MeTpos, Mo MeHbluel Mepe 16 mMeTpoB, mo MeHblel mepe 17 MeTpos, 1o
MeHblIelH mepe 18 merpos, mo Menbliel Mepe 19 merpos, no MeHblen mepe 20 METpOB, IO
MeHbLIeld Mepe 21 MeTp, o MeHbluel Mepe 22 MeTpa, IO MeHbIlel Mepe 23 MeTpa, IO MEeHbLIEeH
Mmepe 24 meTpa, 0 MeHbLIeH Mepe 25 MEeTPOB, 10 MeHbLIeH Mepe 26 METPOB, 110 MEHbIIEH Mepe
27 mMeTpoB, IO MeHblIeH Mepe 28 MeTpoB, MO MeHblIelH Mepe 29 MeTpoB, Mo MeHblIel mepe 30
METpPOB, IO MeHblIel Mepe 31 MeTp, Mo MeHbLIeH Mepe 32 MeTpa, IO MeHblIelH Mepe 33 MeTpa,
10 MeHblIeN Mepe 34 MeTpa, O MeHbLIeH Mepe 35 METPOB, [0 MEHbLIEH Mepe 36 METpOB, MO
MeHblIel mepe 37 MeTpoB, IO MeHblIeH Mepe 38 MeTpoB, MO MeHblueld mepe 39 MeTpoB, MO
MeHblIel Mepe 40 meTpoB, Mo MeHblledl Mepe 41 merp, Mo MeHbleld Mepe 42 merpa, MO
MeHblIel mepe 43 merpa, mo MeHblued Mmepe 44 Mmerpa, MO MeHbLIed Mepe 45 MeTpoB, IO
MeHblIel mepe 46 MeTpoB, IO MeHblIel Mepe 47 MeTpoB, MO MeHblueld Mmepe 48 MeTpoB, MO
MeHblIel Mepe 49 MeTpoB, O MeHbluel mepe 50 MeTpoB, Mo MeHblIeld mepe 51 merp, mo
MEHbILIEH Mepe 52 MeTpa, MO MeHbleld Mepe 53 MeTpa, MO MeHblIend Mepe 54 merpa, no
MEHbIIEH Mepe 55 MeTpoOB, IO MeHblIeH Mepe 56 MeTpoB, MO MeHblIeld mepe 57 MeTpoOB, MO
MeHbLIEH Mepe 58 MeTpoB, IO MeHblIel Mepe 59 mMeTpoB, Mo MeHbleld mepe 60 MeTpoB, MO
MeHbLIeH Mepe 61 MeTp, Mo MeHbIel Mepe 62 MeTpa, IO MEHbLIEN Mepe 63 MeTpa, M0 MEHbIIEH
Mepe 64 meTpa, 0 MEHbLIEH Mepe 65 METPOB, MO MEHbIIEH Mepe 66 METPOB, IO MEHBbIIEH Mepe
67 MeTpoB, IO MeHbllIeH Mepe 68 METpOB, 1O MeHbLIel Mepe 69 MeTpoB, o MeHblel mepe 70
METPOB, IO MeHbLIEeH Mepe 71 mMeTp, Mo MeHbLIer Mepe 72 MeTpa, IO MEHbILIEH Mepe 73 MeTpa,
[0 MEHbLIEH Mepe 74 MeTpa, O MEHbLIEH Mepe 75 METPOB, M0 MEHbILIEH Mepe 76 METpOB, MO
MeHbLIEH Mepe 77 MEeTpoB, IO MEHbLIEH Mepe 78 METpOB, MO MEHbLIEH Mepe 79 MeTpoB, IO
MeHbuied mepe 80 merpoB, mo MeHbluedl mepe 81 merp, mo MeHblell mepe 82 Merpa, IO
MeHblIeH mepe 83 Mmerpa, Mo MeHbuled Mmepe 84 Mmerpa, 1O MeHblIed Mmepe 85 MeTpoB, IO
MeHblIel Mepe 86 MeTpoB, IO MeHblIel Mepe 87 MeTpoB, MO MeHblueld Mepe 88 MeTpoB, IO
MeHblIelH Mepe 89 MeTpoB, 1O MeHblel Mepe 90 meTpoB, mo MeHblield Mmepe 91 merp, mo
MeHblIel mepe 92 merpa, mo MeHbluel Mmepe 93 Merpa, Mo MeHbuleln Mepe 94 MeTpoB, IO
MeHbLIEH Mepe 95 MeTpoB, O MeHblIel Mepe 96 MeTpoB, MO MeHblueld mepe 97 MeTpos, MO
MeHbLIeH Mepe 98 MeTpoB, O MeHbLIel Mepe 99 meTpoB uin no Menbiuel mepe 100 metpos. B
HEKOTOPBIX BAapUAHTaX OCYLIECTBJICHUsS JICYCHUE AHTUTEJIOM, PACKPBITBIM 37€Ch, NMPUBOAUT K
yBeqamueHuro MWD st manwienta Ha mpuOIU3UTENbHO | MeTp, MpHONMM3UTENHFHO 2 MeTpa,
NpUONU3UTENBHO 3 MeTpa, MNpHONM3HTENBHO 4 MeTpa, NPUOIM3UTENBPHO S METpOB,
NpUONU3UTENNBHO © METPOB, NPUOTU3UTENBPHO 7 METPOB, NPUOIM3UTENBPHO 8 METpOB,
npubnusutensHo 9 Merpos, npudmmsurenbHo 10 merpos, npubnmsutensHo 11 MeTpoB,
npubnusutensHo 12 metpos, mpubmusutenbHo 13 MeTpoB, mpubnusutenbHO 14 MeTpOB,
npubnusutensHo 15 merpoB, mpubnusurensHo 16 MerpoB, mpubnusutenbHo 17 MeTpoOB,
npubnusutensHo 18 merpos, mpubnusurensHo 19 MmerpoB, npubnuszutenbHo 20 METpPOB,
npubnusutensHo 21 merp, mnpubnusurtenvHo 22 MeTpa, NpuOnM3uTeNnbHO 23 MeTpa,

npubnu3uTeNnbHO 24 Merpa, NpHONM3UTENbHO 25 MeTpoB, NPUOIU3UTENBHO 26 METpOB,
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npubnusuTensHo 27 MeTpoB, NpuOMM3NUTENbHO 28 MeTpoB, NpUONU3UTENbHO 29 METpOB,
npubnusutensHo 30 MerpoB, mnpubmusutensHo 31 Merp, npubnusurensHO 32 MeTpa,
npubnusutensHo 33 Merpa, NpHOIM3HTENbHO 34 MeTpa, NpUONU3UTENBHO 35 METpOB,
npubnusutensHo 36 MeTpoB, mnpuOnM3uTeNnbHO 37 MeTpoB, HpuOnu3uTeNnbHO 38 METpOB,
npubausutensHo 39 wmerpoB, mnpubnusurensHo 40 MeTpo, mnpuOmusuTensHO 41 Merp,
npubausutenvHo 42  Metpa, npubnamsuTensHO 43  Merpa, mnpubmmsurensHo 44 Mmerpa,
npubnusuTenbHo 45 MeTpoB, mnpuOnu3uTenbHO 46 MeTpoB, NpUONM3UTENbHO 47 METpOB,
npubnusuTensHo 48 MeTpoB, mnpuOnu3uTenbHO 49 MeTpoB, npubMM3UTENbHO S50 METpOB,
npubnusutensHo  S1  merp, mnpubnmsurtenvHo 52 Merpa, mnpuOnusHTeNnbHO S3  Merpa,
npuOIU3NTENbHO 54 Merpa, NpUONM3UTENBHO S5 MeTpoB, NPUOIUUTENBPHO 56 METpOB,
npuOIU3NTENbHO 57 MeTpoB, NPUONM3UTENBHO 58 MeTpoB, NpPUONU3HUTENBHO 59 METpOB,
npubnusuTensHo 60 MeTpoB, mnpubmusuTenbHo 61 Merp, npubnusuTeNnbHO 62 MeTpa,
npubMu3uTeNnbHO 63 Merpa, npuOIM3HTENbHO 64 MeTpa, NpUONU3UTENBHO 65 METpOB,
npUONU3UTENBHO 66 MeTpOoB, NPUONU3UTENBHO 67 METPOB, NPUONU3UTENBHO 68 METpOB,
npubnusuTensHo 69 wmerpos, npubnusutTensHo 70 MerpoB, npubmusuTensHo 71 Mmerp,
npuOMU3NTENbHO 72 MeTpa, NpUOMM3UTENbHO 73 MeTpa, NpHOIM3HTENbHO 74 Merpa,
NpUONU3UTENBHO 75 MeTpoB, NPUONM3UTENBHO 76 METPOB, NPUONU3UTENBHO 77 METpOB,
npubnusuTensHo 78 MeTpoB, mpuOmm3uTenbHO 79 MeTpoB, mpubnusutenbHo 80 METpOB,
npubnusutensHo 81 wmerp, mnpubnusurenvHo 82 Merpa, mnpuOnmsurensHO 83  Merpa,
npubnusutensHo 84 wmerpa, npuONIM3UTENBHO 85 MeTpoB, npuOIM3UTENHEHO 86 METpOB,
npubnusutensHo 87 MeTpoB, mnpubnusutenbHo 88 MeTpoB, mpubnuzuTeNnbHO 89 METpOB,
npubnusutensHo 90 MerpoB, mnpuOmusuTensHo 91 Merp, npubnusurensHo 92 Metpa,
npubmusutenvHo 93  Merpa, npuOIM3uTeNnbHO 94 Merpa, NpPUOIM3UTENBHO 95 MeETpoB,
npubIM3uTeNbHO 96 MeTpoB, NpuOMM3UTENbHO 97 MeTpoB, HPUOIM3UTENBHO 98 MeTpos,

npubaM3uTeNsHO 99 MeTpoB uik npudausuTesnsHo 100 MeTpos.

B HekoTOphIX BapHMaHTAaX OCYIIECTBJICHHS JICYEHHE AHTUTEJIOM, PACKPBITBIM 37€Ch,
npuBOANT K yBenuueHutro OMWD nist manuenTa Ha 1o mMeHbinel mepe 1%, mo MeHbinel mMepe
2%, no meHblei Mepe 3%, o meHbleit mepe 4%, no MeHbinel Mepe 5%, O MEHbIIEH Mepe
6%, no mMeHbine Mepe 7%, o MeHblue Mepe 8%, 1o MeHbluel Mepe 9%, Mo MeHbLIelH Mepe
10%, o menbiueit mepe 11%, no menblieit mepe 12%, no menbineir mepe 13%, mo MeHbLIeH
mepe 14%, no menbwel mepe 15%, no menbwedt mepe 16%, nmo menbwedr mepe 17%, mo
Menbluel mepe 18%, no menblineit mepe 19%, no menbieit mepe 20%, no menblueit mepe 21%,
no MeHblueil Mepe 22%, no meHblueil Mepe 23%, no MeHbluel Mepe 24%, no MeHblleH Mepe
25%, no meHbliel Mepe 26%, o meHbluel mepe 27%, no MeHbluel Mepe 28%, 1Mo MeHbLIeH
Mepe 29%, no menbwel mepe 30%, no menbluedt mepe 31%, mo meHbwed mepe 32%, Mo
MeHbliel Mepe 33%, no meHblueil Mepe 34%, no MeHblueil Mepe 35%, o MeHblel mepe 36%,
no MeHblued Mepe 37%, no Menbluel Mepe 38%, no MeHblueilt mepe 39%, Mo MeHbLIeH Mepe
40%, no menblieit mepe 41%, no menbleil Mmepe 42%, no MeHbluel Mepe 43%, Mo MeHbLIEH
mepe 44%, no menbliel mepe 45%, no MeHbluel mepe 46%, no menblued mepe 47%, mo

MeHblIel mepe 48%, no menbleit Mmepe 49%, no menblueit mepe 50%, no menblueit mepe 51%,
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1o MeHblueil Mepe 52%, no meHbluell Mepe 53%, no MeHbluell Mepe 54%, no MeHbIIEH Mepe
55%, no menblueit mepe 56%, no meHblieil Mepe 57%, o MeHblel Mepe 58%, MO MeHbLIeH
Mepe 59%, no menbleln mepe 60%, no mMeHbluel mepe 61%, no meHbluelt mepe 62%, mo
MeHblIel mepe 63%, no menblel Mepe 64%, no menblueilt Mepe 65%, no MeHblei Mepe 66%,
1o MeHblneil mepe 67%, no MeHbiueit Mmepe 68%, o MeHbinel mepe 69%, MO MeHbIIEH Mepe
70%, no menbiueit mepe 71%, no meHsblueit mepe 72%, o mMeHblied Mepe 73%, 10 MeHblIeH
mepe 74%, no menblueil Mepe 75%, no MeHbliel mepe 76%, mo meHslueil mepe 77%, mo
MeHbluel mepe 78%, o menbineit mepe 79%, no menbineit mepe 80%, no menbiueit mepe 81%,
no MeHbluei Mepe 82%, no meHbluell Mepe 83%, no MeHbluel Mepe 84%, o MeHbIIEH Mepe
85%, no menbiue mepe 86%, no MeHbluet mepe 87%, no meHblueil Mepe 88%, MO MeHbIIeH
Mepe 89%, no menbwel mepe 90%, no menbwed mepe 91%, nmo meHbledn mepe 92%, mo
MeHbluel mepe 93%, no menbinei mepe 94%, no menblieit mepe 95%, no meHblueit mepe 96%,
1o MeHblieit mepe 97%, no menblieil Mmepe 98%, no menblueil Mmepe 99% unu no MeHblIelH Mepe
100%. B HexoTOpBIX BapHaHTax OCYIIECTBIEHHs B HEKOTOpBIX BapuaHTaX OCYILIECTBJIECHHUs
JICYCHUE AHTUTENIOM, PACKPBITBIM 371€Ch, MPUBOAUT K yBenudeHutro 6MWD nns nanuenTta Ha
npubnusutensHo 1%, mpubmusurensHo 2%, npubnusutensHo 3%, mpubnusutensHo 4%,
npudmmsuTensHo 5%, mpubmmsutensHo 0%, mpudausuTenbHo 7%, npudbmusuTenbHo 8%,
npubnusutensHo 9%, npudmmsurensHo 10%, mpuOmmsurensHo 11%, npubmmsurensro 12%,
npubnusutensHo 13%, mpubmusurensHo 14%, npudmmsurensao 15%, npubmusurensHo 16%,
npubnusutensHo 17%, npubnusurensHo 18%, npubmmsurensro 19%, npubnusutensHo 20%,
npubnusutensHo 21%, mpubnusurtensHo 22%, npubamsurenbHo 23%, npubmusutensHo 24%,
npubnusutensHo 25%, npubnmsurensHo 26%, npubausurenvHo 27%, npubnusurtensHo 28%,
npubmusutensHo 29%, npubausurensHo 30%, npudnusurensHo 31%, npubmusurensHo 32%,
npubausutensHo 33%, npubausurenbHo 34%, npudnusurensHo 35%, npubausurensHo 36%,
npubausutensHo 37%, npubnusurenbHo 38%, mpubdmmsurensHo 39%, mpubmusurensHo 40%,
npubnusutensHo 41%, npubnusurensHo 42%, npudamsurenabHo 43%, npubmusutensHo 44%,
npub3uTeNbHO 45%, npubausutenbHo 46%, npudbnusureabHo 47%, npudnusutensHo 48%,
npubnusuTensHo 49%, npudmusurensHo 50%, npudmmsurensHo S1%, npubmusurensHo 52%,
npubnusuTensHo 53%, mpubnusutenbHo 54%, npudamsurenabHo 55%, mpubmusutenbHO 56%,
npubnusuTensHo 57%, npudmusutenbHo 58%, npubmmsurensHo 59%, nmpubmusutensHo 60%,
npubnusuTensHo 61%, mpubnusurtensHo 62%, npudiamsurensHo 63%, mpubausuTeabHO 64%,
npubnusuTensHo 65%, mpuOnusuTenbHo 66%, npudam3uTenapHo 67%, mpudbau3uTensHO 68%,
npubnusutensHo 69%, mpudnusurtensHo 70%, npudmmsurensro 71%, nmpubmusutensHo 72%,
npubnusutensHo 73%, npuOnusutenbHo 74%, npubmmsurensHo 75%, nmpubmusutensHo 76%,
npubnusuTensHo 77%, npudmusurensHo 78%, npubmmsurensro 79%, npubmusutensHo 80%,
npubnusutensHo 81%, mpubnusurtensHo 82%, npudmmsurensHo 83%, mpubmusutensHO 84%,
npubnusutensHo 85%, mpubmusurtenbHo 86%, npudmmsurensHo 87%, nmpubmusutensHO 88%,
npubnusutensHo 89%, mpubmmsurensHo 90%, npubausurenvHo 91%, nmpubnusurtensHo 92%,
npubnusutensHo 93%, mpubnusurtenbHo 94%, npudmmsurenbHo 95%, npubnusutensHO 96%,

npubnusutensHo 97%, npubnusurensHo 98%, npubnuzurensHo 99% wuaM MPUONIU3UTENBHO
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100%.

B HEKOTOpBIX BapHaHTax OCYILNECTBJICHHs JICYEHUE AHTUTEIOM, PAaCKPBITBIM 3€Ch,
MPUBOAUT K YBEIUYECHUIO NMPOJOLKUTENIBHOCTH CYIECTBOBAHUS MMALIMEHTa HAa 110 MEHbIIEH Mepe
1 Mmecsau, mo MeHblIel Mepe 2 Mecsla, MO MeHblIel Mepe 3 Mecsiua, Mo MeHblieil mepe 4
Mecsla, MO MEHbIIeH Mepe 5 MecsALEeB, N0 MeHblel Mepe 6 MecsleB, IO MeHbluel Mmepe 7
MeCsLIeB, IO MEHbLIEH Mepe 8 MecsleB, 0 MeHblIel Mepe 9 Mecsues, Mo MeHbluel mepe 10
MecsILeB, 110 MeHbllei Mepe 11 mecsues, mo MeHblIeil Mepe 12 Mecsues, Mo MeHbLIeH Mepe 13
MecsILeB, 110 MeHblIIelH Mepe 14 Mmecsues, Mo MeHblnel Mepe 15 mecsies, o MeHblIei mepe 16
MecsIeB, [0 MeHblIIel Mepe 17 Mecsues, Mo MeHblnel Mepe 18 mecsies, Mo MeHblei mepe 19
Mecs1eB, Mo MeHbluel Mepe 20 mecsies, Mo MeHblneld Mepe 21 Mecsl, mo MeHblueill Mepe 22
Mecslla, M0 MEHbIIEeH Mepe 23 MecAla WId N0 MeHblell mepe 24 mecaua. B HekoTopeIxX
BAapUAHTaX OCYLIECTBJICHHUs JICUEHUE AHTUTEJIOM, PACKPBITBIM 34€Ch, IPUBOAUT K YBEJIUYEHUIO
NPOOJLKUTEIBHOCTH CYIECTBOBAHMS MMALMEHTA HA MPUOIN3UTENBHO 1 MecsL, MPHOIU3UTENBHO
2 mecsua, TpUOTU3UTENBHO 3 Mecsna, MPUOIU3UTENBHO 4 MecsIa, MPUOIU3UTEIBHO 5 MECSLEB,
NpUOM3UTENNBHO 6 MeCSIeB, NPUONU3UTENBHO 7 MeECSIeB, NPUONHU3UTENBHO 8 MeECSIEeB,
npubnusuTensHo 9 Mecsues, npuOmusutenbHo 10 MecsiueB, npubmmsurensHO 11 Mecsues,
npubnusutensHo 12 Mecsues, npuOnIM3uTeNnbHO 13 MecsueB, nMpuUOIM3UTENbHO 14 MecsIes,
npubnusuTensHo 15 Mecsues, npuOnm3uTensHO 16 Mecsues, npubau3uTenbHO 17 Mecsues,
npubnusutensHo 18 mecsues, npuOnmsurensHo 19 mecsaue, npubnusutenpbHo 20 MecsIeB,
npubnusutensHo 21 mecsn, npubnusutenbHo 22 Mecsna, NpuONM3MTENnbHO 23 Mecsna
npuOIU3NUTENBHO 24 MecsLa.

B HExOTOpBIX BapHaHTax OCYLIECTBJIECHUS JICUCHHE IPEKPALIaeTCss A IMalueHTa ¢
OIHMM HJIH OOJee U3 CIENYIOUNX COCTOSHUIM:

- NT-proBNP >8500 nr/min mmu NT-proBNP <1800 mir/mun i >8500 nir/mur,

- Tpononun-T <0,03 ur/min unu <0,025 Hr/mi,

- dFLC < 18 mr/n;

- AGcomoTHOE Konn4ecTBO HelTpoduioB (ANC) <1,0x10%/x;

- Komuectso tpomGouuTtos <75x10%/1;

- I'emornobun <9 r/m;

- O0wmwuit OnnmmupyOun > 2-kpaTHOi (2X) BepxHe rpaHunbl HOpMbl (XULN);

- AcnapratamuHoTpaHcdepaza (AST)/cbIBOPOTOUHAS TIyTAMHHOBAS LIABEJIEBOYKCYCHAS
tpancamuHaza (SGOT)>3xULN,;

- AnanmHamuHoTpaHncdepaza (ALT)/cbiBOpoTOYHAs TIyTAMHHOBAsE MUPOBHHOTPAIHAS
tpancamunasa (SGPT) >3xULN;

- [llenounas pocdaraza (ALP) >5x ULN;

- PacuerHas CKOpocTh KiyGoukosoii duisrpammn (eGFR) <30 wmu/mun/1,73

k4
COTJIACHO YPABHEHHMIO paboyeil Trpymnmbl MO HCCIENOBAHMIO STHAEMHOJIOTUH XPOHHYECKHX
3aboneBanmii nouek (CKD-EPI);

- Cucronmueckoe aprepuaibHoe AasieHue cuast <90 wim >180 MM pr. cTonba;

- Paccrosaue, nmpoxogumoe BO Bpemsi 6MWT, cocraBnser <30 merpoB wim >550
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METPOB,;

- ITomeepraercs ASCT (ayTOJOrHYHON TPAHCIUIAHTALMH CTBOJIOBBIX KJIETOK) WU
TPaHCIIAHTALMH OPraHa,

- UudapkT Muokapna, HEKOHTPOJIUPYyeMasi CTEHOKAPAMs, TsKeJble HEKOHTPOIUPYEMbIe
ey JOUKOBBIE apUTMUU WK 3NeKTpokapauorpadpuueckue (OKI') npusHaku ocTpoit uiemuy;

- Tsokenblii CTEHO3 KiamaHa (HAmpUMep, AOPTAJbHBIA MM MUTPAJbHBIA CTEHO3 C
100 KianaHa <1,0 CM2) WJIH TSDKEINbIN BPOXKAEHHBIN MOPOK CepALia

- OKTI'-npu3Haku OCTPOH WIIEMUW WM aHOMAJMN aKTUBHOW MPOBOASIIEH CHUCTEMBI, 32
UCKJTIOUeHHeM JIro0oro u3 cuenyroomero. AB-Omokanbl (aTpHOBEHTPUKYJSIPHOW OJIOKAIbI)
nepBoil crenenu, AB-Onokansl Bropoit crenenn tuna 1 (tunma 1 MoOutna/tuna Benkebaxa),
OMokanbl TPaBOW WM JIEBOM HOXKH Tnydyka Iuca u (QuOpwusiqum mnpencepauii ¢
KOHTPOJIMPYEMON  4YaCcTOTOH  COKpAIIEHWH  JKETyAO4YKOB (HEKOHTpPOJNUpyeMash  dYacToTa
COKpalieHui keny1oukoB [>110 yoapoB B MUHYTY| HE AOMYCKAETCS [OMPEAENIeTCs] B CPEAHEM
IO TPEM yzaapam B oTBeneHuH 1 unm no Tpem penpe3eHTaTUBHBIM yaapam, ecnu orseneHue Il e
sABIsieTCs penpe3eHTaTuBHbIM 1711 DK B nienom));

- llepudepuueckas HeBpomaTws, ouUeHeHHas 1o OOMmHMM TEPMHHOJOTHYECKUM
KkputepusiM nobousbx 3¢ dexro HanmonaneHoro nncruryra paka (NCI-CTCAE) kak creneHb
2 ¢ 00JIbIO, CTENIEHD 3 MU CTENEHD 4;

- AKTHUBHOE 3JIOKQYeCTBEHHOE HOBOOOpa3OBaHHE, 3a HCKIIOYEHHEM JIF00Ooro us3
CIIEAYIOLIEr0: B JOCTATOYHONH Mepe NPOJIeYeHHOro 0a3aJbHOKIETOYHOH KapIMHOMBI,
IUTOCKOKJIETOYHOTO paka HJIM paka IIeWKH MaTKH in situ, B JTOCTATOYHON Mepe MPOJEUEHHOTO
paka craguu I, B pesynprare yero CyOBEKT B HACTOslIee BpeMs HAXOOUTCA B PEMUCCHH U
HAXOIWICS B PEMHUCCHM (HampuMep, B T€UEHUE 2 JIeT), PaK NMPEeACTATEeNbHON >Keyle3bl HU3KOTOo
pucka ¢ OuUeHKoW mo mkajge ['nmucoHa <7 u crneuuuyuecKuM Ui TPEACTaTeNbHOW JKeJe3bl
anTureHom <10 wmr/mi, a Takke JHOOOro APYroro paka, OT KOTOpPOro cyObekT Oosbine He
cTpanaet (Hampumep, B TeUeHUE >2 JIeT);

- DNMJIeNCUsl WM CYIOPOKHBIE TPUCTYIIBL, 3a HCKIOYeHHEM (GeOpHibHBIX CYIOpOr Y
neTen.

[Monxonsimue aHTUTENa, COCTaBbl U CXEMbl JIEYEHHUS M COCOOOB M TPUMEHEHUH,
PACKPBITHIX 31eCh, OoJiee MOAPOOHO OOCYKIAFOTCS HIKE.

III. AuTUTeNa

CriocoObl 1O HAcTOSIEMY HM300PETEHHIO BKJIOYAIOT BBEACHUE MALEHTY AHTUTENA,
KOTOpOe CHenu(UUecKu CBsS3bIBAETCS C JIETKOM Lenmbpl0 UMMyHornoOynuHa. IIpumepst
BKJIFOYAKOT AHTUTENA, KOTOpble KOHKypUpyrT ¢ 11-1F4 3a cBs3biBaHHE C JIETKOH LENBIO
UMMYHOTJIOOYJIMHA, W aHTUTENa, KOTOpble KOHKYpUPYIOT ¢ 2A4 umm 7D8 3a cBsi3piBaHuE C
NEeNTUAOM aMHJIOUAOM A YeJIOBEeKa WM CHelU(UIECKU CBI3bIBAIOTCS C TEM K€ THTOIIOM, YTO U
11-1F4 (marent CIHA c Ne 8105594), 2A4 wumu 7D8 (marentsr CHIA c Ne 7928203). B
HEKOTOPBIX BapHAHTAaX OCYIIECTBJIICHUS AHTHUTENO IPEACTaBJSET COOOW T'yMaHU3UPOBAHHBIH
BapuaHT 2A4. B HEKOTOpBIX BapHaHTax OCYLIECTBIEHUs AHTHUTENO MPENCTaBIsAET COOOM

XUMEpHBIN WM ryMaHu3upoBaHHbIN BapuanT 11-1F4, Takoi kak, Hanpumep, Ch mAb 11-1F4,
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CAEL-101. B HeKOTOpBIX BapHaHTaX OCYIIECTBICHUS aHTHTEJIO MPEACTABIsieT COOOH aHTHUTETIO,
packpsitoe B US20190038745A1, US20200002410A1 u US10046050. B HekOTOpBIX BapHaHTax
OCYILECTBIIEHHSI AaHTUTENIO COAEPKUT BapUabeNbHYI0 OOJNACTh JIEKOW LEMNH, COAEP KAyl TPU
ONpeneNsAIUe KOMIUIEMEHTAPHOCTh y4dacTka, npeacTtaBieHHbx kak SEQ ID NO:3, 4 u S5, u
BapualeNbHYI0 00JIACTh TSKEJON LM , COAEPIKAINYIO TPU ONPEASIIOUINX KOMILUIEMEHTAPHOCTh
yuacTka, npeacrasieHHbIx kak SEQ ID NO:6, 7 u 8. B HeKOTOpBIX BapHaHTax OCYIIECTBIEHUS
BapualenpHast O0JNACThb JIErKOH LeNmM BKJIIOYAET AMUHOKUCJIOTHYIO IIOCJIEOBATENBbHOCTb,
npexacrasieHnyo kak SEQ ID NO:1. B HeKOTOpbIX BapuaHTaX OCYIIECTBJICHHUS BapHadeIbHast
00J1acTh TSDKEJIOH LEeNH BKJII0YAeT aMUHOKHUCIIOTHYIO TOCJIEIOBATEIbHOCTD, MPEACTABICHHYIO
kak SEQ ID NO:2.

B gpyrux cnocobax aHTUTENO COIEPKUT BapualOeabHbie OOJNACTH JIETKOH Wenu |
TSDKEJIOW 1M MBIIIUHOTO, XUMEPHOrO WM T'YMaHH3UPOBAHHOTO aHTUTeNna 2A4 wim
MBILIMHOTO, XUMEPHOI'O U I'YMaHU3UpOBaHHOro aHTurena 7D8, kak onucano B natente CIIIA
¢ Ne 7928203 u mexxnynapoanoii nydnukarun PCT ¢ Ne WO 2009/086539, kaxknast U3 KOTOPBIX
MOJTHOCTBIO BKJIFOYEHA CIOJ]a TMOCPENCTBOM CCBUIKHM, M TIOCJIEAOBATEIbHOCTH BapHaOENbHBIX
o0xacTeil erkol Lenu W TsOKENOW LeN, ONMCAHHBIE B YKA3aHHOM NATEHTE M MyOJUKALNH, B
YaCTHOCTH, BKJIFOUEHBI CIO/Ia MOCPEACTBOM CChlIKU. HekoTopble cocTaBbl ISl PACKPBITBIX 3/1€CH
cniocoboB onmcanel B nareHte CIIA ¢ Ne 9089529 u mexnynaponnoit nyomukarun PCT ¢ Ne
WO 2013/063284.

B HekOTOpBIX BapuaHTaX OCYLIECTBJICHUs AHTUTENO CONEPXKUT JIETKYIO LeMb,
BKJIFOUAIO Y0 AMUHOKHCIOTHYIO MOCIEA0BATENBHOCTD, MpeacTasieHHyo kak SEQ ID NO:10, u
TSDKEJIYHO LeTb, BKJIIOYAOLIYI0 aMUHOKHCJIOTHYIO IOCIENOBATENbHOCTD, NMPEACTABICHHYIO KaK
mobas m3 SEQ ID NO:11-13. Hanpumep, aHTUTENO MOXET COAEPXKAThb JErKYl Lellb,
BKJIFOYAIOLIYI0 aMHHOKUCIIOTHYIO ITOCNIEA0BATENBbHOCTD, npencrasienHyto kak SEQ ID NO:10, u
TSKEIYH0 LeTb, BKJIIOYAKOLIYI0 aMUHOKHCJIOTHYIO MOCIENOBATENbHOCTD, MPEACTABICHHYIO KaK
SEQ ID NO:12. AHTUTEN0 MOKET BKJIFOYATh UM HE BKJIFOUYATh JIMJAEPHBIE MOCIEA0BATEIbHOCTH
YKa3aHHBIX BBIIIE AMHHOKHCIOTHBIX IIOCJIEOBAaTEIbHOCTEH JIeTKOW U Tshkenoil unenu. B
HEKOTOPBIX BAapUAHTAX OCYINECTBJIICHUS AHTUTENIO TMpEACTaBisieT coboi Ouprammumad
(peructpanmonnsiii Homep CAS 1608108 91 3).

B npyrux cnocobax aHTuTENO TIpencTanisier coboli parmeHT anturena 2A4 wiu 7D8, B
TOM YHCJIE UX XHMEPHbIE M T'YMaHU3WPOBaHHbIE BapuaHThI, Takoi kak Fab-¢parment, Fab'-
¢parment, F(ab'),- ¢pparment, F(ab)c, Dab, nanoreno nmu Fv. Kak moppoGree oOcyxnmaercs
HIKE, aHTUTEJIO MOXKET BBOIUTHCS B BUE (DapMaLieBTHUECKOTO COCTABA.

1V. ®apmanieBTHYECKHE COCTABbI U NPOAYKTHI

B HEKOTOpBIX BapHaHTax OCYIIECTBJICHUS, PACKPBITBIX 3/1€Ch, AHTUTENO MOXKET
BBOJIUTBCSI TALMEHTy B BHAE (apMaleBTHUECKOIO COCTaBa, HAINpPUMEP, COAEPIKALIEro B
JOTIONIHEHNE K aHTHUTENy THCTHAWHOBBIN Oydep, Tperano3dy u momucopbdbar 20. B HekoTOphIX
TAKUX COCTaBaX, HCIIOJIb3YEMbIX B CIOCO0Ax, OMHMCAHHBIX BBIIIE, AHTHUTEJO NPHUCYTCTBYET B
KOHIIEHTPALMM B AMana3zoHe oT mpudbmausutenpbHo 1 mr/mia no npubnusutensHo 100 mr/mi

TUCTUAUHOBBIN Oy(ep MpUCYTCTBYET B KOHIICHTPALIMH B AUANa30He OT MpuoOan3uTenbuo 20 MM
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no mpubmmsurensHo 30 MM; Tperano3a NPHUCYTCTBYeT B KOHLEHTPALMU B JWANa30HE OT
npudmmsuTensio 210 MM o mpubmmsurensHo 250 MM, mosmmcopdatr 20 TpPUCYTCTBYET B
KOHLIEHTpalui B AuanazoHe oT mnpudbmusutenbHo 0,005% npo mpubmusurensHo 0,05% (B
BECOBOM OTHOIIEHUN); 1 pH HaxoxuTcs B [uana3oHe OT NpUOIU3UTENBHO 6 10 MPUOIU3UTENBHO
7. HexoTtopble NOIXOASIIME COCTaBbl ISl CIIOCOOOB, PACKPBITBIX 371€Ch, OMHUCAHBI OoJee
noapoOHO HUKE.

B HekOTOpBIX COCTaBaX AHTUTENO MPHUCYTCTBYET B KOHLIEHTPALMM B JUANA30HE OT
npubIU3NUTENbHO S5 MI/Mi 10 npubnusutensHo 100 mr/min. B HEKOTOpBIX COCTaBaX aHTHTENO
NPUCYTCTBYET B KOHIIEHTPALUHU B AMANA30HE OT NPUOJM3UTEIBHO 5 MI/MII 1O MPHOIU3UTENBHO
15 mr/mn. B HEKOTOpPBIX COCTaBax AHTUTENO MPUCYTCTBYET B KOHLEHTPALMH B JHUANA30HE OT
npubIu3uTeNbHO 25 Mr/mi o npubnmsurenasHo 75 mr/mi. Hampumep, aHTHTENO MOXKET
NPUCYTCTBOBATh B KOHLEHTpALMH, COCTaBitomeidl npubmusurensHo 10 mr/mon,  wim
NPUCYTCTBOBAaTh B KOHLIEHTPALMH, COCTaBISOIEH mnpuOmmsutenbHo S0 Mr/min. AHTUTENO
MOJKET MPHUCYTCTBOBATh B CTEPHJIBHOM JKUIKOH JIEKApCTBEHHOH (opme OT mpuOIM3uTENsHO S0
mr/¢akon no npubmusurenbHo 500 mr/¢nakoH unu Oonbme. HampuMep, aHTHUTENO MOXKET
NPUCYTCTBOBAaTb B CTEPHJIbHOW JKUIAKOW JieKapcTBeHHOW (opme mnpubnusutensHo 100
mr/¢iakoH. B apyrom HeorpaHHYMBAIOIEM MPHUMEPE AHTHTENO MOXKET OBITh MPEICTABICHO B
BUZE CTEPIJIbHOW JTHO(DHIN3UPOBAHHON JIEKapCTBEHHON (POPMBI, BIAroconepskaHue KOTOPOH
MO>KHO BOCCTAaHOBHUTb C IIOMOIIBI0 CTEPUJIBHOM SKUAKOCTH C IOJyYEHHEM JIEKapCTBEHHOM
¢dopmbl npubnmsurensHo 500 mr/¢gakoH. B apyroMm HeorpaHW4HMBaKOIEeM MPUMEPE aHTHUTENO
MOJKET OBITh MPEACTABICHO B BUAE CTEPUIbHON JTHO(UIN3UPOBAHHON JIEKApCTBEHHOH (OPMBI,
BJIAroCo/Iep>KaHie KOTOPOH MOKHO BOCCTAHOBHTD € MOMOIIBIO CTEPUIIBHOM JKUIAKOCTH 00BEMOM
npubnu3uTenbHO 10 MIT UTst ONTy4ueHHst IeKapCTBeHHON (POpMBbI MpHOIM3UTENbHO SO Mr/mit uinm
npubansutensHo 500 Mr/diakoH.

AHTHTENa, HCHONb3YeMble B PACKPBITBIX COCTaBaX, MOTYT OBITb COEIUHEHBI C
TeparneBTUYECKUM KOMIIOHEHTOM, TaKUM KaK ITUTOTOKCHYECKHH areHT, paauoTeparneBTUYeCcKuil
areHT, UMMYHOMOJIYJISITOP, BTOPOE aHTUTENO (Hanmpumep, ¢ 00pa3oBaHUEM I'eTepPOKOHBIOTATHOTO
AHTHTEJIA) WK JTIFOOBIM JPYTUM OMOJNIOTHYEeCKH aKTUBHBIM ar€HTOM, KOTOPBIH CIIOCOOCTBYET HITH
YCHJIMBAET aKTUBHOCTH(b) XMMEPHOT'O MJIM T'YMaHU3UPOBAHHOTO aHTUTENA 2A4 MM XUMEPHOTO
WM TyMaHU3UPOBAaHHOro antutena 7D8. PempeseHTaTHBHBIE TEPaneBTUYECKUE KOMIIOHEHTBI
BKJIFOYAOT areHT, KOTOPBIH, KaK U3BECTHO, MPUMEHUM IS JICUSHHsI, KOHTPOJISI UJIH O0JIerdeHust
aMIJIOMHOTO 3a00JIEBAHHSI T CHMIITOMOB aMIJIOMTHOTO 3a00JI€BaHUs.

Tepaneprudyeckne KOMIOHEHTBI W/ TOAAAIOIINECs OOHAPY)KEHUIO BEIIECTBA MOTYT
OBITH COEAMHEHBl WM KOHBIOTHPOBAHBI HEMOCPEACTBEHHO C MBIIIMHBIM, XHMEPHBIM HIIH
I'YMaHU3UPOBAHHBIM AHTUTENOM 2A4 WM MBILIMHBIM, XHMEPHBIM WM T'yMaHU3UPOBAaHHBIM
aHTUTeNIoM 7D8, MM ONMOCPENOBaHHO, Yepe3 MPOMEKYTOYHOE COeUHEHNe (HapuMep, JIMHKEP),
UCTIONB3YsI U3BECTHBIE B JAHHOHN 00JacTH TeXHUKHU MeToabl. CMoTpuTe, HarpuMep, Arnon et al.,
"Monoclonal Antibodies For Immunotargeting Of Drugs In Cancer Therapy”, in Monoclonal
Antibodies And Cancer Therapy, Reisfeld et al. (eds.), pp. 243-56 (Alan R. Liss, Inc. 1985);
Hellstrom et al., "Antibodies For Drug Delivery", in Controlled Drug Delivery (2nd Ed.),
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Robinson et al. (eds.), pp. 623-53 (Marcel Dekker, Inc. 1987); Thorpe, "Antibody Carriers Of
Cytotoxic Agents In Cancer Therapy: A Review", in Monoclonal Antibodies 84: Biological And
Clinical Applications, Pinchera et al. (eds.), pp. 475-506 (1985); "Analysis, Results, And Future
Prospective Of The Therapeutic Use Of Radiolabeled Antibody In Cancer Therapy", in
Monoclonal Antibodies For Cancer Detection And Therapy, Baldwin et al. (eds.), pp. 303-16
(Academic Press 1985), and Thorpe et al., Immunol. Rev., 1982, 62:119-58.

AHTUTENa,  UCHOJB3yeMblE B PACKPBITBIX  COCTAaBaX,  TakXe  BKJIHOYAIOT
MOIU(PHUIIMPOBAHHBIE (POPMBI MBILIMHBIX, XHMEPHBIX UM T'YMAaHU3UPOBAHHBIX aHTHTET 2A4 UK
MBILIHUHBIX, XUMEPHBIX WM T'YMaHU3UPOBAHHBIX aHTUTeN 7D8, KOTOpble UMEIOT yBEIUYEHHOE
BpeMsl TOJIY’)KU3HH 1N VIVO MO CPaBHEHUIO C COOTBETCTBYIOIIUMH HEMOAM(DHIIMPOBAHHBIMU
anturenamMu. Takne monupuuupoBaHHbIE (POPMBI MOTYT OBITH MOJYYEHBI, HANPHUMEpP, MyTEM
TJTUKO3MIIMPOBAHMS, ALETHJIMPOBAHUS, NMETWIMPOBaHUs, (POochOopuInpoBaHUs, aMUAMPOBAHUS,
JIepUBaTH3aLMd  C  HCIOJNB30BAHUEM  M3BECTHBIX  3AIIUTHBIX/OJIOKMPYIOIIMX  [PYIIIL,
MPOTEOJIUTHUECKOTO PACIIETUIEHHS], CBA3BIBAHUS C KJIETOYHBIM JINTAHIOM HMJIH IPYTUM OEITKOM H
T.A. Hampumep, pemnpe3eHTaTHBHBIE CIIOCOOBI YBEJIUYEHUS BPEMEHH IIOJNY)KU3HH AaHTUTEI
onucaHbl B MexxayHapoaHoi myoaukaun PCT ¢ Ne WO 02/060919.

I'mctuanHOBBIN Oydep MOKET MPUCYTCTBOBATh B HEKOTOPBIX COCTaBaX B KOHIIEHTPALIUH,
cocTaBysirole npubnusutenbHo 25 MM. B HEKOTOPBIX COCTaBax THUCTUAMHOBBIA Oydep
BKJrouaeT L-ructuane u moHoruapart L-ructunnaa HCl. Hanpumep, B HekoTOpBIX cocTaBax L-
TMCTHIMH TPUCYTCTBYET B KOHLIEHTpPAIMM B JAMANa3zoHe OT mnpuOimsurensHo 16 MM nmo
npubnusutensHo 22 MM, a moHoruapar L-ructuanna HCI npucytcTByeT B KOHLEHTpaLUU B
AuarnasoHe oT npuonu3nuTenbHo 4 MM o mpubnausuTensHo 8 MM.

B HEKoTOpBIX cocTaBax Tperajno3a MPUCYTCTBYET B KOHLEHTPALUH OT MPUOIU3UTETBHO
210 MM po mpubmusurensro 250 MM, Hampumep, cocrasisier npubiamsurensHo 230 MM. B
HEKOTOPBIX COCTaBaxX MCIONb3YETCsl APYTOil HEBOCCTAHABIMBAIOIIUN caxap, TAKOHU Kak caxaposa,
MaHHHUT UJTH COPOUT.

B HekoTophix cocraBax mosucopOar 20 MPUCYTCTBYET B KOHLEHTPALMU B AUAMA30HE OT
npubmmsutensio 0,005% no npubnuzurensHo 0,05% (B BECOBOM OTHOINEHHWH), HANpPUMEP
0,005%, 0,01%, 0,015%, 0,02%, 0,025%, 0,03%, 0,035%, 0,04%, 0,045% wumu 0,05%.
ANBTEPHATUBHO, B HEKOTOPBIX cocTaBax mnosucopdar 20 MpHCYTCTBYeT B KOHLEHTPALHH,
cocraBisitonieit npubdnusurensHo 0,05 r/m, 0,1 r/m, 0,15 r/n, 0,2 /0, 0,25 r/n, 0,3 r/n, 0,35 1/n,
0,4 r/n, 0,45 r/n wim 0,5 v/n. HekoTopble cOCTaBbl BKIFOYAIOT mosmcopdar 20 B KOHIEHTPALUH,
cocrasisirorei 0,2 /.

Hekoropeie coctaBbl xapaktepmyiorcs pH B auama3zoHe mnpuOIM3uUTeNbHO 6-7,
Hanpumep, umerT pH 6,0, 6,1, 6,2, 6,3, 6,4, 6,5, 6,6, 6,7, 6,8, 6,9 unu 7,0. HekoTopsie COCTaBbI
umeror pH, paBHpi npubmusurensHOo 6,5. Hekoropble COCTaBBI  XapaKTEPU3YIOTCS
OCMOTHYECKON KOHIIEHTpalMel pacTBoOpa, cocramisomed npudmmsurenbHo 300 mOcwm/kr. B
HEKOTOPBIE COCTAaBbI TAK)KE MOXKET OBITh BKJIFOUEH HAIMIOJHHUTEb.

Kak mpaBuio, cocTaBbl SIBJISIFOTCSI CTEPUJIBHBIMM, HAlpUMEp, UYTO AOCTUIAETCS IMyTEM

crepuin3auun  GuIbTpoBaHMEM ¢ wucronb3oBaHueM 0,2-mxM  unn 0,22-MkM  GuibTpa.
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PackpeiTbie 37€CH COCTaBBI Takke, Kak IPaBHJIO, CTAaOWIBHBI TPH 3aMOPAKUBAHUHM U
OTTaNuBaHUU.

HeoOs3aTenbHO, packphIThle 371€Ch COCTaBbl MOTYT, KPOME TOrO, COAEP)KaTb APYIHe
HAIIOJIHUTEINHN, TAKHE KaK Caxapuibl, IOJUOJBI U AMUHOKHUCIIOTHI (HapuMep, apruHuH, JTU3UH U
METHUOHHH).

Hacrosiiiee packpeiTe Tak:ke OTHOCUTCS K COCTaBaM, NMPAKTUYECKH HE COHAEpIKallue
NIOBEPXHOCTHO-aKTHBHOE BEIECTBO, HEOPraHWYECKUE COJIM, JOMOJHHUTENbHBIE caxapa W/Win
ApyTye HAMOJNHUTENH, T.e. comepxar MeHee npuOmmsurenbo 0,0005%, menee 0,0003% wu
Menee 0,0001% Takux COeTUHEHUH.

IIpuBOonUMBIIl B KauecTBe IpHUMeEpa COCTaB COMAEP)KUT AaHTHUTENO, COIEpiKallee JIErKyro
L[eNb, BKJIIOYAIOLIY0 aMHHOKUCIOTHYIO IMOCIEA0BaTEIbHOCTD, MpencrasieHHyro kak SEQ ID
NO:10, u TsKEeNyr LeNb, BKIIOYAKOUIYI0 aMHHOKHUCIOTHYIO  TOCJIEIOBATEIbHOCTD,
npeacrasieHHyo kak Jodas w3 SEQ ID NO:11, 12 umm 13, kOTOpO€ NPHUCYTCTBYET B
KOHLEHTPAIlMH, COCTABJSIOIIEN npuOmm3uTenbHo 50 Mr/myi, THUCTHOUHOBBIA — Oydep,
NPUCYTCTBYIOLIMHA B KOHLIEHTPALMH, COCTaBJBIOIEed mnpubmusutenbHo 25 MM, Tperanosy,
NPUCYTCTBYIOLIYIO B KOHIIEHTPALIUH, COCTABIsFOIIeH pubnusuTensHo 230 MM, nonmcopbar 20,
NPUCYTCTBYIOLIMHA B KOHLEHTPALMH, COCTaBIstoIel nmpubnusurensHo 0,2 1/71, a ero pH pasen
npuOIM3UTENIbHO 6,5. HekoTopbie COCTaBbI COmEpsKaT aHTUTENO, COIEprKallee JIETKYIO Ielb,
BKJIFOUAIOIIYI0 aMHUHOKHUCIOTHYIO MOCIEN0BATENbHOCTD, IIpenctasneHnyto kak SEQ ID NO:10, u
TSKEIYIO LeMb, BKJIIOYAOLIYI0 aMHUHOKHCJIOTHYIO IOCJIEA0BATENbHOCTD, NMPEACTABICHHYIO KaK
SEQ ID NO:12, xoTopoe mpHUCyTCTBYeT B KOHLEHTPALIUHU, COCTABIISIIOIIEH MPUOIU3UTEIbHO S0
MI/MJI, THCTUAMHOBBIH Oydep, NPUCYTCTBYIOIIMH B KOHIEHTPALMH, COCTaBIIAIOLIEH
npubnu3uTeNnsHO 25 MM, Tperanosy, NPUCYTCTBYIOIIYIO B KOHLIEHTPALUMH, COCTaBJIAIOLIEH
npubausutensHo 230 MM, nosmcopOat 20, MPUCYTCTBYIOLIHH B KOHIIEHTPALMH, COCTaBIISIOIIEH
npubmmsurtensHo 0,2 1/71, a ux pH pasBen npubimusurensHo 6,5. HexoTtopeie cocTaBel copepskar
OupTamMuMad, KOTOPBIH MPHUCYTCTBYET B KOHLIEHTPALMH, COCTABJSIOIIEH MpuONMM3uTeNnbHO S50
MI/MJI, THCTUIAMHOBBIA Oydep, MNPHUCYTCTBYIOIIUH B KOHIEHTPALUH, COCTaBJIIOLIEH
npubIu3uTeNbHO 25 MM, Tperanosy, NPUCYTCTBYIOIIYIO B KOHLIEHTPALMH, COCTABJIIOLIEH
npubnusuTensHo 230 MM, monucopOat 20, IpUCYTCTBYIOIIMH B KOHIIEHTPALIUH, COCTABIISIFOIIEH
npubnusutensHo 0,2 1/, a ux pH paBen npuOnm3nuTeNnbHO 6,5.

PackpeiThie 37€Ch CHOCOOBI BKIHOYANOT (hapMALEBTHUECKHE MPOAYKTHI, BKIFOUYAOLIHE
JIEKApCTBEHHOE BEIECTBO HAa OCHOBE JMO(PMIN3UPOBAHHOIO AHTHUTENA W WHCTPYKLHMU TI0
BOCCTAHOBJICHMIO  BJIarocojiep>kaHusi W IpuMeHeHuro. Hampumep, penpe3eHTaTUBHBIM
(dapManeBTHUECKUI MPOAYKT MOXKET BKJIIOUATh: (@) (irakoH, copepskamuid npudmmusurensao 100
Mr aHtutena B ¢opme mnopomka, (b) MHCTPYKIMM TIO BOCCTAHOBJIEHHIO BIIArOCOAEPKAHHS
aHTHUTeNa; W (C) MHCTPYKLUH MO MPUTOTOBJICHUIO BOCCTAHOBJIEHHOTO aHTHUTENA IJIsI MH(Y3HH,
npudeM (1) aHTUTENO COAEPIKUT JIETKYH0  IeMb, BKJIOYAIOIIYI0 aMHHOKHCIOTHYIO
MOCJIEIOBATENbHOCTD, TpeacTapieHHy0 kak SEQ ID NO:10, u Tsxkenyro Lemnb, BKIOYAIIIYIO
AMUHOKHUCJIOTHYIO TIOCJIEIOBATEIBHOCTD, MpencTaBieHHyro kak jgrodas u3 SEQ ID NO:12-15; u

(1) B MHCTPYKLHUSX IO BOCCTAHOBJIEHMIO TpeOyercs pa3BefeHUs BOAOH AN HMHBEKIHMH [0
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SKCTparupyeMoro oovema, paBHoro 10 mur

IV. CxeMmpbl JieueHus

Hcnonp3yemMble 37€Ch TEPMUHBI «JIEYUTb» U «JIEUEHUE» OTHOCATCS K OOJIErdYeHHI0 WU
YMEHBLIEHUI0 MHTEHCUBHOCTH OJHOTO WM Ooyiee CUMITOMOB WU 3((eKTOB, CBA3aHHBIX C
3a0oJeBaHIeM, PEIOTBPALICHUI0, THTHOUPOBAHHIO MJIM OTCPOYKE BOSHUKHOBEHUSI OTHOTO HIIH
6osnee cumnToMoB WK 3 dexToB 3a00NMeBaHUs, YMEHBIICHHIO TSUKECTU HIIM YacTOThI OJHOTO
win Oonee cuMnToMoB Win 3(dekToB 3a00neBaHMs W/WIM YBEIWYEHUH WIM TEHACHLHMH K
JKEJTAeMbIM Pe3yJIbTaTaM, KaK 3/1eCh OMUCAHO.

Xenaemble pe3yabTaThl PACKPBITBIX 34€Chb CHOCOOOB JIEYEHUS BapbHPYIOTCS B
3aBHCHMOCTH OT aMHJIOMAHOTO 3aboyieBaHusl M Mpoduis manpieHta u 0e3 Tpyaa MOryT ObITh
OMpeNeNeHbl CIIeHUANMCTAMU B JAHHOW O0NacTH TeXHHUKHU. JKemaemble pe3ysbTaThl BKIOYAIOT
yJIyYLIEHHE COCTOSIHHS 370pPOBbsl ManueHTa. Kak MmpaBwio, JKelaeMble pe3yJIbTaThl BKIHOYAIOT
ompenenseMble TMOKAa3aTeNd, TaKue KaK yMEHbLUICHHE WIH KIUPEHC IaTOJOTHYECKUX
aMIIONIHBIX (UOPWILI, YMEHbIIEHHWE WM WHTHOMPOBAHUE arperanud aMuiIonaa W/Wiu
OTJIOXKEHHSI aMIIONIHBIX (PUOPUIUT M YCHIIEHHE UMMYHHOTO OTBETA HA MATOJOTHYECKUE W/MIIH
arperupoBaHHble aMwiIouaHble (puOpmiel.  JKemaemble pe3ynbTaThl TakkKe BKIKOYAIOT
YMEHBLICHHE HWHTEHCHUBHOCTH CHMIITOMOB, XapakKTePHBIX [JIsI aMHJIOMIHOTO 3a00JIeBaHMS.
Hanpuwmep, sxenaembie pe3ynbTarsl jjedeHns AL-amuionio3a BKIFOYAOT YMEHbLIICHHE YaCTOThI
WIN TSDKECTH HM3BECTHBIX CHMIITOMOB, BKJIFOYAsl AUCQYHKIMIO OpPraHOB, NMepupepryecKyr H
BEreTaTHBHYIO HEBPOIATHIO, CHUHAPOM KaHajla 3aIsCThs, MAKpOIJIOCCHUIO, PECTPUKTHUBHYIO
KapIHOMHUOIIATHIO, APTPOMATHIO KPYITHBIX CYCTABOB, MMMYHHBIE TUCKPA3HH, MUEJIIOMBI, a TaKXKe
CKPBITBIE TUCKPA3HH.

Hanpumep, tect ¢ 6-munyTHO# X0nb00ii (6MWT) MoxkeT ObITh MMHUTALIEN KOHEYHOM
TOUKH, HCIIONB3yeMOl s oueHKH (yHKiuoHaneHOro oreera cepaua (Pulido et al., The six-
minute walk test in patients with AL amyloidosis: a single centre case series, British Journal of
Haematology, 2017, 177, 388-394). B Hem usmepsieTcsi pacCTOsIHHE, KOTOPOE MAIlMEHThl MOTYT
NPOITH 3a 6 MUHYT MO KOPUAOPAM IJIMHON TpUAaTh MeTpoB. Hanpumep, ObUIO MOKa3aHO, 4TO
cpenHee mpoxomumoe 3a 6 MUHYT paccrosiuue (60MWD) naruentamu ¢ AL-aMHIOMI030M C
NOpPaKEHUEM CepAlla 3HAYUTENIBbHO KOpOYe PACCTOSIHMA, MPOXOAUMOro mnarueHtamu ¢ AL-
aMIIIONZI030M Oe3 mopakeHHst cepana. Kpome Toro, yBennueHHe MPOHIEHHOTO PaCCTOSHHS
KOPPENUpPyeT CO CHUKEHHEM CMepPTHOCTH. lloJoXuTEenpHOE M3MEHEHHe KadyecTBa JKU3HHU,
CBSI3aHHOTO CO 37IOPOBBEM, TAKXKE SIBIIICTCS JKEJIA€MBbIM PE3YJBTATOM PACKPBITHIX TEpamlHii, B
TOM YHCIIe, HAPUMED, 110 JAaHHBIM HUCCIIEOBAHMS B BUIE OMPOCA O COCTOSTHUH 310pOBbsi IO SF-
36 (White et al., Psychometric validation of the SF-36 Health Survey in light chain amyloidosis:
results from community-based and clinic-based samples, Patient Related Outcome Measures
2017:8 157-167). SF-36 BkiouaeT OLIEHKH, KOTOpble MPEACTABIAIOT BOCEMb OIpeAeNeHui
¢yHKUMOHMpPOBaHUS W Onaromonyums: (Qu3ndeckoe (YHKIMOHMPOBAHUE, OTPaHHYEHHS
(YHKIIMOHAIBHOW O0si3aHHOCTH U3-3a (pusmdeckux mpodjieMm, TelecHyro 00ib, oOriee
BOCTIPHATHE COCTOSIHUSL 3JI0POBbsl, JKU3HECIIOCOOHOCTh, COLMAJbHOE (PYHKIMOHHPOBAHUE,

orpaHnyueHus1 QyHKIIMOHAIBHONW OOSI3aHHOCTH M3-3a YMOLMOHAJBHBIX NMPOOJIEM U MCUXUYECKOTO
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3/10pOBbs, a TAK)XKE€ CYMMAapHbIe OLIEHKH, Takue Kak cymMma (usndecknx komrnoHeHToB (PCS) u
cyMMa yMmcTBeHHBIX KoMIToHeHTOB (MCS). Bonee Bbicokue onenku no SF-36 o3Ha4aroT nydinee
3nopoBbe. JKemaemple pe3yNbTaThl  PACKPBITBIX — TEpamuil, Kak IPaBUJIO, SIBJISIOTCS
KOJINYECTBEHHBIMH TIOKA3aTeIsIMU 110 CPABHEHHIO C KOHTPOJBHBIMH WM HMCXOIAHBIMU
u3MepeHusiMi. Mcronb3yemble 31€Ch OTHOCUTENbHBIE TEPMHHBI, TaKHE€ KaK «yJIy4LIUTHY,
«YBEJIMYUTB» WM «YMEHBLIUTHY», YKA3bIBAIOT 3HAUEHUS] OTHOCUTEIBHO KOHTPOJIS, TAKOTO Kak
U3MEpEHUe y TOro K€ MHAMBHUIYYMa 10 Haydaja JIeYeHUs, ONMCAHHOTO 371€Ch, UM U3MEPEHHUE Yy
KOHTPOJIbHOTO WHIWBUAYyMa MJIM TPymmbl. KOHTPONbHBIA WHAMBUAYYM MPENCTaBIsET COOOH
WHIMBUAYYM, CTPAJarOIlMi TeM >K€ AaMHJIOUIHBIM 3a00JIeBAaHHEM, YTO M WHAMBHAYYM,
MOJIBEPraeMblil JICUEHHIO, KOTOPBIH MPUOIH3UTEIHHO TOTO K€ BO3PACTa, YTO M MHIAUBHIYYM,
MOJIBEpPTraeMblil JieueHUI0 (YTOOBI TapaHTHPOBATh, YTO CTAJAUU 3a0O0JIEBAHUS Y TMOABEPraeMoro
JCYSHUI0O WHAWBHAYYMa W KOHTPOJIbHOTO HWHIWBHUAYYMAa COIMOCTaBUMBI), HO KOTOPBIH He
NOJIy4aJl JIeYeHUs] C HCIOJBb30BAHMEM pPACKPBITBIX COCTABOB aHTUTEN. B 3TOM ciyuae
3¢ (EeKTUBHOCTD PACKPBITBIX COCTAaBOB AHTHUTEN OLIEHUBAETCS IO CIOBUTY WIH TEHISHIHU
OTKJIOHEHHUs] OT OIpeneNsieMbIX [OKa3aTeled y He MOABEPrHYTOro JICUEHHIO KOHTPOJIS.
ANBTEPHATUBHO, KOHTPOJIbHBIM WHAWBUAYYMOM SIBJISIETCSI 3IOPOBBIH HHIUBHIYYM, KOTOPBIA
NpUOU3UTENHO TOTO JK€ BO3PACcTa, UYTO M WHAMBUAYYM, IOJBEPraeMbli JieueHur0. B sTom
ciydae 3QPEeKTHBHOCTD PACKPBITBIX COCTABOB AHTHUTEN OLIEHUBAETCS MO CIBUTY WJIM TEHACHLIUU
B CTOPOHY OT OIpEIeNsieMbIX MOKa3aTeNnel y 3M10pOBOro KOHTposs. I3MeHeH!sI HTH YITydLIeHNs
OTBETAa HAa TEpaNMIO, KakK IMPaBHIIO, SBISAIOTCS CTATUCTHYECKH 3HAYMMBIMH, U T€, KOTOpbIE
XapaKTEePU3YIOTCS P-3HaUY€HUEM, MeHbIIUM uiau paBHbIM 0,1, mMenbmum 0,05, menbmum 0,01,
MenbpuM 0,005 munu mesbmuM 0,001, MOTyT CUMTATHCS] 3HAUUMBIMHU.

JleueHue, Kak TNpaBWJIO, TPENIONAraeT BBEACHHE MHOXECTBA 103 Ha IPOTSIKEHUU
OTpEeJIEIEHHOrO NepHoAa BpeMeHH. JleueHne MOXKHO KOHTPOJIUPOBATh MyTEM aHAJIN3a aHTHUTENA
WM C MOMOIIBIO CLMHTHIpaguy C UCMOJIb30BAHHEM PATUOAKTHBHONW MeTKH SAP ¢ TeueHnem
BpemeHu. Eciu oTBeT manaer, MoxeT ObITh Ha3HaueHa OycTepHasi no3a. MI3MeHeHus1 COCTOSHHUS
310pOBbsI MALIMEHTOB MOKHO OTCJIE)KMBATh HA OCHOBE TaKUX Mokasateneii s exra, kak SMWD,
PCS, omnpenensiemass ¢ nomoupto SF-36 (SF-36v2), rocnurtanu3auvu U MPOAOJIKUTEbHOCTD
CYLIECTBOBaHMS, KaK moapoOHee omucaHo Bbime. Kpome Toro, oreeT mnammeHToB ¢ AL-
aMIJIONIO30M Ha JIU€HHe MOKHO OTCJIE)KHUBATh, OLICHUBAs CEpAeYHbIe MapKepbl, Takue Kak NT-
proBNP w/wnu tpononuH-T, ChIBOPOTOUHBIN KpeaTwH W/wiu menouyHas ¢ocdarasza, myrem
NPOBENEHUs] aHAJIN30B Ha cBoOoxHble Jerkue nend B cbhiBOpoTke (SFLC), konmmuecTBEHHBIX
aHAM30B HMMMYHOIJIOOYIMHOB, Owoncwii, snekTpodopesa OenkoB ceiBopoTku (SPEP),
snekrpodopesza Oenkos mouu (UPEP), snextpodopesa ¢ mmmynodukcaruein (IFE), moun,
CBIBOPOTKH, W/MJIM METOAOB BHU3yalM3alMHu oOpraHoB. [IpuBomuMBIi B KadecTBe NpUMeEpa
nonHblii orBeT (CR) Moker ObITH OmpeneneH UCXOAs U3 KPUTEPHEB OTBETA, BKIIFOYAROIINX
orpunarenpHelii IFE cpBOpoTkm W MouM, HOpMaibpHOE cooTHOoueHne /A w/mmm <5%
IUIA3MAaTUYECKUX KJIETOK B KOCTHOM Mo3re. IIpuBoanMblii B kadecTBe nMprMepa OYeHb XOPOLIHIt
gactuuHblii otBeT (VGPR) moxer Obith ompenenen no dFLC <40 wmr/n. IlpuBoaumbli B

KadecTBe npumepa yactuuHblil oTBeT (PR) Moxxer ObiTh onpenenen no ymensineHuio dFLC Ha
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>50%. B mo4kax OTBET Ha JIeYeHHE MOKET OBITh OMPEAeNIeH, HalpuMep, MO CHIKEHUIO Ha >50%
(mampumep, >0,5 1/24 gaca) 24-4acoBoii SKCKpeLnu Oejika ¢ MOUOH B OTCYTCTBUE WJIH CHIDKEHHUS
eGFR Ha >25%, uny noBhIIEHNs] YPOBHS KpeaTuHa B ChIBOpoTKe >0,5 mr/an. B medenu orser
Ha JIeueHHe MOKET OBbITh OINpEeneNeH, HalpuMep, MO yMeHbLIeHHI0 Ha >50% mnepBOHAa4YalbHO
NOBBIIIEHHOT'O YPOBHS 1IeJ0YHOHN (pochaTaspl M YMEHBLIEHUIO pasMepa IeueHH Ha >2 CM IIpU
KOMITbIOTepHOI ToMorpaduu niu MPT. B cepaue orser Ha JieueHHe MOXeET ObITh OINpEAeieH,
Harpumep, 1o cHwkeHur0 NT-proBNP na >30% wm >300 HI/A y NAUUEHTOB C HCXOIHBIM
ypoBHeM NT-proBNP >650 ur/m. B moukax OTBeT Ha Jie4YeHHE MOKET ObITh OIpEIeIieH,
HampuMep, M0 YMEHbLIEHUIO NMPOTenHypun Ha >30% uiau yMeHbLIEHUIO npoTeunypun 1o <0,5
/24 4Yaca B OTCYTCTBHE MPOTPECCHPOBAHUS TMOYEYHOH HexmoctarodHocTH. OTBevaromue
MAIMEeHThl C HEBPOIMATHEH, KaK MPABHJIO, XapPAKTEPU3YIOTCS MOBBIEHHEM OIEHKH IO IIKaJe
NIS-LL menee yem Ha 2 Oaia o CPaBHEHHUIO C MCXOJHBIM YPOBHEM. YIIyUIlIeHHE HEHpOmaTuu
(Harmpumep, yiay4dieHne GyHKLUHA HEPBOB) ONPEACISIOT MO CHIYKEHUIO OLICHKH 1o mmkane NIS-
LL mo cpaBHEHHIO C UCXOJHBIM YPOBHEM. YIIyUIIEHHE COCTOSHUS 3JOPOBbSI TAKIKE MOXKET OBITh
OIPENEeNIeHO MO YMEHBIIEHUIO YacTOThl TOCMUTAIU3ALUN, YMEHBIIEHUIO TOCMUTAIN3ALMHA Ha
cpok Oojee neBsHOCTA OHEW WM TO OONBIIEH MPOAOKUTENBHOCTH CYIIECTBOBAHUS I10
CPaBHEHHIO C HE MOABEPTHYTHIM JICUEHHIO IPYTUM MALUEHTOM CO CXOXXHM IPOTHO30M IOCTE
NOCTAHOBKH AMArHO3a, HAIIPUMEP, NanueHTaMu ¢ AL-aMHIon030M ¢ mopakeHueM Cepana.

CocraB aHTHTENa MOXKET BBOAMTHCS BHYTPHBEHHO HJIM MOAKOKHO B JHANa30HE A03 OT
npubnusutensHo 0,5 Mr/kr no npubnusurensHo 30 Mr/Kr Beca Tena xo3suHa. Hanpumep, 10361
MOTYT COCTaBJIsiTh mpubmusurenpHo 0,5 Mr/kr Beca Tena, mnpuOmmsutenbHo 1,0 Mr/kr,
npuOmmsutTensHo 1,5 wr/kr, npubnusurensHo 2,0 wmr/kr, npuOmmsutrensHo 4,0 MI/KT,
npubnusutensHo 5,0 wmr/kr, npubnmsurenpbHo 8,0 wmr/kr, npubausutensHo 10 Mr/kr,
npubausutenvHo 15 wmr/kr, npubmusurensHo 16 mr/kr, npubmmsutensHo 20 MI/KT,
npuOIM3UTENBHO 24 MI/KT, MTPUOMU3UTENbHO 25 MI/Kr min npudiausutenbHo 30 MI/KT Beca Tena.
J103bI TaK:K€ MOTYT BBOJAUTBCS COTJIACHO IJIOMIATM MOBEPXHOCTH Teja OT mpuOiu3utenbHo 0,5
Mr/M* 110 npubmzuTensHo 500 Mr/M, Harpumep 0,5, 5, 10, 50, 100, 250 umu 500 Mr/M>, Jnst
BHYTPUBEHHOT'O BBEIEHHS J03bl KOJUYECTBO COCTABA AHTUTEJNA, JOCTATOYHOE JUJIsl TOCTHUIKEHUS
JKEJTAaeMOH J03bI ISl OTAENBHOTO MALUEeHTa, TIEPEHOCIT U3 OIHOTO Ui Ooiee (IakOHOB B OIMH
win Ooyiee MEIIKOB Il BHYTPUBEHHOTO BBEACHUS, COACPKAIIMX JKUAKOCTh (Hampumep,
(U3NONOrHUeCKUil pacTBOpP), U BBOISAT IALIUEHTY.

AHTHTENO OOBIMHO BBOIAT MHOXKECTBO pa3. IIpuBoammas B kKadecTBe IMpuUMepa cxema
JICUSHHsT BKJIFOUAET BBEICHUE ONIMH Pa3 B JIBE HENEJH, OAMH Pa3 B MECSII MJIM OJUH Pa3 KaKIble
3-6 mecsaueB. Hanpumep, mauueHTsl MOTYT MOJyYaTh COCTaB AHTUTEN OIMH Pa3 KaKIble YeThIpe
Henelnn B BHIAE LMKJIA, HAMPUMEpP KaXable ABAaALATh BOCeMb AHEH. YacToTy BBemeHHs 103
MOJKHO PETyJHPOBATh B 3aBUCHMOCTH OT (PapMaKOKHHETUYECKOTO MPOQ WIS COCTaBa aHTHUTENA Y
nanueHTa. Hampumep, BpeMsl MOJNYKU3HU aHTUTENA MOKET TaPaHTHUPOBATh YaCTOTY BBEICHHUS
703 - OMH pa3 B [B€ HeIeNu. B HEKOTOpBIX BapHaHTaX OCYLIECTBIEHHs (hapMaleBTUUECKUN
COCTaB BBOIST BHYTPUBEHHO Kaxnable 28 1HEH C HWCNOJb30BAHMEM J03bl AHTUTENA,

cocTaBisiroLIe nmpubnusurensbHo 24 Mr/kr. Hanpumep, HEKOTOpbIE MALMEHTH MOTYT IMOJy4aTh
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BHYTPUBEHHYIO J03y, COCTABJIFOIIYIO MPUONM3UTENbHO 24 Mr/kr Ouprammumada, Kaxuable 28
nHeil. Hanpumep, HEKOTOpbIE MAaLIMEHTHI MOTYT [OJIy4aTh BHYTPUBEHHYIO 103y, COCTABIISIOLIYIO
npubnusuTensHoO 24 Mr/kr Oupramumada, kaxzaele 28 nHei (£5 nHeit). B HekoTOpBIX BapuaHTax
OCYIIECTBJIEHUs] Mexny pno3amu TpeOyercs MuHUMyM 21 neHb. [[ns HEKOTOPBIX TaKUX
NAaLMeHTOB cOocTaB OupramuMada, MEPeHECeHHBbIH B MEIIOK [yl BHYTPHBEHHOI'O BBEIECHMS,
cHayaja ObLI BOCCTAaHOBJIEH M3 JMOQMIN3UPOBAHHOIO COCTaBa IO COCTaBa, uMMeromero pH,
paBHBIH mpuONM3UTENBHO 6,5, W comepxkaiiero npuOmmsuTensHo S50 mr/mn Guprammmada,
npubnusutensHo 25 MM ructuauHoBoro Oygepa, nmpubnmsurenbHo 230 MM Tperayio3sl U
npubnusutensHo 0,2 r/n monucopbara 20. HekoTopbiM mamueHTaM jkejaeMasi 1032 MOXKET
BBOJIUTBCSI TTOJIKOXKHO Oe3 pa3BeneHus u3 (prakoHa, comepskaero 00O U3 PacKPBITHIX 3/1€Ch
COCTaBOB.

B HEKOTOpBIX PacKpBITBHIX 3/1€Ch BapUaHTaX OCYLIECTBJIEHUs aHTUTEJO BBOIAT MALIUEHTY
B T€UEHHUE IO MEHbIIEH Mepe 8 MecslLeB, MO MEHbIEH Mepe 9 mecsies, Mo MeHblueld mepe 10
MecCsIIeB, Mo MeHbinel Mepe 11 mecsies, Mo MeHbinel Mepe 12 MecsleB Wik B Te4eHHe Ooiee
JUTMTENIBHOTO Teprosia BpeMeHu. Hampumep, ¢apmarieBTHUeCKHii COCTaB BBOAST MALIUEHTY B
TedeHue nepuona, 3p(HEeKTUBHOrO st TOCTHKEHUS WM TONACPKAHHS YIIYULISHUS COCTOSTHUS
370pOBbs, Ha UTO yka3biBaeT yBenudeHue 6MWD unu ouenku PCS, onpenensieMoii ¢ moMOIIbo
SF-36, wim 10CTaTOYHO JUTHTEIBRHOTO JUTSI TOCTIDKEHUS WIH MOAAepsKkaHus 60ojiee HU3KOTO pUCKa
CMEpPTHU IO CPaBHEHUIO C HE MOABEPTHYTHIM JIEUCHUIO MallMeHTOM. [I/1s1 HEKOTOPBIX MAaLUEHTOB
Ooree HU3KHMH PUCK MOXET OBITh YCTAHOBJIEH IIOCHIE JICUEHHs B TeUeHHE IO MeHbIned mepe 8
MecsieB. J[s1 HEKOTOPBIX MAIMEHTOB OoJiee HU3KUH PUCK MOXKET ObITh YCTAaHOBJIEH IIOCIE
JICUEHUs] B TEUEHHE IO MeHbIIel mepe 9 mecsueB. [[s1 HEKOTOPBIX MALMEHTOB OoJiee HU3KUN
pPHUCK MOXeT ObITh YCTAHOBJIEH IOCIIE JICYEHHs] B TeUSHHE MO MeHblueld mMepe 12 mecsues, Win
nocje JIeYeHUss B TEUEHHE MO MeHbIIel Mepe 18 MecsAues, WM IOCiae JICYEHUs B TEUEHHE
ABAILATH YeThIpeX MecsiueB. [ 5TUX mauueHToB Oosiee HU3KUIT PUCK CMEPTH KOPPEIHpYeT €
OOJBIIMMH MPOJOUKUTENIBHOCTSIMU  CYIIECTBOBAHUSL IO CPABHEHHIO C HE TOABEPTHYTHIMH
JICUEHUIO MAlUeHTaMU.

3nmech Takke PacKpbIThl KOMOMHUPOBAHHBIE TEPAIMU JUIS JIEYEHUS] WA NMPOQPUITAKTUKH
AL-amunonnosa. Takre KOMOMHUPOBAHHBIE TEPAIMH BBIMOJHSAIOTCS MyTEM BBEIEHHUS] COCTABA
aHTHUTENA, PACKPBITOTO 31€Ch, B COYETAHUH C ONHUM MM 0OJjiee BTOPBIX TEPAIEBTUYECKUX
CPEACTB, TAaKUX KaK Apyras Tepamus IJIsl JISYeHUs WM OCYLIeCTBICHUs npodunaktuku AL-
ammionno3a. KoMOMHNpOBaHHAs Teparusi, pacKpblBaeMast 371€Ch, TAK)KE MOJKET BBIIOJIHATHCS B
COUETaHUM CO BTOPOH Tepamueil, HCHONb3YEeMOM Ui JIeYEeHUS WJIH OCYIECTBICHMUS
npoQHUIAKTHKN 3a00NIeBaHUA WM COCTOSIHUS, CBS3aHHOTO C aMIJIOMIHBIM 3a00JIEBaHHEM,
TAKOr0 Kak BOCMAJIMUTENbHOE 3a00JieBaHWE, XpOHUYECKass MHKpoOHas  WH(pexuwms,
HOBOOOpa3oBaHWE (B TOM YHCJIE 3JIOKAYECTBEHHbIE HOBOOOPA30BAHMsI), HACIEICTBEHHOE
BOCHIAJIMTENIbHOE ~ 3aboneBanue  w/wim  jguMmdonponudeparuBHoe  3aboneBanue. s
KOMMEPUYECKOT0 MPUMEHEHUs], KIMHUYECKOH OLEHKH U JAOKJIMHUYECKOH pa3paOOTKH JOCTYITHBI
MHOTOYHCJIEHHbIE TepamuH, JIro0as U3 KOTOPBIX MOXET OBbITh BbIOpaHa AJI HCIIOJNBb30BAHUS B

KOMOHMHAIIMU C PACKPBITBIMU COCTaBaMU aHTHUTEN. Takue Teparmuyd MOTyT MPenCTaBisITh COOOM



34

OOHO WM Oojiee COEAMHEHWH WIM Tepamnuii, BbHIOPAHHBIX, HO 0€3 OrpaHM4YeHHs 3TUM, U3
HECKOJIbKUX OCHOBHBIX KaTeropui, a MMEHHO (1) HECTePOMAHBIX MPOTHBOBOCHAIUTENBHBIX
cpencts (NSAID; wnampumep, paeronpodeHa, nukiodenaka, aupayHHU3ama, STONONAKA,
¢denonpodena, baypbunpodena, ubynpodeHa, WHIOMETAIHA, kerornpodeHa,
MeknopeHameaTa, Me(peHaMOBOI KHUCJIOTBI, MEJNOKCHKaMma, HaOyMeOoHa, HAlpOKCEHa HaTpus,
OKCamnpo3uHa, MUPOKCHUKaMa, CYJMHAAKa, TOJMETHHA, Liejekokcuba, podekokcuda, acrupHHa,
XOJIMHOCAJINIIMIIATA, cajcanaTa M CalulIaTa MarHus U Hatpus, (i1) ctepouzmoB (Hampumep,
KOPTH30HA,  JeKCaMeTa30Ha, TUAPOKOPTU30HA,  METWINPEIHU30JIOHA,  MPEIHU30JIOHA,
npeaHn3oHa, TpuamnuHosiona), (iii)) DMARD, T.e. mnpoTUBOpEBMATUYECKHX CPENCTB,
MomuduIMpyOmMKUX 3a0ojeBaHue (HAampUMep, LHUKJIOCIIOPUHA, a3aTUONPHUHA, METOTPEKCaTa,
nedayHomuna, uukiopochamuma, rUAPOKCUXIIOPOXHUHA, CyjbdacanasuHa, D-NeHUIIIIaMIHA,
MUHOLIMKJIMHA U 30J10Ta); (1v) pekomOuHaHTHBIX OenkoB (Hampumep, ENBREL® (3TaneprenTa,
pacrBopumoro  peuentopa TNF) wu REMICADE® (undaukcumada), XHUMEpPHOTro
MOHOKJIOHaJIbHOTO aHTuTena npotuB TNF); (V) TpaHCIIAaHTALIMK CTBOJIOBBIX KJIETOK; W/WUIH (Vi)
xumuorepanuu. Ilamuwentel ¢ AL-aMHUJIOMIO30M Takke€ MOTYT IONy4aTh CXEMbl JICUSHHS,
KOTOPBIE BKIIFOYAIOT JIEKAPCTBEHHBIE CPEICTBA MIM KOMOUHAIIMH JIEKAPCTBEHHBIX CPEZICTB, YacTO
UCTIONB3YEMBIE JUIS JICYEHHUST T€MATOJIOTHYECKUX 3JI0KAUYECTBEHHBIX HOBOOOPAa30BaHUM, Takue
Kak MendanaH, NpPeAHU30H, aekcamerazoH, JjeHamuaomMua (REVLIMID®), wuxHruOutops
nporeocom, Takue kak ooprezomud (VELCADE®) u kappumomud (KYPROLIS®) u CD38-
areHTbl, Takue kak maparymymad (DARZALEX®), B no3ax, COOTBETCTBYIOLIMX CTaHAAPTY
MEIULIMHCKON MOMOIIH.

ITpu npoBeneHnn KOMOMHUPOBAHHON Tepanuu J1Ba WK OoJjiee JIeKapCTBEHHBIX BELECTBA
BBOJIATCSI OJHOBPEMEHHO MWJIM IIOCJIENOBATENbHO B JIOOOM TOpSIKE, T.€. PACKPBITBIA 371€Ch
COCTaB BBOJAT /IO BBEIEHHUS BTOPOIO JIEKAPCTBEHHOIO BELIECTBA, OJJHOBPEMEHHO CO BTOPBIM
JIEKApCTBEHHBIM BELIECTBOM WJIM IOCJ€ BBEAEHHS BTOPOrO JIEKAPCTBEHHOI'O BELIECTBA.
Hanpumep, koMOMHUpOBaHHAsI Tepamusi MOXKET ObITh MPOBEIEHA MyTeM MPOBEACHHs MEPBOU
Tepanuu 10 (Hanpumep, 3a 1 MuHyTy, 5 MuHyT, 15 MunyTt, 30 MunyTt, 45 munyrt, 1 yac, 2 Jaca, 4
yaca, 6 gacoB, 12 yacos, 24 4daca, 48 dacoB, 72 4yaca, 96 4yacoB, 1 Henemto, 2 Henenu, 3 Hemenu, 4
Henenu, 5 Heenb, O Henenb, 8 Henenb uian 12 Henesb 10), OMHOBPEMEHHO C BBEIEHUEM BTOPOTO
areHTa/Tepanuu win nocie (Hampumep, cnyctst | muHyTy, 5 MuHyT, 15 MunyT, 30 MHHYT, 45
MHUHYT, | 4vac, 2 yaca, 4 yaca, 6 4acos, 12 yacos, 24 yaca, 48 4acos, 72 4vaca, 96 yacos, 1
Heneno, 2 Henenu, 3 Henenu, 4 Henenu, S Henenb, 6 Henenb, 8 Hexenb win 12 Hexenb) BBEACHHUS
BTOPOTO areHTa/Teparumu.

Jo3a, wactota u crnocod BBENEHUS KaKAOrO KOMIIOHEHTa KOMOHMHALUM MOTYT
KOHTPOJIMPOBATHCS HE3aBUCUMO. Hampumep, OIHO TepaneBTHUECKOE CPENCTBO/TEPAIUs MOKET
BBOJIUTBCSI TIEPOPATIBHO TPH pas3a B A€Hb, TOT/IA KAK BTOPOE TEPANEBTHYECKOE CPEICTBO/TepaTHsI
MOJKET BBOAMTHCS BHYTPUMBIIIEYHO OIUH pa3 B JeHb. KoMOMHMpOBaHHas Tepamus MOXKET
NPOBOOUTHCS B BUAE MEPHOAMYECKHX IIMKJIOB, KOTOpBIE BKIIOYAIOT IEPHOABI OTABbIXA.
CoenuHeHus Takke MOTYT ObITh CMEIIaHbl MJIM MHBIM 00pa30M COCTABIIEHbI BMECTE, TaK YTO MPHU

OOHOM BBCACHHUU OOCTABJIANOTCA oba coenuHeHus. B sToMm ClIydac KaXAao€ TEPANECBTUYCCKOEC
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CPeICTBO, Kak MpPaBWJIO, MPHUCYTCTBYeT B KojudectBe 1-95% mo Becy oT obmero Beca
KOMITO3ULIMH. AJIBTEPHATUBHO, PACKPBITBHIN 37€Ch COCTAB AHTHTENIA U BTOPOE TEPANeBTHUYECKOE
CPEACTBO MOTYT OBITH TNPHUTOTOBJIEHbI OTAENPHO W B HHAUBUAYAJbHBIX JIO3UPOBAHHBIX
konndecTBax. KoMOMHAIIMY JTEKaPCTBEHHBIX CPEACTB JJIS JIEUEHHUsI MOTYT OBITh MPENOCTaBJICHBI
B BU/I€ KOMIIOHEHTOB (DapMalleBTHUECKOH YIIaKOBKH.

[IpeamouTuTeNbHO, KOTZA PACKPbITbIe KOMOWHHMPOBAHHBIE TEPANUH  BBI3BIBAIOT
CHHEpreTHUeCKUi TepamneBTHUeckuil d(¢ext, T.e. 3(PQeKT, NpPeBhIIAIUNA CyMMy HX
UHIUBUAYAIBHBIX  3()()EKTOB WM  TEpaneBTUUECKUX  Pe3yJbTaTOB. 3/€Ch  OIMHCAHBI
omnpenensieMble TepareBTUUECKUE pe3ysbTaThl. Hampumep, CUHEprudecKuid TepaneBTUYECKUM
s dexT MoskeT ObITh 3¢(HeKTOM, B IO MEHbLIEH Mepe NMPUOIU3UTEHHO 1BA pa3a OONbIINM, YeM
CyMMa TepaneBTU4YeCKuX 3((HEeKTOB, BHI3bIBAEMBIX OTACIbHBIMU areHTAMH JaHHOH KOMOMHALINY,
WIA B 10 MEHbLIEH Mepe MPUOIU3UTENbHO MATh pa3 OONIbIIMM, WJIM B 10 MEHbLICH Mepe
NPUOTU3UTENBHO AECATh pa3 OOJBIINM, HJIH B 110 MEHbIICH Mepe MPUOTU3UTENBHO IBaATh Pa3
OONBIINM, WJIM B 1O MEHbIIEH Mepe NPHUOIM3UTENIBHO MATHAECAT pa3 OONBIINM, WJIX B IO
MEHBIIeH Mepe NPUONM3UTENFHO CTO pa3 OojbpmuM. CHHEPreTHYeCKHd TepaneBTUYEeCKU
s¢pdexT Takke MOXKET HAaOJIONAThCS KakK YBEJIHMYEHHE TepaneBTHUeckoro s¢¢exkra Ha 1o
meHbineit Mepe 10% 1O CpaBHEHUIO C CYMMOH TepamneBTHYeCKUX 3((eKTOB, BBI3BIBAEMBIX
OTIEJbHBIMU areHTaMH JaHHOW KOMOWHAIMH, WM Ha MO MeHbled mepe 20%, wiu Ha 1O
MeHblel Mepe 30%, unu Ha o MeHbliei Mepe 40%, unu Ha o MeHblueil mepe 50%, unu Ha Mo
MeHbLield Mepe 60%, unu Ha o MeHblIel Mepe 70%, unu Ha o MeHblueil mepe 80%, unu Ha no
MeHbIne mepe 90%, win Ha o menbwmed mepe 100%, umn Oonee. Cunepreruueckuii d¢pdext
Takke sBisgeTcss 3(PQPEKTOM, KOTOPHIH MO3BONAET CHU3UTh 03y TEPaNEeBTUYECKUX CPENCTB,
KOT/1a OHU UCTIONIB3YIOTCS] B KOMOMHALIUH.

Hekotopbie crocoObl MO HAcCTOseMy H300pPETEHHIO BKIIIOYAIOT JIeYeHUE CyOBeKTa,
crpagaomero AL-aMHIONIO30M, TP ONpENeNieHHH OJHOrO WM Ooyiee M3  CIEAYIOIIUX
NPOTrHOCTHYECKUX TMokazareneit: (1) cramum mo Maiio AL-amwmionno3a y mnanueHta, (2)
npoxonumoro 3a 6 MuHyT paccrosius (6MWD) u ¢pakuun BeiOpoca (EF) y nmaumenTa w/unm
craguu no Maiio u EF y mauuenTta. Ilocne onpeneneHusi mpOrHOCTHYECKOTO MOKa3aTessi(eit)
OTOMPAIOT MALMEHTa JJIS JISYEHUS], €CIIH OH COOTBETCTBYET OJJHOMY U3 CJIEIYIOLIUX KPUTEPHEB
neuenns: (1) crpamaer AL-amunounos craauu IV mo Maiio; (2) nemorctpupyer (MWD >150
merpoB u EF >50% Ha ucxomuom yposHe; (3) umeer ctamus IV mo Maiio u EF >50% Ha
UCXOOHOM ypoBHe, win (4) umeet craguto IV mo Maiio, 6SMWD >150 metpos u EF >50% Ha
UCXOnHOM ypoBHe. JleueHue BKimouaeT BBeneHHE 3(PQPEKTHBHON MO3bI PACKPBITOrO 37€Ch
aHTHUTeNA.

B oxgHOM criocobe no HacTosmeMy H300pETEHHIO TAIIMEHTA, COOTBETCTBYIOIIErO OJHOMY
win Oosiee MPOrHOCTUYECKHX IMOKa3aTese, ieyaT OupraMuMaOoM (24 MI/KT), TIOCTaBIISIEMBIM B
BUZIE€ CTEPUIIbHON JTHOPMIN3NPOBAHHOH JIeKapCTBEHHOH (opMbl BO (akoHe odbemom 20/25 mu,
comepskamem S00 mr Suprammumada. Kaxapiii yiakoH MOKHO BOCCTAHOBHUTH C HCIIOJIB30BAHUEM
9,6 mn crepuibHOM Boabl s uHbekIMH (WFI) no xoHuenTtpaimm 50 mr/mi, 4to mpuBeneT K

noJiyueHur0 3a0y(epeHHOro, H30TOHUYECKOTO pacTBopa ©Oe3 KOHCepBaHTOB. bupramumad
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BBOIAT Kaxkaple 28 Hel B BUe HAYaJIbHOW BHYTPUBEHHOW MH(PY3UU MPOAOIKUTENBHOCTEIO 120
(£10) munyT. Ecnu cyObekT nepeHOCUT HaYalbHYI0 MH(Y3UIO, TOCHEAYoLIe HHPY3UH MOTYT
npoBoauThesl B TeueHue 60 (£10) muHyT. /103y BBOIAT C MHTEPBAJIOM B IO MeHblIel mepe 21
TI€Hb.

ITanueHTOB TakXke MOXHO JIEYUTh C TIOMOIUBIO COMYTCTBYIOLIEH XMMHMOTEpaluud B
KauecTBe CTAHJAPTHONW MEOULMHCKOM TOMOINM, KOTOpas MOKET BKJIOUaTb, HaIpUMED,
OopTe3omud, BBOAUMBII MOAKOKHO Ha €KEHEeNeIbHONH OCHOBE.

INPUMEPBI

Crnenyrouye npuMepsl ObLUTH BKJITFOUYESHBI JJIST WLTFOCTPALIMH PACKPBITHIX 3716Ch CITOCOOOB.
Hekoropble acrekTsl CleayroIIUX NOPUMEPOB OIHCAHBL, HUCXOAS W3 METONOB U MpPOLEAyp,
HAMJEHHBIX WJIM TPEANOJIAaraeMbIX COABTOPAMH HACTOSILIEr0 HM300pETeHHs, YTOOBI XOpPOIIO
paboTaTh Ha MPaAKTHKE, PACKPBITOH 37ech. B cBeTe HACTOSIIEro PacKphITUS U OOLIEr0 YPOBHS
3HAHUH B JAaHHOW OOJNACTH TEXHHKH CIEIHMAJNCThl MOHUMAIOT, YTO CIEAYIOIIHE MPUMEPHI
NpeAHa3HAYeHbl TOJBKO U MPHMEPa U YTO MHOTOYHCICHHbIE M3MEHEHUs, MOAW(UKALUU U
WU3MEHEHHUsI MOTYT OBITh UCTIOB30BaHbI 0€3 BBIXO/IA 32 PAMKH 00beMa HACTOALIETO N300PETeHUSI.

IIpumep 1. Kninuuueckasn ouenka NEODO001, Takke n3BecTHOro Kak o0upramumad
(rymaHu3npoBaHHOe aHTHUTEN0 2A4), B Hccaegosannu ¢asel 2b.

BcemupHoe, mpoBoAMMOE BO MHOXKECTBE LIEHTPOB, PAHJOMU3UPOBAHHOE IBOMHOE CIIETOe
riarebo-koHTponupyeMoe kianHu4deckoe ucciaenoaane NEODOO1 B cpaBHeHue ¢ mianedo
¢a3b1 2b OBUIO MPOBENEHO HAa pPaHee MOABEPTHYTHIX JICYEHUIO MalneHToB ¢ AL-amunonnozom u
croiikoil cepmeuHoit nuchynkiuein (uccneposanne PRONTO). B  wuccnenoBanme Obuio
BKJFOueHO 129 manmenTos. [lanmeHThl OBIIM PaHAOMHU3UPOBAHBI B COOTHOIIEHHMH 1:1 nus
nonyuenuss 24 mr/kr NEODOO1 (n=66) wnn nnauedo (n=63) mocpeacTBOM BHYTPUBEHHOM
upysun kaxaple 28 nHeit.  IlepBuunbiM  mokaszatenem 3¢p¢dexta Obur  ydmnui
Kapauosnoruueckuii oreet, ompenensiemblii mo NT-proBNP na mpormsokenuun 12 mecsues
jeyeHus. BTopuuHble mokasatenu d¢dexTa BKIIOYAIA M3MEHEHHE OLICHKU 1o aHkere Short
Form-36 (amkere SF-36, u3meHeHue B Tecte ¢ O-MuHYTHOH xompOoit (6MWT), ny4muit
MOYEYHbIN OTBET, OMPEeNseMbli M0 MPOTEUHYPHUH, U3MEHEHHUE IO IIKaJie OLIEHKU HapyLIeHUs B
BUJEC HEBPONATHUH - OLEHKH HIkHUX KoHeyHocted (NIS-LL) wm cmag NT-proBNP.
JlononHuTenbHAsA WHGOPMALMS O AHM3aiHE KJIMHHYECKOrO HCCIIEAOBAHUS JOCTYIIHA HA CaiTe
https://clinicaltrials.gov. HUccnenosanue PRONTO He COOTBETCTBOBAJNO €ro MEPBUYHBIM HJIH
BTOPUYHBIM KOHEUHBIM TOUKAM.

IIpumep 2. Knununyeckasi ouenka NEODO001 B ucciienosanuu gaser 3

BcemupHoe, mpoBoarMOe BO MHOXKECTBE LIEHTPOB, PaHIOMU3UPOBAHHOE JIBOITHOE CJIeroe
ianebo-KoHTponupyeMoe kianHu4deckoe ucciaenoaane NEODOO1 B cpaBHeHue ¢ manedo
¢a3bl 3 ObLIO MPOBENEHO HA HE MOBEPraBIINXCS JEUSHHIO MALUEHTaX, Y KOTOPBIX BIIEPBbIE OBLT
auarHoctTupoBaH AL-amuionnos, ¢ cepAaeyHod JUCPYHKLUMEH, mpu 3TOM 00€ TpymIbl
WCCJICIOBAHMS TIOJYyYaJld CTAHAAPTHYI0 MEIULMHCKYI momomb (uccnenosanue VITAL;
uccienosanne amuionno3a VITAL, BcemupHoe uccienoBanue 3QpQpekTHBHOCTH U OE30MacCHOCTH

NEODOO1 y mnaumentoB ¢ AL-amumonnosom ¢aser 3 (VITAL), wunentudukarop
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ClinicalTrials.gov: NCT02312206). B wuccnenopanuwe Opuio BkIOUeHO 260 MalUEHTOB

(cmotpure Tabmuiy 1).

Tabmuua 1. /lemorpaduueckue 1 KIMHUYECKUE XapaKTePUCTHKI

Bce cy0bexTnl (n1=260)

CyObekThI co cragueii IV

no Maiio (n=77)

NEODO001+ | ILlnaunedo+ | NEODOO1+ | ILnauedo+S
SOC SOC SOC (n=38) | OC (n=39)

(n=130) (n=130)
Bospact, wmemmana (Ql, 64,2 (57,6, | 62,6 (57,0, | 63,56 (55,71, | 63,74 (56,97,
Q3) 70,9) 69.3) 69,78) 68,40)
IMTon (myskckoii), n (%) 82 (63) 90 (69) 25 (65.8) 28 (71,8)
DTHUYECKas
MIPUHAIIEIKHOCTD, 1 (%0)
JlatTuHOamepukaHen — WMIH
BbIXOnmel, wu3 JlaTuHCKOI 2(1,5) 2(1,5) 0 0
Amepuku
He JATUHOAMEPUKAHEL]
WA BBIXOZEL] H3 116 (89,2) 122 (93.8) 34 (89,5) 36 (92,3)
Jlatunckol Amepuku
He ycranoBnena  wiu

12 (9,2) 6 (4,6) 4 (10,5) 3(7,7)
HEW3BECTHA
Paca, n (%)
EBponeonnnas 118 (90,8) 120 (92,3) 36 (94,7) 36 (92,3)
Herpounnas paca wm

9(6,9) 3(2,3) 2(5.3) 2(5.1)
adpoaMepuKaHerl
Asunarckas 2(1,5) 2 (1,5) 0 0
Hpyras 1 (0,8) 5(3.8) 0 1(2,6)
Bospacr B MOMEHT

64,10 62,41 63,48 63,75

MOCTAHOBKU nuar”oza AL-

(57,51, (56.83, (55.61, (56,83,
aMUJIOU03 (romer),

70,91) 69,29) 69,60) 68.47)
meanana (Q1, Q3)
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Ilepuon BPEMEHU c
MOMEHTa MMOCTAHOBKHU
1,31 1,48 1,15 1.45
nuarHoza AL-amuinonnos
(0,92, 1,87) | (0,95,2,17) | (0,69, 1,58) (0,89, 1,81)
(mecsiubl), memuana (Ql,
Q3)
Yucno BTOPUYHBIX
MOPAKEHHbIX OPTaHOB Ha 2.0 1,0 1,0 1,0
HACXOHOM YPOBHE, (1,0,2,0) (1,0, 2,0) (1,0, 2,0) (1,0, 2,0)
meaunana (Q1, Q3)
Ot6op NT-proBNP >1800
95(73,1) 100 (76.9) 38 (100) 39 (100)
/M, n (%)
NT-proBNP (mr/mm) Ha
3146 (1650, | 3184 (1910, | 5142 (3228, | 5415 (4054,
HUCXOIHOM VPOBHE,
5173) 5551) 5939) 8073)
mennana (Q1, Q3)
Tpononun-T (Hr/mn) Ha
0,03 (0,03, | 0,03 (0,03, 0,05 (0,04, 0,09 (0,06,
HUCXOOHOM YPOBHE,
0,06) 0,08) 0,09) 0,13)
meanana (Q1, Q3)
Coornomenne FLC Ha
0,10 0,11 0,05
HUCXOIHOM YPOBHE,
(0,03,0,32) | (0,04,0,51) (0,03, 11,14)
menuaHa (Q1, Q3)
dFLC* Ha  HCXOIHOM 26,31 38,18 44,44 57,42
ypoBHe (Mr/mi), MenuaHa (13,83, (18,00, (25,13, (35,52,
(Q1, Q3) 53,05) 63,00) 56,17) 106,28)
Craausa o Maiio,
n (%)
I 11 (4) 10 (4) 0 0
II 34 (13) 28 (11) 0 0
III 47 (18) 53 (20) 0 0
v 38 (15) 39 (15) 38 (100) 39 (100)

dFLC Ha HCXOIHOM ypOBHE PacCUMUTBHIBAECTCS TOJBKO ISl CYOBEKTOB C aHOMAaJbHBIM

ucxonHbiM cootHomeHueM FLC (kamma/nsimbna <0,26 unu >1,65) u onpenensieTcst Kak pa3HULA
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MEXIY BOBJICYEHHBIMU (B MATOJIOTUYECKUH MPOLECC) U HE BOBJICYEHHBIMHU (B MAaTOJOTHYECKUN
npouecc) FLC.

dFLC, pasHMuma Mexay BOBJIEYEHHBIMH U HE BOBJICUEHHbIE CBOOOIHBIMM JIETKUMHU
uensimu B ceiBopoTke; FLC, cBoOomHast gnerkas uenb, NT-proBNP, N-koHuesoi
HaTpUHypeTUUECKU nponentus ronosHoro mosra; SOC, crangapT MEAULIMHCKON MTOMOLIH.

[TarmeHTs! OBUIM PaHAOMH3HPOBAHBI B COOTHOMWEHMHM 1:1 nmist momydeHust 24 Mr/kr
NEODOO! wnm mnnanebo mocpencTBOM BHYTpUBEHHOH uH(py3um kaxaele 28 nHeil. Bce
MALMEHTHI MOJTyYaid XUMHOTEPAIio Ha OCHOBe Ooprezomuda onHoBpemenHo ¢ NEODOO1 mmm
wiane6o. ITnane6o BBOAMIN B BUAE MeIIKa ¢ (PU3HOIOTHYECKHM PacTBOPOM oObeMom 250 mi
omuH pa3 kaxnable 28 ngHeidl. IlepBuuHbiMM TIOKa3aTensiMu  d¢dekra ObUTH Bpems 10
CYMMHPOBAHHSI CMEPTEH MO JFOOBIM MPHUYMHAM HJIM TOCIUTAIN3ALUI 110 TIOBOAY 3a00JIeBaHUI
cepaua. Bropuunsie mokasarenu 3¢gdexra Brarodanu gyummii orBer NT-proBNP, Bpems 1o
CMEPTH OT CEPIAEYHOCOCYAMCTHIX 3a00JIeBAaHUN WJIM TOCIUTAIN3ALMHN O MOBOAY 3a00sieBaHUI
cepaua, N3MEHEHHe B TeCTe ¢ O-MUHYTHOH X0ap00H, U3MEHEeHHe OlleHKH 1o aHkeTe Short Form-
36, U3MEeHEeHHe OLIEHKU IO ONpPOCHUKY no kapauomuonatuu Kansac-Cutu, nydminii modeyHbIi
OTBET, OLIEHNBAEMbII C HCroNb3oBaHueM kputepues Palladini et al, 2014 r., u ay4mmii oTBeT
NeueHH, OLIEHNBAEMBIN C HMCToib3oBaHueM KpurepueB Comenzo et al, 2012. JlomonHuTenpHas
uHpopMauus O  Ou3aiiHE ~ KJIMHHYECKOrO  HCCIIEOBAaHMs  JOCTYyHA  HAa  CaiTe
https://clinicaltrials.gov. OcHoBeiBasicb Ha pesynbratax wuccienoBanus PRONTO, B
npoBozsmemMcs: uccnenoBaHun VITAL Obin BbIMONHEH aHann3 Oecronie3HOCTH. AHaW3
Oecrione3HocTH, OCHOBaHHBIN Ha 103 mpu3HAHHBIX COOBITUAX U3 156 COOBITHI, ONpeneNeHHbIX
1151 3aBEPLISHUS UCCIIENOBAHMS, He OblI cTaTUCTUYeCKH 3HaYNMbIM. OTHOCHTENnbHBIH puck (HR)
coctasysan 0,84 B mompzy NEODOO1 no cpaBHeHmto ¢ koHTposbHOM rpynmoit (HR=0,84, 95%
nosepurenbhbiii  uHTepBan [CI], 0,57-1,204, P=0,386). OcHOBbIBasCb Ha pe3yJbTaTax
ucciaenoBanrss PRONTO u ananmuza Oecrione3noctu wuccienoBanusi VITAL, kiuHuueckas
paspaborka NEODOO1 Obuia npekpaiieHa.

[pumep 3. Crarucruueckmii anaau3 uccaeaoanusi VITAL - HeokuaaHHbIe
Pe3yJbTAThI Y HEKOTOPBIX MAIHEHTOB.

ITocne mpekpamenust pazpadorku NEODOO1 Obut mpoBefeH CTaTUCTHUECKUN aHAN3
nauHbIX uccaenoBanuss VITAL, koTopeiii 00si3aTeNbHO BKJIFOYAET NaHHBIE, [IEH3YPHUPOBAHHBIE
u3-3a TpeKpalleHusl uccienoBaHus. JlaHHble LEH3ypUpOBalu Yepe3 ABEHAALIATh MECSILIEB.
OxoHUaTeNnbHBIE PE3YJIbTAThl HCCIENOBAHUS COTJIACOBAJHCH C AHAJINU30M OECIONIE3HOCTH.
NEODOO1 3HauuTenpHO HE OTIMYaNCAd OT KOHTPOJIsS MO MEepPBUYHONH KOHEYHON TOUKe:
CMEPTHOCTH MO JIFOOBIM MPUYMHAM MJIM FOCIUTAIHM3ALMY 110 TIOBOAY 3aboneBanuii cepana (>91
nenb) (HR=0,835; 95% CI 0,5799-1,2011; P=0,330; cmotpure Tabmuuy 2 u ¢ur. 5). NEODOO1
TAK)Ke€ CYLIECTBEHHO HE OTJIMYAICS OT KOHTPOJII MO KAaKUM-JUOO KIFOUEBBIM BTOPHUYHBIM
koHeuHbIM ToukaM (PCS, ompenensiemoit ¢ momompio SF-36, 6MWD, nyumemy orBety NT-
proBNP wnmu nydmemy nodedHomy otety). llocienyromme peTpoCrneKTHBHbIE aHAIMU3BI IS
CyOBeKTOB, OTHECEHHBIX K cranuu IV mo Maiio, nanu emie Oonee TBepAbI pe3yibTaT B MOJb3Y

oupramumadba (HR=0,538), BBIABUB NOTEHLMANBbHOE MPEUMYINECTBO B IMPOJOJIKUTEIBHOCTH
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CyHI€CTBOBAHUS OJIA 3TOH NOArpymnIbl MAMUCHTOB.

Tabmuua 2. Pesynbrate! anst ITT u mITT

HR® (95% CI) HR® (95% CI) pas
Cragus Koneunas aas ITT, mITT® (12-mecsues),
no Maiio Touxa®” N P-3uauenne’ P-3nauenue’
KomnosurHas 0,835 (0,5799-
0,784 (0,5341-1,1507)
Bce NepBUYHAS 260 1,2011)
P=0,2129
KOHEYHas TOUKa P=0,3300
1,334 (0,7386-
Cranusa I- | CmepTHOCTE  TIO 1,244 (0,6435-2,4035)
183 2,4107)
III JTEOOBIM IPUYUHAM P=0,5159
P=0,3375
0,544 (0,2738-
Cranus CmepTHOCTD  TIO 0,498 (0,2404-1,0304)
77 1,0826)
v JTEOOBIM TIPUYUHAM P=0,0556
P=0,0787

*KOMIO3MTHAsT MEPBUYHAS KOHEYHAs TOYKA=CMEPTHOCTb IO JIOObIM NPHYMHAM I
FOCIUTANM3ALMs 110 MOBOAY 3abosieBanmil cepana (>90 gmeii). "CMEpPTHOCTh MO JIHOGHIM
NPUYHMHAM HE3aBMCUMO OT TOCIMTAJIM3ALUHM 110 IOBOAY 3a0oneBanuii cepaua. ‘HR <1,0 B monb3y
NEODO01+SOC; HR >1,0 B noms3y miaue6o+SOC. ‘Bee P-3HaueHus, KpoMe KOMIIO3HTHOI
NEePBUYHOM KOHEYHOM Touku i aHanusa ITT, sBisrorces onucartenbHeiMH, P-3HaueHue,
TMOJIyYEHHOE Ha OCHOBE JIOrapu(hMUUIECKOro PaHroBoro Tecta. ‘mITT=HauanbHbIA 12-MeCauHbINA
NEepPHOJl BPEMEHHU.

Cl - nomepurenbHbli uHTepBast; HR, ortHocurensusiii puck, I[TT, nomynsauus c
«HAMEpPEHUEM JICUUThCS» (COBOKYIMHOCTh BCEX PaHAOMU3HPOBAHHBIX MAIUEHTOB COTJIACHO
HazHayeHHOMY JiedueHuto; mITT, MoguduumupoBaHHAs MOMYJISALUS ¢ KHAMEPEHUEM JICUUTbCS.

YauBuTENbHO, HO aHANIU3 [NAaHHBIX TIOKA3aJl YJIYYIICHHE COCTOSHUS 3I0POBbS Y
HEKOTOPBIX MOATPYIMI MAIMEHTOB, & UMEHHO y TAIMeHTOB co craaueit IV mo Maiio (n=77 u3
260; npubmusurensHo 30% ManueHTOB, BKIIOYEHHBIX B uccienosanne VITAL, umenu cranuto
IV nmo Maiio) u maumentoB ¢ 6MWD, npesbimaromum 150 merpos, u ¢pakmueii BbiOpoca,
npepbimaromeid 50%, Ha UCXOOHOM YpOBHE, HE3aBUCHUMO OT crtaamu mo Maibio (n=135).
OTHocuTeIBHBIE PUCK IJIsl TaKWX CyOnomymsinuii mamuieHToB coctaBmsuin 0,498 u 0,511,
COOTBETCTBEHHO, B TIOJIb3y JIYEHHs, ITOCKOJbKY CpemHsisi o0Ias MPOIOJKUTEIBHOCTD
cymectBoBanusi Ha craguu [V (mITT) cocrapnsna 8,3 mecsua B rpymme mianedo+SOC u He
Obuta nocturayTa (>12 mecsues) B rpymme sedeHnss NEOD001+SOC (cmotpure dur. 6). Kpome
TOro, HaONIOaeMasl IoJib3a, MO-BUANMOMY, elle OOJbIlle YBEINYUBAETCS JJIs MAEHTOB Ha
craguu IV mo Maito ¢ 6MWD >150 merpoB u ¢pakuueit Beiopoca (EF) >50% na ncxogHom

ypoBHe (n=36). OTHOCUTENBbHBI PUCK IJIs1 TakuMx mauueHToB coctaBystl 0,201 B momb3y
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neuenns. Kpome Toro, monp3a Taxke HaOJrOaIach A MauueHToB co cragueit [V mo Maiio ¢
¢pakuueit BoiOpoca (EF) >50% (n=37) 6e3 yuera 6MWD. VYnusurenpHO, 4TO OOJbLIEE
yJydieHue HabJIro1aaoch y nauueHTos co cragueii [V mo Maiio, yemM y manueHToB CO CTaauei
I-1II, mockonpKy OOLIENMPU3HAHO, YTO MJIsi JOCTIDKEHUS YJydIleHuss Tpedyercss JieueOHoe
BMELIATEIbCTBO HA OoJiee paHHHUX CTanusaX 3a00NeBaHNUil, CBI3aHHBIX C AMUJIIOMTHON MacCOIl.

IIpumep 4 - OTBeT NanuenTos co craguei IV no Maiio

Kak nokasano Ha ¢ur. 1A u 1B, naumente!r co craguedn IV mo Maiio, nogsepruyThie
aeuennto NEODOO1, mnpomeMoHCTpUpoBaid OOJBIIYIO CTENEeHb YJYYIIeHUS COCTOSHUS
3I0POBBsI, OMPENENIEMYIO 10 CYyMME CMepTell 1o JIFOOBIM MPUYMHAM WJIM TOCTIUTATU3ALHH 110
noBoay 3a0oyieBaHUl cepaua Ha Oonee 91 neHb HA MPOTSKEHUHM 12 MeCSIEB, OTHOCHTENBHO
NAIMEeHTOB, TMOJYYaBIINX Iuanedo, MpHU CPaBHEHHH C pa3HULeH, HaOmomaeMod B clydae
nauueHtoB co craaue I-III, mpum 3TOM pesynpTaThl I NAUMEHTOB €O craauenn IV
xapakrepuzoBauch HR=0,635 (CHIkeHHEM OTHOCHTENBbHOTO pucka Ha 36,5%) ¢ p=0,1409
(¢ur. 1B) no cpaBuenuro ¢ 0,879 (CHWKEHHEM OTHOCHTENBHOrO pucka Ha 12,15%) ¢ p=0,6125
st nanueHToB co cragueit [-111 (pur. 1A).

Kak mokasano Ha ¢ur. 2A u 2B, mauueHtsl co cragueii [V, mogBeprHyThie JIEYEHUIO
NEODOO1, npomeMoHCTpUpOBain OONBIIVIO CTENEHb YJYYMIEHUS COCTOSIHUS 310POBbS,
OTIpeIeNIIEMYIO TIO CyMMe CMEpPTEH MO JIIOObIM MPUYNHAM B Te€UeHHe 12 MecseB, OTHOCUTELHO
NAlMEHTOB, TMOJYYaBIIMX Iuianedo, NMpH CpaBHEHHHM C pas3HULEH, HaOmromaeMol B ciydae
nauueHToB co craauen I-III, mpum 3TOM pesynapTaThl sl MALUMEHTOB €O craauen IV
xapakrepuzoBanuce HR=0,498 (cHmwkeHnem otHocuTenbHOro pucka Ha 50,2%) ¢ p=0,0556
(¢ur. 2B) no cpaBHenuro ¢ 1,244 (CHUKEHHEM OTHOCHUTENIHOTO pucka Ha -24,4%) ¢ p=0,5159
nis nauueHToB co cragueit [-111 (pur. 2A).

Kak nokaszano Ha ¢ur. 3A u 3B, manuents! co cragueii IV, nogBeprHyThie JEUSHHIO
NEODOO1, mnponeMOHCTpUpOBaaK OONBIIYIO CTEMEeHb YJYYIIEHUS COCTOSIHUS 3I0POBbS,
OTIPENENIEMYI0 MO CMEPTHOCTH OT CEPASYHOCOCYIUCTHIX 3a00JeBaHHMI Ha MPOTSHKEHHH 12
MECSILIEB, OTHOCHUTEJIbHO TALMEHTOB, MOJyYaBIIMX IUanebo, MpPU CPAaBHEHHHM C pPa3HHLEH,
HaOmonaeMol B ciiy4dae manueHToB co cramueit [-111, mpu 3ToM pe3ynbTaThl AJsl MALUEHTOB CO
cragueit IV xapakrepusosanice HR=0,378 (CHI)kKe€HHEM OTHOCHUTENIbHOTO pucKa Ha 62,2%) c
p=0,0142 (¢ur. 3B) mo cpaBHenmo ¢ 1,051 (CHUKEHHEM OTHOCHUTENILHOTO pHUCKa Ha -5,1%) ¢
p=0,8971 st marenToB co cranusamu I-111 (pur. 3A).

Kak mnokazano B Tabmmue 3, mamueHTbl co cragued [V, moaBeprHyTble J€YEHUIO
NEODOO1, npomneMOHCTpUPOBAIK OOJBIIYIO CTEMEeHb VJIYYIIeHUS COCTOSHHS 3OPOBbS,
oTpesieNsieMyIo o u3MepeHHoe o u3MeHeHuto oueHku PCS, onpenensiemoii ¢ nomorbo SF-36,
OT HCXOIHOTO YPOBHA K MeECSIy 9, OTHOCHTENbHO MAaLMEHTOB, MOJYYaBINUX IUIanedo, mpu
CpPaBHEHHH C pa3HUIIEeH, HaO01aeMoil B cirydae manueHToB co cragueit I-111, mpu sTom manueHT
co craaueit IV umen nsmenenne +5,54 G6anna ¢ p=0,0258 no cpaBHEeHUIo ¢ n3meHeHueM -0,65 ¢
p=0,7150 mnsa maumentoB co craamein I-1II. Cokpamenusi: LSM (maprunansHOe cpenHee);, SE
(cpennexBanpatudeckasi omubOka), CI (moBepurenvHbiii nHTepBa). B anammse mITT ouenku

PCS, onpenensemble ¢ nomoupro SF-36, mokasanu 3HAUYUTENIbHO MEHblIEE YXYJLIEHHE OT
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ucxonHoro ypoBHs Kk 6 mecsuam (P <0,05) u 9 mecsauam (P <0,005) B rpynme NEODO001+SOC
no cpaBHeHuro ¢ rpynmnoi mianedo+SOC (cmorpure ¢ur. 7), u usmenenne 6MWD o
CPaBHEHUIO C UCXOJHBIM YPOBHEM ObLIO 3HAYUTENHLHO OOJIbIIE BO BCE MOMEHTBHI BPEMEHH [0
mecsita 12 B rpynne NEODOO1+SOC no cpasaenuto ¢ rpynmoi mianeto+SOC.

Tabnuua 3: Usmenenue ouenku PCS, onpenessiemoii ¢ momoinbto SF-36, oT HCX0qHOTO
YpOBHS K MecsLy 9

NEODO00O1 Kontponp Pasnuna p-3HaueHue
Cramusa I- N 92 91
111
Mecsiu 9 32,52 (1,37) 33,17 (1,36)
LSM (SE) 29,83,35,20 30,50, 35,84
95% CI
UzmeHenne -3,47 (1,37) -2,82 (1,36) -0,65 (1,79) 0,7150
o -6,16, -0,79 -5,49, -0,15 -4,16, 2,86
CPaBHEHHIO C
HUCXOITHBIM
YPOBHEM
LSM (SE)
95% CI
Cramua IV N 38 39
Mecsu 9 34,55 (3,58) 29,01 (3,47)
LSM (SE) 27,53, 41,57 22,21, 35,80
95% CI
UzmeHeHne 3,40 (3,58) -2,14 (3,47) 5,54 (2,48) 0,0258
o -3,62, 10,42 -8,93, 4,66 0,67, 10,41

CPaBHEHHUIO C
HUCXOOHBbIM
ypPOBHEM
LSM (SE)
95% CI

Kak mnokazano B Tabmmuue 4, mamueHtbl co cragued [V, mopBeprHyTble J€UYEHUIO
NEODOO0O1, mponemoHcTpupoBaiu OONBINYIO CTENeHb YJYUYLICHUS COCTOSHHUSI 3I0POBbBS,
omnpenensieMyr0 no usMeHeHuro 6MWD B mopsiike pacrosioKeHUsi OT HUCXOJHOIO YPOBHS K

Mecsy 9, OTHOCHTENbHO NAlMEHTOB, IMOJYYaBIIUX IUIale0o, MpU CPaBHEHUU C DPasHULEH,
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HaOmo1aeMol B citydae nanueHTos co craaueit I-111, mpu 3Tom mauneHTs! co craguei [V nmenn

n3meHenne MWD B yka3aHHOM mopsiike pacronoxenust +36,74 ¢ p=0,0462 no cpaBHEHHUIO C

n3MeHeHueM -4,26 ¢ p=0,6911 ana naumentos co cranuent I-111.

Tabmuua 4: M3menenne MWD B mopsinke pacroyioskeHusi OT UCXOIHOIO YPOBHS K 9

MECSIITY
NEODO0O1 Kontponb Paznuna P
3HAYEHUE
Cramusa I-
N 92 91
I
Mecs 9 139,16 (8.,98) 143,41 (8,91)
LSM (SE) (121,44, 156,88) | (125,84, 160,99)
95% CI
Hs3meneHue 5,05 (8,98) 9,31 (8.91) -4,26 0,6911
o (-12,67,22,77) (-8,27, 26,89) (10,70)
CPaBHEHHUIO C (-25,37,
UCXOIHBIM 16,85)
ypOBHEM
LSM (SE)
95% CI
Cragus IV N 38 39
Mecs 9 165,89 (30,59) 129,15 (29,79)
LSM (SE) (104,89, 226,89) | (69,75, 188,55)
95% CI
H3meneHue 43,95 (30,59) 7,21 (29,79) 36,74 0,0462
I10 (-17,05, 104,95) | (-52,19, 66,62) (18.11)
CPaBHEHUIO C (0,64, 72,84)

UCXOOHBIM
YPOBHEM
LSM (SE)
95% CI

N3meneane 6MWD 110 cpaBHEHHUIO C ICXOIHBIM YPOBHEM ObLIO 3HAYUTEJIBHO OOJIBIIE BO

BCE MOMEHTHI BpeMeHH 10 Mmecsaua 12 B rpynne NEODOOI+SOC no cpaBHeHMIO C TpyIIoi

wiane6o+SOC. Cpennsst (SD) mponosnKUTENbHOCTh BO3IEWCTBUSI cocTaBmia 389,4 (245,65)
roga B rpynne NEODOO1+SOC u 352,7 (248,30) ner B rpynne mianebo+SOC. Cpennee (SD)
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YHCIIO MONY4YeHHbIX HHQYy3ui coctasmio 14,5 (8,60) u 13,3 (8,71) B rpynnax NEODO001+SOC u
mwianebo+SOC, coorBerctBeHHO. B Tabmuime S mpencraBieHbl CBOAHBIE  PE3YJIBTAThI
uccnenosanust VITAL Ha nanuentax co craaueii IV no Maiio.

Tabmuna 5: Coaka pesynbraTos uccinenosanus VITAL Ha manuenrtax co craaueti [V no

Maiio
CHukeHue
OTHoOCUTEIbH | OTHOCHTEJIbHO p-
Moka3arennb 3¢ Ppexra bl PUCK ro pucka HN3meHeHue | 3HAYeHHE
IlepBuunasi KOHEYHasi TOYKA 0,635 36,5% n/a 0,1409
Ha MPOTsDKeHUH 12 mecsiueB™®
CMepTHOCTD 1O JIOOBIM 0,498 50,2% n/a 0,0556
NPUYUHAM Ha MPOTSKEHUH
12 mecsueB
CwmepTHOCTD oT 0,378 62,2% n/a 0,0142
CEPIEYHOCOCY IUCTHIX
3aboseBaHmiA Ha
NPOTsLKEHUH 12 mecsues
PCS, ornpezensiemas C n/a n/a +5,54 Gaia 0,0258
nomouibto SF-36, k mecsiy 9
6MWD n/a n/a +36,74 panr 0,0462

*CyObeKThl, KOTOpPBIE HE YMHPAIOT, LEH3YPHPYIOTCS B MOCIEAHUIN N1€Hb, KOTZA CTaJo
W3BECTHO, YTO OHM >KMBBI, WIM uepe3 12 MecsAlesB, B 3aBUCUMOCTU OT TOTO, YTO HACTYIUT
paHblIe.

IIpumep S - OrBer nanuenTos ¢ 6 MWD >150 metpos u EF >50%

Kak mokazano Ha ¢ur. 4A u 4B, manueHTHl ¢ TPOXOOUMBIM 32 LIECTb MHHYT
paccrosiHueM (6MWD) Ha MCXOIHOM YpPOBHE, NPEBBIAIOIIUM HJIH paBHbIM 150 MeTpoB, u
dpakuueii BeiOpoca (EF), mpeppimaroreit 50%, KOTOpbIe MOABEPTAINCH JICYCHHIO C MTOMOIIBIO
NEODOO1, mnponemMoHCTpupoBaiu OONBINYIO CTENEeHb YJYYIISHUs COCTOSHUS 3JI0POBbS,
ONpeneNsieMyl0 MO CMEpPTHOCTH IO JOObIM TNPUYMHAM Ha TPOTSHKEHHH 12  Mecsues
OTHOCHUTEJIbHO TALMUEHTOB, MOJyYaBIINX I11anedo. Pe3ynpTaThl Asl MAIMEHTOB CO BCEMH
cragusimu o Maito ¢ 6MWD >150 wmerpoe u EF >50% Ha wucXomHOM ypOBHE
xapakrepuzoBanmuck HR=0,511 (cHmxeHuem otHOcHTeNnbHOrO prcka Ha 48,9%) ¢ p=0,0741 u
95% CI (noseputenbHbiM HHTEpBaAIOM) (0,241, 1,083) (Pur. 4A). PeaynpTarsl 1151 MALIHEHTOB CO
cranuei IV mo Maiio ¢ 6MWD >150 merpo u EF >50% Ha ucXomHOM YpOBHE
xapakrepuzoBanuce HR=0,201 (cHmxeHneM oTHOCHTENBHOTO pHcka Ha 79,9%) ¢ p=0,0090 u
95% C1 0,053, 0,762), pur. 4B. Kpome Toro, B ciydae narueHTos co cranueii [V mo Maiio ¢ EF
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>50% Ha UCXOIHOM YPOBHE OTHOCUTENbHBIN pucK cocTasisii 0,185 (CHMKEHNE OTHOCUTENBHOTO
pucka Ha 81,5%) ¢ p=0,0049 u 95% CI (0,050, 0,689).

B nenom y 257 naumeHToB B momyssAnuu Oe3omacHocTH HaOmomancs 1 wnm Oonee
BO3HHKIIUX B CBsi3U C JieueHHueM nobounbix 3¢dextoB (AE) (TEAE; cmorpure Tabnuiy ©6).
Haubonee pacnpocrpanennbie TEAE (ycranocts, TOIHOTA, nepuepuydeckuii OTeK, 3amop u
auapest) ObUTM CXOKMMHU B 00€MX IpymIax JeYeHUs, U B 00eux rpyImnax Je4eHus! HaOIoaaanch
cxoxkue 4actotel cepbe3nbix TEAE (NEODO01+SOC, 67,7%; miauebo+SOC, 70,0%). U3 288
Cepbe3HbIX MOOOYHBIX 3(PPEKTOB, O KOTOPbIX cOOOIMIN 88 MAIMEeHTOB, MOIBEPTHYTHIX
aeuennto NEODOO1, GonpmuHCcTBO (95,5%) CUMTAINCh HE CBSA3aHHBIMH C HUCCIEAYEMbIM
JeKapcTBeHHbIM cpenctsoM, a TEAE, mpuBopsimie Kk CMepTH, Hallle BCTPEYAINCh B Tpymme
mwiane6o+SOC (28 mamuentos, 21,5%), yem B rpynne NEODOO1+SOC (20 yenosek, 15,4%).
Cunraercs, 4T0O HM OJHa M3 CMepTed He ObUIa CBsi3aHA C HCCIENYEMbIM JIEKAPCTBEHHBIM
CPEACTBOM, MPUYMHA CMEPTH B 00EUX TPYIIaX COOTBETCTBOBAJa OCHOBHOMY 3a0O0JIEBAHHUIO U
U3BECTHOMY PHCKY CepIedHbIX ociokHeHud. OOmue pesysibpTaThl 1Mo 0e30MacHOCTH ObLIH
CXOKMMH BHYTPH H Ha BCEX CTAAMAX 110 Maio.

Tabmuuma 6. OOmas cBOOKAa BO3HUKIIMX B CBSI3U C JIEYeHHEM MOOOUYHBIX 3(dexToB

(momynsiust 6e30MacHOCTH)

NEOD001+SOC Inaue6o+SOC
(n=130) (n=130)

TEAE B COOTBETCTBUU CO CBSI3bIO"

He cBsizannbIe 85(65.4) 81 (62,3)

CBsi3aHHbBIE 42 (32.,3) 49 (37,7)
TEAE, cBsizannsie ¢ CTCAE crenenu >3 6 (4,6) 11 (8,5)
TEAE, npuBomsiiue K NPEeKpPaLleHUIO
BBEJICHUS HCCIIETyEMOTO 10 (7,7) 16 (12,3)
JIEKapCTBEHHOTO CPENICTBA
TEAE, npuBogsiue Kk CMepTH 20 (15,4) 28 (21.,5)
Ceszanneie  TEAE, mnpuBomsmue 0 0
CMEpPTH.
Cepbesnbie TEAE, n 288 259
*Cy6bekThl, coobmaromue 0 >1:

Cepbesnnie TEAE 88 (67.7) 91 (70,0)

Cepbesnpie TEAE B coOTBETCTBHM CO
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CBSI3BIO"
He cBs13aHHBIE 84 (64.,6) 86 (66,2)
CBsi3aHHBIE 4 (3,1) 5(3,8)

JlaHHble nipeacTaBiieHbl kak n (%), eciiu He yKa3aHO UHOE.

*CyObexTsl, coobmatomue o Gojee 4eM OAHOM MOOGOYHOM S(P(EKTE, YUIUTHIBAIOTCS
TOJIBKO OJWH pa3 C MCHOJb30BAHUEM HAMOOJBINEH CBA3M C HMCCIEAYEMbBIM JIEKAPCTBEHHBIM
CPEICTBOM, IO OLIEHKE HCCIIe0BATEIS.

CTCAE, o0muii TEepMHHOJOTHYECKHH KpuTepud st modouHbiX 3¢dextos; SOC,
cranaapt meauuHCKoi nomomu; TEAE, Bo3HUKIIMIA B CBSI3U C JieueHHeM MOOOYHbIH 3P deKT.

IIpumep 6 - IIpoBoaMMoOe BO MHOKECTBE LEHTPOB C HCNOJB30BAHMEM OJHOM
rpynmnbl, OTKpbITOe HcciaegoBaHne 3¢ ¢exTuBHOCTH H 0Oe3omacHocTH OupTamMumada
(NEODO001) nuiroc cTaHaAaApT MEAULMHCKOH MOMOIIH (pa3bl 3 HA CYOBEKTAaX ¢ AMHJIOHI030M
¢ amusiouaorenHoii uensio (AL) cragun IV no Maiio.

OcnoBHo#i nenbto uccnenoBanust (NEODO001-301) sBnsiercst onenka 3¢¢eKkTHBHOCTH
OupramuMaba B COYETAaHWH CO CTAHIAPTHOM METUIIMHCKOH ITOMOIUBI0 TNPH BHYTPUBEHHOM
BBeneHUN cyOpektam ¢ AL-amunonmo3om cramuu IV mo Malio myreM OLIEHKH BPEMEHHU [0
CMEpTH O JIFOOBIM MPUYKMHAM. BTOpHYHBIE LETH COCTOAT B OLIEHKE Oupramumada B COYETAaHUH
CO CTAaHAAPTHOM MEIULIMHCKON MOMOIIH 10 CIEAYIONM napamerpaM: (1) u3MeHEeHHI0 KauecTBa
JKU3HH, CBSI3aHHOTO CO 37J0POBbEM, OT UCXOJHOTO YPOBHS K Mecsly 9, ucnoib3ys aHkery Short
Form 36 (SF-36v2), u (2) n3MeHeHHI0 OT UCXOAHOI'O YPOBHS K MecsIy 9 paccTosiHus (METPOB) B
TecTe ¢ 6-MUHYTHOU X0ap00H(6MWT).

ITauneHTsl ¢ BHEpBbIE MOCTABIECHHBIM AuarHo3oM AL-amunonnos craguu IV mo Maiio
noiy4yaror OupramuMad B COUETaHHMHM C XHMHUOTEpamuedl B KauecTBE MECTHOIO CTaHaapTa
MenuuuHCKol nomomy. HavanpHas cxemMa XMMUOTEpanuu NepBON JMHUU AOJDKHA BKIIOYATh
ooptesomud. CyObeKkThl OCTAOTCS B HMCCIAENOBAHUU IO 3aBEPIIEHUs MCCIENOBAHUS, KOTOPOE
NPOUCXOOUT, Korja Oyner AOCTHTHYTO NPUOMU3UTENBbHO 16 TEepBUYHBIX KOHEYHBIX TOYEK-
coObITHI (CMepTH MO JIIOOBIM MPHUYMHAM), WM Korma 62 cyObekTa 3aBepiiaT 9-mecsyHoe
neuenne. Eciu cyOBEKT mpekpaiaer BBEAEHHE HCCICAYEMOro JIEKAPCTBEHHOTO CPENCTBA A0
OKOHYAHUS UCCJIEAOBAHMS, HO XKeJIAeT MPOJOJUKUTh YIaCTHE B BU3UTAX C LENBI0 UCCIIEAOBAHUS,
CyOBEKT NOJDKEH OCYINECTBUTH BH3HT U paHHero mpekpamienus jgedeHust (ETD) B mpenenax
28-35 pmHel mocie MOCIEOHEro BBEAEHUS HCCIENYEeMOro JIEKApCTBEHHOTO CPEACTBA, a 3aTeM
NPOXONIUTh OLIEHKU KaKable TPU Mecsia (cMoTpure Tadnuiy 8). Bce BU3NUTHI MoOcie BU3HUTA IS
ETD nomkHBI IPOUCXOOUTH MO CXEME, T.€. B TO BPEMsl, KOTJJa BU3UT MOT ObI COCTOSITBCSI, €CITU
OBl CyOBEKT OCTaBAJICS HA UCCIIEyEMOM JIEKApPCTBEHHOM CPENICTBE.

CxpunHHT cyOBbeKkTOB OyIneT MPOBOAUTHCSA B TedeHHe 28 nHEH 10 MepBOro BBENEHUS
UCCJIEyeMOTO JIEKApCTBEHHOTO cpeacTBa B Mecsll 1 - nenp 1. [lepron ckpuHUHTa MOXKET OBITH
NPOMJIEH C OHO0peHust MenuIMHCKoro Habmoaaresns. OLeHKN CKpUHUHTA TIEPEUNCIIEHBI 3/1€Ch B

Tabure 7.
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Ilepen mepBBIM BBEAEGHHEM HCCIEAYEMOIO JIEKAPCTBEHHOTO CPEACTBa HEOOXOAUMO
npoBectu 18a 6OMWT B xome ckpunuara. Ilepseiii 6OMWT B xone CKpMHHUHTa HEOOXOAMMO
IIPOBECTH MEXAY AHAMHU -28 U 5, 3a mo MmeHblied mepe 4 nua ao sroporo OMWT B xone
CKPUHHUHTA, KOTOPBII JOJKEH OBbITh BBINIOJHEH B npeaenax 2 aHei no mecsna 1 - gas 1. 6MWT
HIOCJIe TIEPBOHAYAIBHO MOXKET OBITH BBITIOJIHEH B TOT K€ J€Hb, YTO M BBEACHUE HCCIIETyEeMOrO
JEKapCTBEHHOTO CpPEACTBA, W JOJDKEH OBITh 3aBepUIeH A0 HHQPY3UH HCCIENyeMOro
JeKapcTBEHHOro cpencrsa. Ecnmu Bce HEoOXOANMMBIE YCIOBUSI NMPUIOAHOCTH MMAIMEHTA IS
yUYacCTHsI B UCCIIEIOBAaHUH COOJIIOJIEHBI, OLIEHKH B MecsI |-meHb 1 3aBepIuaroTcsi, 1 HAaUMHASTCS
neuenne. Kaxnplii BU3UT 0003HAUAETCS €ro «MeCSeM» U «IHEM», TaK YTO MEepPBbIH JI€Hb
UH(Y3UN HCCIENYEeMOro JIEKAPCTBEHHOTO CpeACcTBa O0O3HAYaeTcs: Kak «mecsn 1 - meHp 1»; B
NOCJIEAYIOLINE MECSLIbI HCIIONIBb3YIOTCS TIOPSIKOBbIE HOMepa (HAIpUMep, BTOPYIO 103y BBOJST B
mecsiy 2 - genb 1), «{ukn» npenHasHadeH s 0OO3HAYEHUsS MPOBEINCHHS XHUMUOTEPAITUU.
HHTepBanbl MEKAy OLIEHKAMH M BH3UTAMHU IPEACTABICHBI HA CXeMe MepomnpusaTHil (B Tabiuime
7). Kaxxnapiii Mecsit cyObeKThl TIONYYar0T WH(PY3UIO UCCIEAYEeMOro JeKapCTBEHHOTO CPEACTBa B
neHb |1 B wuccinenoBareabckoM LeHTpe. B wmecsubl ¢ 1 mo 3 cyObeKThl OLGHHBAIOTCS
€XKEHENIeJIbHO, XOTs HE BCE BU3HTHI JOJUKHBI ObITh B HCCIENOBATEIbCKUH LIEHTP. B TeueHue
Mecsa 3 Mecslla M BCeX IOCIEAYIOIINX MECSALEB 0 KOHIA HCCIENOBAaHUS OT CyOBEKTOB
TpeOyeTcst TONBKO BO3BPALIATHCS B UCCIICAOBATEIBCKUN LIEHTP Kakabie 28 AHEH IUisi BBEICHUS
T 03Bl UCCJIEyEMOr0 JIEKAPCTBEHHOI'O CPEACTBA B I€Hb 1.

XuMHOTepanysi MepBOH JIMHUM JTOJDKHA OBbITh CXEMOM, BKIIIOUaroIel Gopre3omud, mpu
sToM Ooprezomud BBOAAT MoakoxkHO (SC) exeHenenbHO. IlepBoe mpoBeneHNne XUMHOTEPATIHH,
BKJIFOUAKOLIeH OOpTe30MHO, OCYILIECTBISIIOT IOCHE BBEIEHUS HMCCIEAYEMOro JIEKApPCTBEHHOTO
cpeacta B Mecsal 1 - nenp 1 (mocre mepuopa HaOmroaeHUs nocie MHQY3UU HCCIeNyeMOro
JIEKaPCTBEHHOI'O CPEICTBA), TaK 4YTO MecsAl 1 - meHb 1 uccienoBaHUs SKBUBAJIEHTEH LUKIY 1,
AHK0 1 xumuorepanuu. B gononHeHne kK BU3UTaM, ONMMCAHHBIM BbILIE, BO BPEMsl IEPBOrO LIUKJIA
XUMHOTEpAanuu CyOBEKT JOJDKeH BO3BpAIUAThCS B UCCIENOBATEIbCKUH LEHTp  JUIA
eKEeHeNIeJIbHOTO BBeIeHUs1 OopTe3omMuda U JIsl OLEHOK mepe] BBeACHUssMU. Bo Bpemst BTOpOro u
TPEThEro LUKJIOB XUMHUOTEPATUU OOPTE30MUO TOIKEH BBOAUTHCS B UCCIIEAOBATEILCKOM LIEHTPE
BO BpeMsI BU3HTOB B Mecsilie 2 - nue 1, mecsie 2 - nHe 15 u mecsue 3 - nensb 1 (T.e. nukie 2 - nHe
1, uukne 2 - gae 15 u mmkie 3 - gHe 1, cooTBeTCTBEHHO). ECiu mo kakoi-mmdo mpuyuHe, 1o
MHEHHUIO  HCCIENOBaTeNsA, 3a CyObEKTOM  CJIEAyeT TPONOJDKATh  HAONIOJAeHHe B
UCCIIEIOBATEIBCKOM LIEHTPE (HAmpuUMep, W3-32 TOKCHYHOCTH, KOTOPAast MPEBBIIAET OXKUIAEMbIe
noOouHble 3PQEKThl XUMHOTEPANNH), TO €XKEHEIEJbHOE BBEIeHHe OopTe3omMuda B IPYyrom
LUKJIEe 2 U LUKJIE 3 TaK:K€ MOXKHO IIPOBOJAUTH B MCCIENOBATEIbCKOM LieHTpe. I1o yemoTpenuro
UCCIIEIOBATEIIS, €CJIN CYOBEKT HE HCIIBITHIBAET KAKOW-THO0 HENMPEABUIEHHON HITH 3HAYUTEIbHON
TOKCUYHOCTH, €My MOXET BBOAUTHCS OopTe3oMub B 1uKiIe 2 - AHIX 8 1 22 u uukie 3 - qHsx 8,
15 1 22 ero y4aCTKOBBIM Bpady, a He ucciaeaosareneM. B npenenax 1 nHs 10 Ui B A€Hb KAXKAOTO
BBEIEHNs1 OopTe30Muba yU4aCTKOBBIM BPadOM MEAMLIMHCKUI PaOOTHHUK AOJDKEH MOJIYyUUTh Nepen
BBEJICHUEM J03bl OCHOBHBIE ITOKA3aTENH COCTOSHHUS OpraHu3Ma M o0pasubl M3 LEHTPAIbHOM

naboparopuu. OnHako, ecnu 60pTe30MHO BBOAAT B MOHEAENbHHUK (MM €CTh MPOMEXYTOUHBIN
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NPa3IHUYHBIA AE€Hb), TO BU3UT JJIsI OKAa3aHMUS MEAULIMHCKOW MOMOIIM Ha JIOMY MOJKET ObIThb
OCYILECTBJIEH B MPEAIIECTBYIOLIYIO MATHULLY.

B cnydae mponycka no3 Oopresomuda MUKIBI XUMHOTEPAIMUA MOTYT HE COBMANATh C
€XEeMeCAYHbIM BBEACHHEM 103 MCCIENyeMOro JEKapCTBEHHOIO cpeacTsa. B atom ciydae
€XXEeHeeIbHbIE BU3UTHI B T€YEHHE MeCALEB C 1 Mo 3 NOJKHBI MPOAOJKATHCS, KaK OMNUCAHO
BBIIIE, YTOOBI BHUMATENIBHO CIEIUTH 34 3I0POBbEM CYOBEKTOB B TEUEHHE INEPBBIX MECSLEB
conyTcTByrolell xumuorepanuu. Ha mnpoTsbkeHMH BCEro HUCCNENOBaHMsS HE  CIENyeT
OTKJIa[pIBaTh WJIM TPOMYCKaTh €XKEeMECSUHbIe BBEIEHUs 103 HCCIEAYeMOro JIeKapCTBEHHOIO
CpEeICTBa U3-3a KOPPEKTUPOBOK BBEIEHUS 103 XUMHOTEPANIEBTUYECKHUX COCTaBOB.

Onenku 6e30macHOCTH U 3()(PEKTHBHOCTH NIPOBOASTCS MPH KAXKIIOM BU3UTE.

Kputepun BkioyeHusi (Cy0beKTbl AOJUKHBI COOTBETCTBOBATH BCeM CJIEAYIOLIHM
KpHUTepHusiM):

1. berth Bo3pactoMm >18 ger.

2. beiTb C BHEpBBIE MOCTABICHHBIM AWArHo3oM AL-amMuionno3 M paHee He
MOJIBEPTraeMbIM JIEYEHUIO OT HETO.

3. KocTHBIN MO3I AEMOHCTPUPYET KJIOHAJIbHBIE IJIA3MATUYECKUE KIIETKH.

4. IlonTBep:kaeHHbIN quarHo3 AL-aMuIOn103 MO CIEAYIOINUM IPU3HAKAM:

» T'ucroxumuueckas JUArHOCTHMKA aMUJIOWJ03a, OINpPEAENsseMOro ¢  IOMOLIBIO
MHUKPOCKOIIUU B MOJIIPU3ALMOHHOM CBETE 3€JIEHOT0 MaTepuaja ¢ ABOMHBIM JydenpeIoMIeHHeM
B oOpasiax TkaHeil, okpameHHbIX Konro kpacuemv, MJIM no xapakTepHOMY BHEIIHEMY BHIY,
MOJIyY€HHOMY TPHU 3JIEKTPOHHON MUKPOCKOIIUH,

A TAKXXE

* IToaTBepkaaromas ummyHnorucroxumust MJIM macc-cnexkrpockonus AL-amunonnosa.

5. IloaTBepxnaeHHbI AuarHo3 AL-aMHIONI03 € MOMOLIBI0 MAacC-CHEKTPOMETPUH HIIU
UMMYHO3JIEKTPOHHOH MMKPOCKONUU aMUJIOMIHOTO Marepuana Npu OHONCHM TKaHH, €CJIU
CYOBEKT COOTBETCTBYET JIFOOOMY U3 CIIEAYIOIIUX YCIAOBHIA:

OTHOCHTCSI K HETrPOUIHOM pace Wi sBJsieTcst ahpoaMepUKaHLEM,

Bospacrom crapiue 75 et ¢ COnyTCTBYIOLIEH MOHOKJIOHAIbHON raMMOIIaTUEH;

HNmeer B aHaMHe3e CeMEHHBbII aMUJIOUAO03 M COMYTCTBYIOUIYK) MOHOKJIOHAJIBHYIO
raMMOIaTHIO;

NJin

Ecnu cyObekT COOTBETCTBYET JIFOOOMY M3 MEPEYHCIEHHBIX BBIIIE YCJIOBHH U HUMEET
sXOKapauorpadpuveckue MPU3HAKK aMUJIOM03a, TMOATBEPKICHHOrO OHWONCHeH aMuiIonno3a ¢
MOHOKJIOHAJIbHOM ramMmanatveii M HeT TKaHM, IOCTyNHOH [AJii MacC-CIIEKTPOMETPUH WU
UMMYHORJIEKTPOHHOW MHKPOCKOINHUH, CYOBEKT IOJDKEH HMETh Pe3yJbTaTbhl CEKBEHHPOBAHHS
reHoB, coorercTByromue Tpanctuperray (TTR) aukxoro tuma (manpumep, Her myTtarun TTR)
WU nomxen umerp oumeHky O mpu cuuHTUTpaduu C HUCIONb30BAaHUEM TeXHenui-99m-3,3-
mudocdono-1,2-nponanoaukapoonosoit  kucinorel  (99mTc  DPD;  Rapezzi  2011),
runpokcumerunenaudocponarom (99mTec HMDP; Galat 2015) wnmu mupodochara (99mTc
PYP; Bokhari 2013).
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6. IlopakeHne cepana, ONpeaensseMoe o BCEM U3 CIEAYIOINX MPU3HAKOB!

3a10KyMEHTUPOBAHHBIE B MPOLIIOM M OTMEUEHHbBIE B HACTOSIIEE BpeMsl KIIMHUYECKNE
NPU3HAKU U CHUMIITOMBI, TMOATBEP)KAAIOIINE THArHO3 CEpACYHON HENOCTAaTOYHOCTH Ha (poHe
NOATBEpPKIEHHOro nauarHo3a AL-amunonno3 B OTCYTCTBHE albTEPHATUBHOIO OOBSICHEHUS
cepAeyHON HeJOCTATOYHOCTH.

JIubo »sHAOMHUOKapauanbHas Ouorcus, AeMoHCTpupyromas AL-amunounos, aubo
9XOKapAUOrpaMMa, AEMOHCTPUPYIOLIAsl CPENHIO TOJIIUHY CTEHKH JIEBOIO JKEIyAOoYka BO
BpeMsi TUacToyibl >12 MM B OTCYTCTBHE APYIMX NPHYUH (HAMPHUMEp, TSIKENOH TMIIEPTOHUH,
CTEHO3a a0PThI), KOTOPBIE B TOCTATOYHOIN Mepe OOBSACHSIOT CTETNIeHb YTOJIIEHUS] CTEHKH.

7. IlontBep:xaenHas craaus IV no Maiio, onpenensemas o CiaeayrLemy:

NT-proBNP >800 nir/mut u

Tponounun-T >0,03 Hr/mu, u

dFLC >18 mr/nu.

8. IlmaHupyemasi XUMHUOTEpaNus MePBON JIMHUU BKJIKOYAET €XEHENENbHOE MOAKOXKHOE
BBeZieHUe OopTe3omubda.

9. JlocraTouHbIli pe3epB KOCTHOrO Mo3ra, (YHKIMM T€UYeHH W TO0YeK, 4YTO
MOATBEPIKIAETCS CIEAYIOLIHM:

AGCOMmoTHOE KouIuecTBo Helirpoduios (ANC) >1,0x107/x;

Komraecto TpoMGommTos >75x10°/1;

I'emornobun >9 r/m;

OO0umit OnnmupyOuH<2-KkpaTHOi (2X) BepxHei rpaHunbl HOpMbl (XULN);

AcnapraramunoTrpancdepasa (AST)/cbIBOpOTOUHAS TIyTAMUHOBAs LIABENIEBOYKCYCHAs
tpancamunasa (SGOT) <3x ULN;

AnannHamuHoTpancdepasa (ALT)/cpIBOpOTOYHAS TIIyTaMMHOBas HPOBUHOIPAIHAS
tpancamuHaza (SGPT) <3xULN,;

Ilenounas docdarasa (ALP) <Sx ULN (3a uckiiroueHneM CyObeKTOB € rernaroMeraaneit
U m30(pepMeHTaMH, Cielu(pUIHBIMHE JJIS TICYSHH, a HE KOCTei);

PacuerHasi CKOPOCTb Ki1yGoukoBoii puisrparmn (eGFR) >30 mu/mun/1,73 M%, cormacHo
ypaBHeHHIO pabodell TPYIIbI MO HCCIEAOBAHUIO SMUASMUOJIOTHH XPOHHUYECKUX 3a00JIeBaHUN
noyek (CKD-EPD);

10. Cucronuueckoe aprepuaibHoe nasienue cuns 90-180 mm pt. cronba.

11. Paccrosinue, npoxonumoe BO Bpemsi kaxaoro ckpunuHra, OMWT cocrtasiser >30
MeTpoB U <550 meTpoB.

12. XXenmunsr neropomnoro Bozpacta (WOCBP) momkHBI UMeTh 1Ba OTPULIATENIBHBIX
TeCTa Ha OEpEeMEHHOCTb BO BpeMsi CKPHHHHIra, BTOPOH B mpepenax 24 4acoB OO IEPBOTO
BBEJICHUS HCCIIEIYEMOTO JIEKAPCTBEHHOTO CPEACTBA, M JOJDKHBI JaTh COMJIaCHE Ha
UCTIONb30BaHNE BbICOKO3()(EKTUBHBIX pAa3pELICHHbIX BPAa4OM KOHTPALENTHUBOB OT MOMEHTa
ckpuHuHra A0 90 gHel nocie NoCieIHEro BBEAECHHs UCCIENYEMOrO JEKAPCTBEHHOIO CPEICTBA.

13. CyObeKkTsl My»CKOTO TOJa AOJKHBI ObITh CTEPUIIM30BAHBI XUPYPIHUECKUM IyTEM

WIN JOJDKHBI 1aTh COTJIaCHe Ha MCIOJb30BAHHE BBICOKOA((EKTUBHBIX Pa3pELIEHHBIX BPAauOM
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KOHTPALIENTUBOB OT MOMEHTAa CKpuHUHra a0 90 pgHeld mnocie TNOCJHENHEr0 BBEICHUS
HCCJIEIyEMOTO JIEKAPCTBEHHOTO CPENICTBA.

14. CrnocoOHOCTP MOHMUMATh W TOTOBHOCTb MOANHUCATH (popMy HHGOPMUPOBAHHOTO
COIJIacHsi 10 Hayvaja JIOObIX IMPOLEYp UCCIEAOBAHUS.

Kputepun uckiaodeHusi (cCy0beKTbl He J0JKHBI COOTBETCTBOBATL HH OJHOMY H3
CJIeAYIOIHX KPUTEPHEeB):

1. He-AL-amunounos.

2. NT-proBNP >8 500 mir/mu.

3. CootBercTBYyeT naHHOMY MexxnyHaponaHou paboueit rpynmoi mo mueaomam (IMWG)
OTIpeIeNIEHUI0 MHOKECTBEHHON MUEJIOMBI

* OOparute BHUMaHHUE, YTO CyOBEKTBI, KOTOpPbIE COOTBETCTBYIOT naHHOMy IMWG
ONPENENeHNUI0 CUMITOMATUYECKOH MHOXECTBEHHOW MHEJIOMBI C TNPU3HAKAMH  W/MJIH
CUMIITOMaMH, OTHOCSIIMMHCS TOJBKO K AacCOLUHPOBAHHOMY aMUJIOWIO03Y, IOTEHIHAIBHO
SIBJISIETCS IPUTOIHBIM IS y4aCTHsl B UCCIIEOBAHUHY 11OCJIE Pa3peLIeH s CIIOHCOpa.

4. Cyosekt nomxomut st ASCT (ayToJOrnYHON TPaHCIUIAHTALMU CTBOJIOBBIX KIIETOK)
WM TPAHCILJIAaHTALIUK OpraHa BO BPeMsl UCCJIEIOBaHUS U INIAHUPYET MOABEPHYTHCS el

5. Cumnromarudeckass OpTOCTaTHYecKas THMIOTEH3Ms, KOTopas, MO MEJULIMHCKOMY
3aKJTFOYEHHIO MCCIIEOBATENS, MOJKET MOBJIHMSTh HA CITIOCOOHOCTh CyOBEeKTa 0€30MacHO MOIYyYUTh
JieueHUe WU 3aBEPIINTh OLIEHKU MCCIEN0BAHUS.

6. UH(apkT MUOKapaa, HEKOHTPOJIUPYEMasi CTEHOKapAUs, TSDKENble HEKOHTPOJIUPYEMBbIE
JKEJyJOUYKOBBIE apUTMHUHU UIH 3nekTpokapauorpapudeckue (OKI') mpusHaku ocTpoil umeMun B
npenenax 6 MecsiLeB 10 BU3UTa B MecsAl 1 - aeHs 1.

7. Tsokenelli CTEHO3 KilamaHa (HAIPUMeEp, AOPTAJbHBI WIM MHUTPAJIbHBIA CTEHO3 C
mIow@aapko kiamnana <1,0 CM2) WM TSDKEJIbIN BPOKIAEHHBIN MOPOK CepaLa.

8. OKI'-nmpu3Haku OCTPOH MIIEMUU WJIM aHOMAJIUM aKTUBHOW NPOBOJSINEH CUCTEMBI, 32
UCKJTFOUEHHEM JTIF0O0T0 U3 CIIEAYIOLIETO:

AB-06510KabI (ATPUOBEHTPUKYJISIPHOMN OJIOKAIbI) IEPBOI CTEMICHH,

AB-6nokaznel BTOpoi crenenu tTuna 1 (tuna Moburua 1/Tuna Benkebaxa),

bnokanp! mpaBoi uau n€BOW HOKKH Tyuka [ uca,

OuOpHIUIALUN TIpeACcepauil ¢ KOHTPOJHPYEMOH HYaCTOTOW COKpAIUEHUH KEyIOYKOB
(HEeKOHTpONMpyeMasi 4acToTa COKpalleHuil kenyaoukoB [>110 ymapoB B MuHYTY| HE
JOTyCKaeTcsl [ompenensieTrcss B CpeAHeM MO TpeM yaapam B oTBeaeHuu Il unu mo Tpem
penpe3eHTaTUBHBIM yaapam, eciu otrBeneHue Il He sBisercs: penpeseHtaruBHbIM misi DKI B
enom));

9. Ilepudepuueckass HeBpomaTusi, oneHuBaemas 1o OOIUM TEPMHHOJIOTHYECKUM
KpurepusiM Uit mobounelx 3¢dexroB HammonaneHoro mucruryta paka (NCI-CTCAE) kax
cTeneHb 2 ¢ OONbIO, CTETNEHb 3 UK CTETNEHb 4;

10.  CyOpexkT mosydaeT  MepopajibHO  WJIM  BHYTPUBEHHO  aHTHOWOTHKH,
IPOTUBOTPUOKOBBIE WIIM MTPOTHBOBUPYCHBIE COCTABHI B npenenax 1 Hexenu oT mecsua 1 - aus 1,

3a UCKJIFOUE€HUEM MPOPUIAKTHIECKHUX ITEPOPATBHBIX CPEICTB.
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11. TlpenBaputenbHOE JIEYCHHE TE€MOMOITHUYCCKUMH (DAaKTOpaMU POCTa, TEpeTUBaHHE
KPOBH WJIHM NPOAYKTOB KPOBU B npenenax | Hegenu ot mecsua 1 - ausa 1.

12. IlpenwectByromas JiydyeBas Tepanus B npenenax 4 Henenab ot mecaua 1 - aus 1.

13. Cepbe3Hoe Xupyprudeckoe BMEIIaTeNbCTBO B Ipenesax 4 Hefenb OoT Mecsaua 1 - aHs
1 uny 3an1aHUPOBAHHOE CEPBE3HOE XUPYPIUIECKOE BMELIATENbCTBO BO BPEMS HCCIEAOBAHMSI.

14. AKTHBHOE 3JI0KaYeCTBEHHOE€ HOBOOOpa30OBaHHE, 3a HCKJIIOYEHHEeM JIFoOOoro u3
CJIENYIOLLEro:

B JIOCTATOYHOM Mepe MPOJICUEHHOMN 0a3aIbHOKJIETOYHOM KapLUHOMBI,
TUTOCKOKJIETOYHOT'O paka MJTH paka IIeHKH MaTKH in situ,

B nocrato4HOll Mepe MpoJjieueHHOro paka CTamuu I, B pesynbraTe 4ero CyOBeKT B
HACTOsLIee BpeMsl HAaXOAUTCS B PEMHCCUU U HAXOIUJICS B PEMUCCUU B T€UEHUE 2 JIET,

Paka npencrarenbHON >kKene3bl HU3KOTO pHUCKAa € OLEHKOM mo mkane ['nucona <7 u
crieru(pUIeCKUM JIJIsl MPEACTATEBHOMN jKeie3bl aHTUreHoM <10 mMr/mu,

JIroboro apyroro paka, OT KOTOPOro CyOBEeKT OOJbIIE He CTPaTaeT B TEUEHUE >2 JIeT.

15. B anamHe3e Tspkenast aJuieprist Ha JJr000H 3 KOMIIOHEHTOB OnpTamMuMabda, Harmpumep
MOHOTHAPAT rUCTHANHA/L-ruCTHaNHA THAPOXJIOPUAA, AETHAPAT TPerano3bl Win nonucopdar 20,
wii B aHamHe3e mnoOouHble 3¢dekTol (AE), cBsizaHHple ¢ uH]y3ueH, cTenmeHn >3 WM
TUMEePUYyBCTBUTENBHOCTE K  JPYTOMY  MOHOKJIOHAJbHOMY  AHTUTENy, WM  H3BECTHas
THIIEPYYBCTBUTENBHOCTD K AU(EHIHApaMUHy (MM ero 3KBUBaJIEHTY - Hl-aHTUrncramuny) mim
aneTaMiuHO(eHy (WJIH ero SKBHBAJICHTY - TapaleTaMody).

16. Hanuune nnu Hanmu4ue B aHaMHe3€ HEKOHTPOJHPYeMoH akTuBHOW mH(pexkmu BHY,
renatuta B unu renarura C.

17. IlpenmecTByromiee JieueHUe XMMHMOTepanuel, HalpaBiIeHHON Ha IJIa3MaTHYECKHE
KJjeTky, Ouprammmabom, naparymymadom, 11-1F4, aHTHTENOM TNPOTHB CBHIBOPOTOYHOTO
amuwiouaa P, NOKCULUKIMHOM [Js1 aMWIOMAA WU APYroll NPOXOAsIEN KINHUYECKHE
UCIIBITAHUS Tepanueil, HarpaBJIeHHON Ha aMUJIOU.

18. JleueHue ApyruM NpPOXOASLINM KIMHUUYECKUE UCIIBITAHUS CPEACTBOM B Ipenenax 30
nHer ot Mecsina 1 - s 1.

19. bepeMeHHbIe MM KOPMSLIUE KEHIIUHBI.

20. JIroboe cOCTOsIHUE, KOTOPOE MOKET MOMEIIATh MPOBEISHUIO HCCIEIOBAHUS, WU
JieyeHue, KOTOPOEe MOXKET IMOMellaTh MPOBENEHUI0 MCCIENOBAaHUS WIIHM KOTOpPOE, MO MHEHHUIO
UCCIIEIOBATENs, HENMPUEMIIEMO TIIOBBICUT pPHUCK Yy CcyOBeKkTa B pe3ysibTare ydYacTHsl B
HCCJIEZIOBAHUU.

21. CyObeKT HaxOIUTCsI O] 3aKOHHOM OTEKOH.

22. B aHaMHe3€ 3MWIETICHS] FUTH CYAOPOXKHBIE TPUCTYTIBI, 32 UCKIIOUeHHEM (eOpHITbHBIX
CyOpOT y JETEN.

23. MaxkpornoOynuHemus: Banbaencrpema w/mnm IgM-MOHOKIOHAIbHAS TaMMaIiaTHsL.

Hccnenyemoe nexapcTtBeHHOe cpenctso. HMccnenyemoe nexkapCTBEHHOE CPEACTBO
cocTouT u3 Oupramumada (24 Mr/kr), mocTaBiasieMOro B BHJIE€ CTEPUIIbHON JTHOPUIN3NPOBAHHOM

nexapcTBeHHOH (opmbl Bo Quiakone 20/25 mu, comepxkammem 500 mr ompramumada. Kaxuabrit
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¢naxkoH BoccraHaBimBaeTcs 9,6 M crepuibHOM Bonbl s nHbekuuil (WFI) no koHmeHTpanumn
50 mr/mn, B pesyibrate uero mnosydaercs 3a0ydepeHHbI H30TOHHYECKHH pacTBOp 0Oe3
KOHCEpBaHTOB. MccienyeMoe JeKapCTBEHHOE CPENCTBO BBOAAT Kaxable 28 AHEH B BULE
HauyaJIbHOM BHYTpUBEHHOW MH(QY3uH npoxpomkuteabHocThio 120 (£ 10) munyt. Ecnu cyOpekT
NePEeHOCUT HAYaJIbHYIO HH(Y3UIO, MTOoCIenyouue HHQY3U MOTYT IPOBOAUTHCS B TeueHue 60 (+
10) munyt. IIpomomxurensHOCTh MH(Y3HMM MOXET OBITh yBenHMueHa Ha Oosee IJINTENbHbINH
NEepHOA BPEMEHH, €CIM W KOrjla 3TO KIMHHYECKH IOKa3aHo. Mexay posamu Tpedyercs
MHUHUMYM 21 1eHb.

[Mpemenukarms: Bce CYOBEKThI TOJYYAOT MPEMEAMKALMIO U  KaKIOW O3Bl
UCCIIEyeMOro JIEKaPCTBEHHOTO CPEACTBA C HCIOJb30BaHMEM 25 Mr nudeHruapamuHa (Him
SKBHUBaJIEHTHOU 1036l H1-anTurucramuna) u 650 mr auneramuHodena (MM 5KBUBAJIEHTHON J03bI
napaneramoyia) B mpeaenax 30-90 MHHYT 1O BBEIEHHUS HCCIENYEMOrO JIEKAPCTBEHHOTO
CpencTBa.

Xumuorepanuss B KaueCTBe CTAHAAPTHONM MEIULIMHCKON nomowu: Bce mnanueHTtsl
MOJIy4arOT COMYyTCTBYIOIIYI0 XUMHOTEPANMIO B Ka4eCTBE CTaHAAPTHON MEAMIIMHCKON MOMOLIH,
KOTOpast TOJDKHA BKJIIOUATh OOPTE30MHO, BBOAMMBIN €KEHENENbHO MOAKOKHO ISl HauaIbHOM
CXE€MBbl XHMHOTEpanuu mepBoil jguHMU. llocienyromue cXeMbl XUMHOTEPAIIUA MOTYT OBIThH
Ha3HAa4YeHbl B COOTBETCTBMM CO CTaHAAPTOM MEIULMHCKOM IOMOILIM IO YCMOTPEHUIO
uccnenosaressi. Tpedyercst mpoduIakTuka MpoOTHB BUPYCOB.

Cmamucmuyeckue coobpadcets

Anamu3 nonysmsiuuid. Ionmymsamus ¢ «HamepenueM neunthesi» (ITT) Brurouaer Bcex
cyobekToB ¢ AL-amunonnoszom craguu IV nmo Maiio, koTopble mony4aroT Jr000€ KOJIUYECTBO
UCCNIEAYEeMOro JiekapcTBeHHOro cpenctsa. [TT-nonynsauus sBasercss nepBUYHON MOMYJIALUEH,
UCTIONIBb3YEMOH sl aHATU30B 3P PEKTUBHOCTH U O€30MaCHOCTH.

Anamus >¢dexruBHocTu. IlepBuunblii aHamu3 - I[lepBUYHON KOHEYHOH TOYKOH SBIIAETCS
BpeMsi IO CMEPTH 1O JIFOObIM mpuuuHaM. [Ijiss CMEPTHOCTHU MO JTIFOOBIM MPUYUHAM YYUTBIBAKOTCS
BCE CJIy4ad CMEPTH, MPOHM3OLIENIINE MOCIe MepBOH MH(PY3UH HCCIETYyEeMOro JIEKapCTBEHHOTO
cpeactBa (mHsA 1 wWCCNenOBaHUS TOCIEAHErO BU3HMTA TIOCIEAHETO CYOBEKTa HCCIIEIOBAHHUS
(LSLV). Hcnonb3ysi 3KCIOHEHIIHANBHYK) MOJENb BBIKHBAEMOCTH, OLEHUBAETCS OXKHIaeMBbIii
MPOLEHT BBDKUBAEMOCTH uepe3 9 wmecsineB. Hcmonb3ys TOYHBIH OWHOMHUAJBHBIA TECT,
O’KHUJaeMBbIH MTPOLIEHT BbDKUBAEMOCTH CPABHHUBAETCS C UCTOPUYECKUM KOHTPOJIbHBIM 3HaYEHHEM
49%.

KiroueBble BTOpuuHble aHanm3bl 3¢dexrnBHocTH - Ecnm mepBu4HBI aHanmu3 naer
pe3ysnbTaT B MOJB3y Ompramumada, TO HaHHBIE sl CyOBeKTOB co cramuedi [V mo Maiio,
nonyyaBmux Twianebo tmoc SOC, wu3 wuccmemoBanmss NEODOO1 CL0002 [VITAL],
UCTONB3YIOTCsT 1isi cpaBHeHus: (1) m3menenune ouenku PCS, ompepensiemoit mo SF-36v2, ot
HCXOJIHOTO YpOBHS K Mecauny 9 w/mmu (2) u3MeHeHue paccrosiHus (B metpax) B 6OMWT ot
UCXOHOTO YypOBHS K Mecsny 9. [l o0enx 3THX NepeMeHHbIX BBIYHCISIETCS W3MEHEHHE OT
UCXOAHOro ypoBHsI K Mecsauny 9 u 95% nposeputenbHblil nHTepBaid. Eciau HuHHE TIpaHULBI

AOBEPUTECIIbHBIX HWHTCPBAJIOB IIPCBBILHAIOT Ha6J'II-OI[aeMI:>Ie 3HAUCHUA W3 TPYIIIbI nnaue6o B
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VITAL, TO B UCCIIEOBaHUH JIETA€TCS BBIBOI O TOM, YTO OMpTaMuMad MPeBOCXOIUT KOHTPOJIb.

Tabmuua 7: Cxema MeponpusITHi

Mecsiubi
6,9,12u Bce
CxkpunuH Mecsin
L 1 Mecsin 2 |Mecsig 3| T.4.(kax- | apyrue
r
AbIH 3-uil| MecsilbI
Mecsiin)
ol i B S a
w |2 +H 4 b
= A _— e — ~
2|8 ald & |9 ||
s |= [z |2 & la [ |9 | Tenn1 | denn1 |EOT/
w Z|EC]|2 |9 |3 | 3
=l 7L 2| - *5) *5) ETD
(o] ~ q 0 = N'\ o= -
= ) W o0 L %
S 15 = = =
Ouenkn O = = =
ITucemenHoe
UH(QOPMHPOBAHHOE X
coriacue
IIposepka
MIPUTOTHOCTH TUTSt
X
y4acTusi B
UCCJIeIOBAaHUU
Ucropus Gonesun’ X
ITonTeepxnenne AL-
X
AMHJIONI03”
MeauuuHckoe
obcnenosanue mo SF- X X X X X
36v2°
Kaxnapriit
DxXOoKapauorpaMmma X’ 6-oi X’
Mecsitt’
OKTI B 12 oTBeneHusx
N X X X X X X
B TPEX MOBTOPAX
Ionuenii puznueckuii
9 X X
ocmotp (PE)
OpueHTUpOBaHHBIN Ha X X X X X
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cumnrombl PE!°

Knacc B coorBeTcTBUH

¢ NYHA

MecTHas

JadopaTopust

TI'emartonorus &

11
Xumust

XIZ

XIZ

Tect c
UCTIOJIb30BAaHUEM
CBIBOPOTKIW/MOYM  Ha

OepeMeHHOCTH

(WOCBP)

(%)

IlenTpanbHas

16
JabopaTopus

T'emaronorus &

XUMUS

b

b

b

b

Amuasa

Koarynsauus 17

Kommnemenrs! Cs, Cy

Tpononun T

NT-proBNP'®

ol B Bl B

Tl B

R X X | X

Tpunrasza

T Bl Bl B e

CBonOHbIe JIETKUE LEeNd

B ceiBopoTke (SFLC)

b

CbIBOPOTOUHBIH  TECT

Ha OepeMeHHOCTh

(WOCBP)

AHanus Moy

Tect ¢ O-mMuHYTHOH

xonbboit ((MWT)"

BuoanaauTnueckas

JabopaTopusi




55

Obpasen Ha aHTHTENA
npotus Oupramumada
(nepen BBEJIEHUEM

JIO3BI)

ApxuBHBI  00pasen
(nepen BBEZICHUEM X X X X X X

)1031;1)21

l'IpeMe)n/H(aLu/Isl22 X X X X X

OcHOBHBIE
[oKasareyu
COCTOSIHUA

23
OpraHusma

Unopyzus
HCCIIEAyEeMOro
JIEKapCTBEHHOTO

24
cpencraa

XuMHoTepanus &
IIpodpunakruka oT X0 | X247 X0 X7 X0 X0

25
BUPYCOB

Orenka MoOOUHBIX

s¢dexToB

ConyrcTByromue
JIEKAPCTBEHHbBIE X [ X[X|[X] x| X"]x]|x" X X X

cpencraa

Oueska KA3HEHHOTO
29

X

craryca

BP (AJl) = aprepuanpHoe pasnenne; K[ =snextpokapauorpamma; EOI=koner
uHdpysun, EOT=koneu neuenus;, ETD=Pannee npexpamenue neuerns; HR (UCC) = gactora
cepaeunbix cokpamenuii; NT proBNP=N-koH1I€BOI HATPUIYPETUUECKUI IPONENTH] FOJJIOBHOTO
mosra; NYHA=Huio-Uopkckas xapauonorudeckas accoumauus; PE=husuueckuii ocMoTp;
RR=wunTeHcuBHOCTh abixanus, SC=nonkoxubii, OMWT=recT ¢ 6-muHyTHOU XOmpOoH; SF
36v2=ankera Short Form-36 Bepcuu 2; ULN=Bepxnss rpanuua HopMbl, WOCBP=xeHIUHBI
JETOPOIHOrO BO3pACTa.

IIpumeuanus k Tabauue 7
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1. 28-1HEBHBINH NMEPUON CKPUHUHIA MOXKET OBITh MPOAJIEH C OAOOPEHUs] MEIUIITHCKOTO
HaOmonatens. Pe3ynbTaTel OTHENBbHBIX TECTOB, KOTOPbIE HE COOTBETCTBYIOT YCJIOBHUSIM
NPUTOAHOCTHU JUIl YUACTHsI B UCCIENOBAHUU, MOTYT OBITh OBTOPEHBI, 32 UCKIoueHneM 6MWT;
NOJIHBIN PECKPUHUHT pa3pelleH OAUH Pa3 il KaXIoro cyObeKTa.

2. Bxmouaromiast 6opTe3oMud XxuMuoTepanus 1ukiaa 2 - 1au 8 u 22 v uukna 3 - aau 8, 15
U 22 NOJDKHA TPOBOIUTHCS HMCCIIENOBATENEM B HCCIIEAOBATENbCKOM IIEHTpE, eclii y cyObekTa
BO3HUKAET 3HAYUTENIbHYIO TOKCUYHOCTb, B MPOTUBHOM CJIlyd4a€ OHAa MOXKET HPOBOAMUTHCS
y4aCTKOBBIM BPa4yOM IO YCMOTPEHHUIO UCCIIEA0BATEIS.

3. Busut nst EOT/ETD uyepe3 28-35 gneli mocie NOCiIeaHEero BBEASHHs HUCCIIeTyeMOro
JIEKapCTBEHHOIO CPEACTBA.

4. TlonyunuTe NONHBIA KapAHOJOTHYECKHUI, Te€MaTOJOTMYECKUII W OHKOJIOTHYECKHI
aHaMHe3, KpOMe TOro, JJIsl BCEX APYTUX COCTOSHUN MOJy4YUTE COOTBETCTBYIOLIUN aHaMHE3 3a
nocjenHue S et (BKIFYast BCe Cepbe3HbIe TOCIUTAIM3AINN U XUPYPrHUECKUEe BMEIIATENbCTRA),
a TaK)Ke TEeKyIlee MEJUIIMHCKOE COCTOSTHIE CYOBeKTa.

5. Pe3ynbTaTel Macc-CEKTPOMETPUUECKOTO TUIMMPOBAHUS TKaHEH, UMMYHO3JIEKTPOHHOU
MHUKPOCKOIIUY, CEKBEHHPOBAHUS TE€HOB W/WIM cuMHTHrpadguu ¢ wucnonb3oBanueM 99mTc
IOJUKHBI OBITH TONYYEeHBl OO PAHAOMHU3ALMHM U OLEHKH NPUTOIHOCTH [JIsl y4acTHUs B
UCCIIEIOBAHNH /ISl CYOBEKTOB, HACHTU(PHUIIMPOBAHHBIX B MpeAeNiaX KPUTEPHs BKIFOUeHHs Ne 5.

6. Bo BpeMs BU3MTOB, KOrJa JOJDKHO IPOBOAUTLCA aHKeTupoBaHue mno SF-36v2
(mpunoxenue 4), ankeruposanue 1o SF-36v2 HeoOXOAMMO MPOBOAUTH A0 MPOBENEHHS KaKUX-
100 APYTUX OLIEHOK MCCIIEOBAHUS B 3TOT AEHb.

7. Ecnu sxokapanorpaMma Obuta 3anucaHa B npenenax 90 nHeil no aHsA -28 CKPUHMHTIA,
€e He HYKHO IIOBTOPSATH BO BpeMsl CKPHHUHIA, W TNPEObIAYINUI pe3ysibTaT MOXeT ObITh
WCIOJIb30BAH ISl ONPEEeIeHNs MPUTrOJHOCTH AJI y4acTus B uccnenosanuu. Ilocne ckpuHuHra
IPOBEINTE SXOKapAUOrpaduuecKre UCCIeAOBaHNS KaXable 6 Mecsues B npeaenax 10 mHeit no
ausi 1; noropute npu Buzure ansi EOT/ETD, ecnu 310 nccnenoBanue He ObUIO BBIMOJHEHO B
npeaenax 60 mHeil 10 Bu3WTa. UTOOBI OBITH MOAXOISINMM JJI JOMOJHHUTEIBHOTO aHaH3a
u300pakeHWii cepaua, CyOBEKT MOJDKEH HUMETh 4-X KaMEPHYK MPOEKIHIO, IBYXMEPHYIO
9XOKapAUOTPaMMy C JOMIJIEPOBCKUM AHATH30M.

8. OKI cnenyer mpoBOIKTH B TPEX MOBTOPAX CIAEOYIOIMM oOpazoM: mecsi 1 - neHb 1: B
npeaenax 30 MUHYT A0 BBeneHHs 103bl U depe3 1 yac (= 15 munuyt) mocine EOIL, Bce npyrue
BU3UTHI (Mecsubl 1, 2, 3 u kaxkapie 3 Mecsla, Ha4nHAs ¢ Mecsiia 0): B mpenenax 30 MUHYT A0
BBEJEHUs] JIO3bl WM B Jt0Ooe BpeMs B nHU 0Oe3 wuH(py3uu. JlekapCTBEHHBIE CPENCTBA,
Ha3Hauaemble Uil TMPO(HIAKTHKH MOOOYHBIX 3(QEKTOB, BBI3BAHHBIX XHUMHOTEpAaNHeH, He
crenyet BBOAUTH 10 3aBepiienus JKI nmocne napy3um.

9. Ionneit ¢pusznueckuit ocMotp (PE) Brimtowaer m3mepeHue pocra (TOJIBKO BO BpeMs
CKPUHHHTA), Beca U 00C/IeOBaHNE CIENYIOMero: O0Mero BHEITHErO BU/A, TOJIOBBI, VIIEH, IJias3,
HOCa U rOpJia; LIeH; KOKHU, CEPAeYHOCOCYAUCTON CUCTEMBI, IbIXaTEIbHON CUCTEMBI; XKENyI0UHO-
KULIEYHOM CUCTeMbl, M HepBHOM cucremnl. IIpoBeauTe OLEHKY  MakpOIrJOCCHUH,

MNOJHUKHEYECTHO CTHBIX y3J'IOB/1'IpI/Il'IYXJ'IOCTI/I, AJICHOIIATHH, OKXHMMO30B, pasMeEpa
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niedeHu/cene3eHky (manpnupyemasi +/-), acuuta (+/-) 1 oreka (KOTOPBIH CIenyeT KOJHUYeCTBEHHO
OLIEHUTH 1O mKaje ot 0 10 4).

10. OpueHTHpPOBaHHBIH HAa CHMIITOMBI (PU3UYECKUH OCMOTP IOJKEH COOTBETCTBOBATH
KJIMHUYECKUM IIOKAa3aHUsM, a TaKKe BKJIIOYAaTh M3MEPEHHE Beca U OLEHKY MAaKpOIJIOCCHH,
MOJIHUKHEUETIOCTHBIX Y3JI0B/IIPUTTYXJIOCTH, aZleHOMaTu, 5KXUMO30B, pasmepa
neueHu/cene3eHky (manpnupyemas +/-), acuura (+/-) 1 otexa (KOTOpbIH ClienyeT KOJTUYeCTBEHHO
OLIEHUTB 110 1Kaje ot 0 10 4).

11. TTonyueHHBIE B MECTHOM JJA0OPATOPUU PE3YJIbTAThl UCCIASIOBAHUIN IO T€MATOJIOTHU U
XUMHH OYIOyT HMCIOJB30BATHCS ISl BENCHUS MAIEHTOB W JOJUKHBI OBITH PacCMOTPEHBI IS
OLIeHKH 0€30MacHOCTH 0 MPOBENEHUS] XUMUOTEPAITHH, HO He OyyT cOOUPATHCS B 3JIEKTPOHHBIX
(popMax OTHETOB O CIAyYasix WIK B KIMHUYECKOH Oa3e JaHHbIX.

12. BbImonHsIATE TONBKO B TOM Cjly4ae, eclid CyObeKT BO3BpalaeTcs B
HCCJIeI0BATENIbCKUI LIEHTP AJIS 3TOr0 BU3UTA.

13. Ucnonb3yiiTe MECTHYIO JTa0OpaTOPHUIO JJIsl MPOBENEHUSI CHIBOPOTOYHOIO TeCTa Ha
OepeMeHHOCTh B Tpenenax 24 4acoB IO BBEACHUS HUCCIEAYEMOIO JICKAPCTBEHHOTO CPEACTBA B
Mmecsn 1 - nenb 1.

14. Ilepen BBeAEHUEM UCCIEAYEMOTO JIEKAPCTBEHHOTO CPENCTBA CAETANTE MECTHBIN TECT
Ha OepPeMEeHHOCTD.

15. TTony4ure B MeCTHOM 1a0OPAaTOPHH CHIBOPOTOUHBIN TECT Ha OepeMeHHOCTh yepe3 90
(+ 5) nHEl nmoce mocaeTHEero BBEASHHS HCCIENYEMOrO JIEKAPCTBEHHOT'O CPEACTBA.

16. Ilposeaure cOop 0Opa3LoOB ISl HEeHTpaIbHOH JabopaTopuu 1o OMWT, ecnu oHu
OyZAyT BBITIOJHEHBI B TOT JK€ JI€Hb.

17. CoOwupaiite pannble, kacarommecss PT (mporpomOunoBoro Bpemenu)/INR
(MexXIyHapogHOro HOopManu3oBaHHOTO koddduumenta) u  PTT (vacTuyHOrO BpeMeHH
TPOMOOIITACTHHA), B KaXKIbIi MOMEHT BPEMEHH.

18. Uccnenoanne Ha NT-proBNP nomkHO ObITh mpoBeneHo n0 mnposeneHus 6MWT,
€CJIU OH MPOBOJUTCS B TOT K€ KaJeHIAPHbIN J1€Hb.

19. CyObekThl NOJKHBI IJIAHUPOBATh BO3MOKHOCTh BO3BPAILEHHS B OAMH M TOT K€
KJIMHAYECKUH LeHTp s Kaxkaoro OMWT ot nepsoro ckpuHuHra no mecauna 9. 6OMWT nocne
HCXOJTHOTO MOXET OBbITh NMPOBEIEH B TOT K€ KAJIEHNAPHBIH JeHb, KOINAa BBOAST HCCIENyEeMOe
JEKapCTBEHHOE CpencTBo (T.e. Mecsaubl 3, 6, 9 W T.A.) NpPU YCIOBHH, YTO oOpasen as
onpenenenusi NT-proBNP orbupaercs no mposenenus OMWT, a 6OMWT 3aBepmiaercss 1o
Hauana WHQY3UH UCCIEAYeMOro JIeKapCTBEHHOro cpencrsa. Ilposenure cOOp HaHHBIX,
kacaromuxcst BP (AJ]) u HR (UCC), no u nmocne nposenernss SMWT.

20. Ilepbiit OMWT B X0z CKpUHHHTA AOJDKEH OBITh MPOBENEH MEXIY OHSAMH -28 U -5,
3a mo MeHblnell Mepe 4 nHs 10 Broporo OMWT B X0one CKpUHHMHIA, KOTOPBIH AOJUKEH OBITh
MPOBEJEH B mpenesniax 2 nHel 1o Busuta B Mecsi 1 -nens 1 (T.e. B 1eHb - 2 uiu AeHb -1).

21. ApxwuBHble 00pa3ipl CHIBOPOTKH OyOyT COOMpPAThCS TOJBKO y TeX CYOBEKTOB,
KOTOpbIe Jajld corjlacue Ha cOOp W apXUBHUPOBAaHHME CBOMX OOpasLoB misi Oyayiiero

KOPPECIIIMUOHHOTO UCCIICAOBAHUS.
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22. Bce cyOBeKTBl NOJDKHBI MONYYUTh 25 Mr nudeHruapamMuHa (WM 3KBUBAJIEHTHYIO
no3y Hl-anturucramuna) u 650 mr aneraMuHodeHa (MM 5KBUBAJIEHTHYIO 703y MapaleTaMoia)
B nipeaenax 30-90 MUHYT 10 Havaa HHPY3UU.

23. OcHoBHBIE MOKa3aTenu cocrtossHus opranusma sxmouaoT BP (A1), HR (UCC), RR u
TEeMIepaTypy; MPOBOIUTE OLIEHKY B OJTHOM U TOM JK€ IOJIOKEHHUH JUIsI BCEX MOMEHTOB BPEMEHU
HIOCJIe TOTO, KaK CyOBEKT HAXOAWICSA B COCTOSTHMU IMOKOS >S5 MHUHYT. OLICHKU Nepea BBeIeHHEM
A03bI CIEAyeT IMPOBOIUTH IOCIE POoBeAeHus npemeankanui. CKpUHUHT U THU Oe3 uHQy3uu: B
moboe Bpemsi; mecsn 1 - neHb 1: B mpenenax 30 MUHYT 10 BBeIEHHsI 1O3bL, B cepennHe HHY3uu
(T.e. mpubmmuTenpHO uepes 60 MuUHYT mocie Havana uHpy3un), cpaszy nocie EOI (+10 mun),
gyepe3 0,5 gaca (+ 10 munyt) nocne EOI u yepe3 1 ywac (= 10 mun) nocine EOL Bce ocranbHblie
Mecsinbl - 1eHb 1: B npenenax 30 munyT 10 BBeneHust 1o3bl, EOI (+10 muH) 1 yepe3 1 wac (= 10
muH) nocie EOL

24. 3a cyObpeKTaMu clienyeT BHUMATEJIbHO cienuTh B TedeHue 90 (+ 10) muHyT mocie
3aBepiIeHus] MHQY3UH HCCIEAYEeMOro JIGKAPCTBEHHOrO CpencTea. lccnemoBaTrenb MOXKET
YBEJIMYUTh 3TO CTAHJAPTHOE BPEMS CIEKEHUs, €CJIM COYTeT 3TO LeNeCOOOpasHbIM WIH B
COOTBETCTBHH C MECTHBIMH CTaHAApTaMU. B ciydyae BO3SHMKHOBEHUS KaKUX-JHOO KIMHMYECKUX
npoOJieM WM MONO3PUTENBbHBIX MPU3HAKOB WJIM CUMITOMOB Iociie MHQY3UH, CYOBEKT Oymer
OCTaBaThCs MOJ HAOIOIEHHEM /IO TEX T10p, TOKa HUCCIIE0BATENb COUYTET 3TO LEIeCOO0Pa3HBIM.

25. Xumuorepanusi MepBOH JIMHUKM AOJDKHA OBITH CXEMOH, BKIIFOYarOIel OopTre3oMuo,
npu 3TOM OOpTE30MHO BBOIAT €KEHENENbHO, MOJAKOKHO, B COOTBETCTBHU C YTBEPIKIECHHBIMH
JAHHBIMU O Ha3HAYEHUH ¥ MECTHOW MHCTUTYLHOHABbHOU npakTukoil. Tpedyercs mpoduakTrka
npotuB BHpPYycoB. Eciam Xumuorepanuss NpoBOAUTCA B TOT JK€ J€Hb, YTO M BBEICHHE
HCCJIEYEMOIO JIEKaPCTBEHHOTO CpEeACTBA, XumuoTrepanus aojkHa mnpoBoautbes [IOCJIE
neprofa HaONOAEHHs nocie HMHQPY3UH JIEKAPCTBEHHOIO CpeacTBa. KOMMUYecTBO IMKIIOB
XUMUOTEPAIMY TEPBOI JIMHUM M TOCHENYIOIIMX CXE€M XHMHOTEepanuu OyleT Ha3Ha4daTbCsl B
COOTBETCTBUH CO CTAHJAPTOM MEIULINHCKOHN MOMOIIY IO YCMOTPEHHIO UCCIIEIOBATEIS.

26. bopre3omMu0 MOKEH BBOJUTHCS B UCCIEAOBATENIbCKOM LIEHTPE B TEUEHHE HUKIA | -
aan 1, 8, 15 m 22; uukna 2 - guu 1 m 15, u B Jlenp | mocieayromux LMKJIOB, MOCIE
o0cenoBaHusl B MECTHOH J1ab0OpaTopuu, BBEIEHHs HCCIEAYEMOro JIEKApCTBEHHOTO CPENCTBA U
nepruoa HabIIFOJeHHs T0CiIe UH(Y3HH JIEKAPCTBEHHOTO CPEICTBA.

27. XumuoTepanus B TeUeHHe UMKia 2 - 1HU 8 1 22 v nukia 3 - a1y 8, 15 u 22 moxer
NPOBOOUTHCS YYACTKOBBIM BpPadOM C TOCEINEHHEM CyOBEeKTa Ha JAOMY MEIULUHCKUM
paboTHHKOM, crOHCHpyeMbiM Prothena, B mpenenax 1 mHS 10 WM mepex BBEOEHHEM O3Bl B
IeHb KaXKOOro BBENEHHUs A03bl OoprezomMuba Ui TOJNYYEHUs OCHOBHBIX TMOKaszareied
KU3HEEATENIbHOCTH OpraHu3Ma, oOpasloB KpPOBH [UIA HCCIIENOBAHUN B ILEHTPAJbHON
naboparopun U OHMOAHATHTHYECKUX 00pasnoB (eciu npumennmo). Ecmu 6opresomud BBOIST B
NOHECNbHHUK, BU3UT C LENbI0 METUIMHCKOH IMOMOINM HAa JOMy MOJXKET COCTOSITbCSI B
NPEAIEeCTBYIOIYIO MATHULY. Ecnu Bo BpeMs Lukia 1 BO3HHKAET 3HAYUTEIbHAS TOKCHYHOCTD,
CyOBEKT IOJKEH BEPHYTBHCS B HCCIIENOBATENbCKUN [IEHTP AJIs1 BUSUTOB B LIUKJIE 2 U LUKJIE 3 110

TEX MOP, IMOKa UCCIICAOBATEIb COYTET HeHeCOO6pa3HbIM BBCACHHEC Ha MCCTC.
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28. O noBeix SAE, npounsomenmux nocne su3ura anst EOT/ETD wnu >28 nueit mocne
MOCJIEIHETO BBEAECHHS HUCCIENYEMOro JIEKAPCTBEHHOI'O CPEACTBA, B 3aBUCUMOCTU OT TOTO, UTO
HACTYIHUT MO3ke, OyAeT coodImaThbCsi CIIOHCOPY HIJIM €r0 YIIOJTHOMOYEHHOMY JIUIY TOJIBKO B TOM
ciyudae, eciM, IO MHeHHIo wuccienosarens, SAE cBszaH ¢ Kakum-muO0O MPOTOKOJBHBIM
BMEIIATENLCTBOM (T.€. CBS3aH C MPOLEAYPOH HCCIEeNOBAHUS WM MPEAbIAYIIUM BO3AEHCTBHEM
UCCIIEyEeMOT0 JIEKaPCTBEHHOTO CPEICTBA).

29. Jlnst Bcex CyOBEKTOB, MOJYYUBLIMX J03y HCCIETYyeMOro JIEKAPCTBEHHOTO CPEICTBa,
NPOBOJUTE OLIEHKY *KM3HEHHOTO CTaTyca MPUOJU3UTENIbHO Yepe3 3 Mecsila Mociie MOCIeIHEro
BU3UTA CyOBEKTA U MPUOTUUTEIEHO KaXKIbIe 3 MeCsLa MOCje 3TOro.

Tabmuua 8: Cxema MepompuaTHil s CyOBEKTOB, KOTOPBIE TOCPOYHO TNPEKPATHIIN
BBEJIEHHE HCCJIEyeMOro JIEKapCTBEHHOI'O CPEACTBAa, HO COTJIACHIIMCH BEPHYTbCS IS

MPOBEICHUS OLIEHOK nocie Busuta st ETD

Kaxnapiii TpeTnid Kaxnabie 3
Mecsil| ocJjie Mecsila | Mecsina
12? (Hanpumep, nocJie
Mecsumbr 3, 6,9, 12 mecsanbl 15, 18, 21) |mocaennero
Ouenku Jensb 1 (£5) Henb 1 (£5) BHU3HTA
MenuuuHckoe — oOcnenoBaHue
X
no SF-36v2’
DxXOoKapauorpaMmma Mecsiusi 6 u 12°
OKI' B 12 orBeneHusx B Tpex
X
MOBTOpax’
OpueHTHPOBaHHBIHI Ha
X
cumrromst PE®
Knacc B coorBercTBUH €
X
NYHA
MecTHas 1adopaTopus
ChIBOPOTOUHBIH TeCT Ha ;
X
6epemenHocts (WOCBP)
IenTpanbHas 1a6opaTopus®
I'emaronorus & Xumus X
Ammunasa X
Koarymsuust X




60

Kommnnementst Cs, Cy X
Tpononun T X
NT-proBNP X
CBonmHble JlerKHMe Lenud B
X
ceiBopoTke (sFLC)
AHanm3 Mo4Yu X
Tect ¢ O-mMuHyTHOH XOABOOIt X'
X
(6MWT)
buoananurnueckas
JabopaTopus
OObpazeny Ha aHTHUTENa TPOTUB
X
NEODO001"!
OcHoBHbIE MOKa3aTeNu " X!
X
COCTOSIHUSI OpraHu3Ma
Onenka noOouyHbIX 3¢ eKToB x" X101
ConyrcrByromue X'
X
JIEKapCTBEHHBIE CPEACTBA
10,14
Cocrosinue 310pPOBbSI & ey X 510,13, 14
INocnuranuzanuu
O1eHKa XKHU3HEHHOTO CTaTyca X"
BP (AH) = aprepuanvHoe naBienue, OKI'=snekrpokapauorpamma, ETD=Pannee

npekpamenue Jjedenus; HR (UCC) = wyacrtora cepaeunbix cokpamenuii, NT proBNP=N-
KOHIIEBON HAaTpuilypeTHueckuii mpomenTun rongoBHoro Mosra, NYHA=Hewo-Hopkckas
Kapauojornueckas accouuanus; PE=¢usuueckuii ocMoTp, RR=HMHTEHCUBHOCTH IbIXAHUSI,
OMWT=rtect ¢ O-munyTHOW xoxwOoi; SF 36v2=ankera Short Form-36 Bepcum 2,
WOCBP=xeHImnHb JETOPOAHOTO BO3PACTA.

Ilpumeuanus k Tabauue 8

1. Ecimn cyObekT mpekpainaer BBEAEHHE HCCIEAYEMOrO JIEKAPCTBEHHOTO CPENCTBA 1O
OKOHYaHHs UCCJIEIOBAHUS, HO JKeJaeT NPOAODKUTh YYaCTUE B BUSUTAX C LIEJIBIO UCCIIEIOBAHUS,
CcyOBeKkT moikeH ocymecTButh BU3UT st ETD B mpemenax 28-35 mHedl mociie MOCIEAHETO
BBEAEHUsl HUCCIEAYEMOrO JIEKapCTBEHHOIO CPEACTBA, a 3aT€M HMETh OLIEHKH, BBIIOJIHSIEMBbIE

KaXIbIi TpeTuil Mecsn (T.e. Mecsusl 3, 6, 9 u 12 Mecsipl, WK BCE YTO OCTAETCA OT 3TUX
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Bu3nTOB). Bee BusnThI nocne Busuta 11t ETD noykHBI MPOMCXOIUTE 1O CXEME, T.€. B TO BpeMs,
KOTZIa BU3UT MOT ObI COCTOSITBCSI, €CITH ObI CyOBEKT OCTaBAJICS HA UCCIENYyEMOM JIEKaPCTBEHHOM
CpEeACTBe.

2. Ecnu cyOBEKT KeNaeT BEpHYThCsA B HCCIENOBATENbCKUI LIEHTP, B IPOTUBHOM CITyuae
CyOBEKTBI ITOJIy4aT OLIEHKY JKU3HEHHOIO CTaTyca.

3. IIpoBoaute ankeruposanue o SF-36v2 10 BBIMOSHEHUs] KAKUX-JIUOO APYTHX OLIEHOK
UCCJIEIOBAHNS B JIEHb €T0 NIPOBENCHUS.

4. BeinosHuTe 3X0Kapauorpammy B npenenax 10 nueit no aus 1 mecsaues 6 u 12.

5. OKI crnenyer nmpoBOIUTH B TPEX MOBTOPAX.

6. OpHUEeHTHPOBAHHBIH HAa CUMITOMBbI (PU3MYECKHII OCMOTP IOJDKEH COOTBETCTBOBATH
KJIMHUYECKUM TOKa3aHUsIM, a TakXe BKJIOYaTh ONpeAesieHHe Beca U OLEHKY MAaKpOIJIOCCHH,
MOJTHUKHEUETIOCTHBIX Y3JIOB/TIPUITYXJIOCTH, aZleHoMaTuu, SKXUMO30B, pasmMepa
nedeHu/cee3eHky (manpnupyemasi +/-), acuura (+/-) 1 oreka (KOTOPBIH CIenyeT KOJTHYeCTBEHHO
OLIEHUTH MO mKaje ot 0 10 4).

7. IlonyunuTte B MECTHOMH J1a0OPaTOPUHU CHIBOPOTOUHBINA TeCT Ha OepeMeHHOCTh 4yepe3 90
(+ 5) nHEl moce MoCIeTHEero BBEASHHS HCCIENYEMOTO JIEKAPCTBEHHOT'O CPEACTBA.

8. Bemmonaute cbop oOpasmoB ans UeHTpajdbHOU aboparopun no 6MWT, ecnu oH
OyZeT BBIOIHATHCS B TOT )K€ I€Hb.

9. Bpmonusiite cbop manHbx, kacaroumxcsi PT (mporpomOunoBoro spemenu)/INR
(MexnyHapogHOro HopMmanu3oBaHHOro koadduumenta) u  PTT (wactuyHOro BpeMeHH
TPOMOOTIIIACTHHA), B KQXKIbIIi MOMEHT BPEMEHH.

10. Yepes 12 mecsines, ecnu CyOBEKT jKeJIaeT BEPHYTHCS B HUCCIIENOBATEIBLCKUN LICHTP,
BBIMOJHANTE MM COOMpaiiTe CIeRyIOUINi Kakabli TpeTHi Mecsl (Harmpumep, mecsmbl 15, 18,
21): nannbie o 6OMWT (xotopsiii Bkitouaer BP u HR no u nocne nposenenust 6MWT),
nobouHble 3¢ (HeKThI, COMYTCTBYIOLIHNE JEKAPCTBEHHbIE CPEACTBA, 001Iee COCTOSTHUE 3J0POBbBS, a
TaK’Ke MOIPOOHOCTH JIFOOBIX TOCTTUTATU3ALIUH.

11. BeimomHuTte cOOp 00pa3LoB, €ciiv B TIpeapiaymeM oOpasiie ObUIO yCTaHOBJIEHO
npucytcrBue antuten npotuB NEODOO1, wmm ecnmu CyOBEKT TpeKkpaTwi JedeHHe H3-3a
MOJI03peBaeMON UMMYHOJIOTMYECKOH peakLnu.

12. Usmepsitite BP (Al), HR (UCC), RR u Temneparypy B noboe BpeMsi BO BpeMsi
BU3UTA.

13. O noBeIx SAE, mpousomenmux nocne su3ura anst EOT/ETD wnu >28 nreli nocie
MOCJIEIHETO BBEAEHUS HUCCIENYyEeMOro JIEKAPCTBEHHOIO CPEACTBA, B 3aBUCUMOCTH OT TOTO, UTO
HACTYTIUT MO3XKe, OyeT cood1maTbest CIIOHCOPY HIIH €0 YIIOJIHOMOUYEHHOMY JIUIY TOJBKO B TOM
ciydae, €CiM, 1o MHeHuro wuccienosarenss, SAE cBsizaH ¢ Kakum-mubO MPOTOKOJIBHBIM
BMEIIATENLCTBOM (T.€. CBS3aH C MPOLEAYPOH HCCIENOBAHUS WM MPEABIAYIIUM BO3AECHCTBUEM
HCCIIEyEMOTO JIEKAPCTBEHHOTO CPEACTBA).

14. O6o Bcex ciydasix TOCHMUTAIM3ALMUA W CMEPTH, MPOH3OLIEAINNX B 3TOT MEPHON,
HEOOXOIMMO COO0IAaTh CIIOHCOPY WITH €0 YIIOJTHOMOYEHHOMY JIUILY.

15. TlpoBeauTe OLEHKY XKHU3HEHHOI'O CTaTyca MPUOM3UTENILHO 4Yepe3 3 Mecsia IMocie
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MOCJIETHETO BU3HTA CYyOBEKTa U MPHUOIU3UTENBHO KaX/ble 3 MecsIa IOCie 3TOro.

PackpeiTHe KaXkqOro mareHTa, MAaTEeHTHOW 3asBKU U MyONMKaLWHU, MPUBEIEHHBIX 37€Ch,
TakUM 00pa3oM TOJHOCTBIO BKIIFOUEHO CIOa MOCPEACTBOM CCBUIKH. XOTS 3TO H300peTeHHe
OBUIO PAaCKPBITO CO CCHUIKOW Ha KOHKPETHBIE BAapPUAHTBI OCYLIECTBJIEHUS, IPYTHE BAPHUAHTBI
OCYLIECTBJIEHHST W BapHaHTbl O3TOrO PACKPBITHSA MOTYT ObITb pa3paboTaHbl APYTHMHU
CHeLATIICTAMU B JAHHOH O0JIACTH TEXHHUKU O€3 OTKJIIOHEHHs OT UCTUHHOW CYIIIHOCTH B 00beMa
Hacrosimero n3obperenus. [lpunaraemas Gpopmyna H300pETEHHsI BKIIFOYAET BCE TAKHUE BAPHAHTHI
OCYILECTBIICHHSI U SKBUBAJIEHTHbBIC BAPHAHTHI.

MHOCJIEAOBATEJBHOCTHU

SEQ ID NO:01 - TlocnenoBaTenbHOCTh T'YMaHHU3UPOBAHHOTO aHTHUTENA, COMEPIKAIIEro
MBIIIMHBIE U YEJOBEYECKHE OCTaTKH, (TyMaHU3WpOBaHHAsi BapuadesnbHasi 00JacTh JIETKOH Lienu
antutena 2A4, BapuaHT 3)

DVVMTQSPLSLPVTPGEPASISCRSSQSLVHSTGNTYLHWYLQKPGQSPQLLIYK
VSNRESGVPDRFESGSGSGTDFTLKISRVEAEDVGVY YCSQSTHVPFTFGGGTKVEIK

SEQ ID NO:02 - TlocnenoBaTenbHOCTh T'YMAaHU3UPOBAHHOIO AHTUTENA, CONEPIKAIIETO
MBIIIMHBIE U YEJIOBEUECKNUE OCTATKH, (TyMaHU3UPOBAHHAs BapHalebHasi 00JacTh TSHKEJION LEenH
anTutena 2A4, BapuaHT 3)

EVQLVESGGGLVQPGGSLRLSCAASGFTFNTYAMYWIRQAPGKGLEW VARIRSK
SNNYAIYYADSVKDRFTISRDDSKNSLYLQMNSLKTEDTAVYYCARPYSDSFAYWGQG
TLVTVSS

SEQ ID NO:03 - CDR1 VL 2A4

RSSQSLVHSTGNTYLH

SEQ ID NO:04 - CDR2 VL 2A4

KVSNRFS

SEQ ID NO:05 - CDR3 VL 2A4

SQSTHVPFT

SEQ ID NO:06 - CDR1 VH 2A4

GFTENTYAMY

SEQ ID NO:07 - CDR2 VH 2A4

RIRSKSNNYAIYYADSVKD

SEQ ID NO:08 - CDR3 VH 2A4

PYSDSFAY

SEQ ID NO:09 - CDR1 VL 7D8

RSSLSLVHSTGNTYLH

SEQ ID NO:10 - IlocnenoBaTenbHOCTh T'YMaHHU3UPOBAHHOTO aHTHUTENA, COMAEPIKAILETrO
MBILIMHBIE U YEJIOBEUECKHE OCTATKH, (TYMaHU3UPOBAHHAS JIETKasl LIeTIb Kamnma aHTurena 2A4)

DVVMTQSPLSLPVTPGEPASISCRSSQSLVHSTGNTYLHWYLQKPGQSPQLLIYK
VSNRESGVPDRFSGSGSGTDFTLKISRVEAEDVGVY YCSQSTHVPFTFGGGTKVEIKRTV
AAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSK
DSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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SEQ ID NO:11 - TlocnenoBaTenbHOCTh T'YMaHU3UPOBAHHOIO AHTHUTENA, CONEPIKAIIETO
MBILIUHBIC U YeJIOBEUECKUE OCTATKH, (TYMaHU3UPOBAHHAS TsDKeJas Lenb aHTuTena 2A4 u3orumna
IgG1, BapuanT 1 (annoruna Glml))

EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMYWIRQAPGKGLEW VARIRSK
SNNYAIYYADSVKDRFTISRDDSKNSLYLOQMNSLKTEDTAVYYCARPYSDSFAYWGQG
TLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVDGVEVHNAKT
KPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSRDELTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLY
SKLTVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO:12 - TlocnenoBaTenbHOCTh T'YMaHHU3UPOBAHHOTO aHTHUTENA, COMEPIKAIIETO
MBIIIUHBIE U YeJIOBEUECKUE OCTATKH, (TYMaHU3UPOBAHHAS TsKeJas 1enb aHTuTena 2A4 u3otumna
IgG1, BapuanT 2 (ayuutotuna G1m3))

EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMYWIRQAPGKGLEW VARIRSK
SNNYAIYYADSVKDRFTISRDDSKNSLYLOMNSLKTEDTAVYYCARPYSDSFAYWGQG
TLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKRVEPKSCDKTHTCPPCP
APELLGGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKENWYVDGVEVHNAKT
KPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKALPAPIEKTISKAKGQPREPQ
VYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFL
YSKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO:13 - IlocnenoBaTenbHOCTh T'YMaHU3UPOBAHHOIO aHTHUTENA, COJEPIKALIETO
MBILIHUHBIE U YeJIOBEUECKHE OCTaTKH, (TYMaHU3UPOBaHHAS TsDKeJas 1enb aHTuTena 2A4 nu3oruna
1gG2)

EVQLVESGGGLVQPGGSLRLSCAASGFTENTYAMYWIRQAPGKGLEW VARIRSK
SNNYAIYYADSVKDRFTISRDDSKNSLYLOMNSLKTEDTAVYYCARPYSDSFAYWGQG
TLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTF
PAVLQSSGLYSLSSVVTVPSSNEGTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPP
VAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVQENWYVDGVEVHNAKTKPR
EEQFNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPREPQVYTL
PPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPMLDSDGSFFLYSKL
TVDKSRWQQGNVESCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO:14 - BapuabenpHasi 00jacTh JIETKOW LIENH [Kamma] MOHOKJIOHAJBHOTO
anturena 11-1F4

DVVMTQTPLSLPVSLGDQASISCRSSQSLVHRNGNTYLHWYLQKPGQSPKLLIYK
VSNRFSGVPDRESGSGSGTDFTLKISRVEAEDLGLYFCEFQTTY VPNTFGGGTKLEIK

SEQ ID NO:15 - BapuaOenbHass 001acTh TSKEJOH LN MOHOKJIOHAJIBHOTO aHTUTENA
11-1F4

QVQLKESGPGLVAPSQSLSITCTVSGFSLSSYGVSWVRQPPGKGLEWLGVIWGD
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GSTNYKPNLMSRLSISKDISKSQVLFKLNSLQTDDTATYYCVTLDYWGQGTSVTVSS
SEQ ID NO:16 - CDR1 nerkoi nemns MOHOKJIOHAIbHOrO anTutena 11-1F4
RSSQSLVHRNGNYTLH
SEQ ID NO:17 - CDR2 nerkoi nemns MOHOKJIOHAJIbHOroO antuTena 11-1F4
LVSNRFS
SEQ ID NO:18 - CDR3 nerkoii nenu MOHOKJIOHaJbHOrO anTutena 11-1F4
FNTTYVPNT
SEQ ID NO:19 - CDR1 TsxeNol 1ierny MOHOKJIOHAJbHOTo aHTuTena 11-1F4
SYGVSW
SEQ ID NO:20 - CDR2 TsxeJIoN 1iely MOHOKJIOHAJbHOTo aHTuTena 11-1F4
VIWGDGSTNYHPNLMSRLSIS
SEQ ID NO:21 - CDR3 TsKeJION 1iely MOHOKJIOHAJbHOro anTutena 11-1F4
LDY
SEQ ID NO:22 - BapuabenpHasi 00jacThb JIErKOW LIENH [Kamma] MOHOKJIOHAJBHOTO

anturena 11-1F4
gatgttgtga tgacccaaac tccactctee ctgectgtea gtettggaga tcaagectee 60
atctcttgea gatctagtca gagcecttgta catagaaatg gaaacaccta tttacattgg 120
tacctgcaga agccaggceca gtctccaaag ctectgatet acaaagtttc caaccgattt 180
tctggggtce cagacaggtt cagtggeagt ggatcaggga cagatttcac actcaagate 240
agcagagtgg aggctgagga tttgggactt tatttctgtt ttcaaactac atatgttccg 300
aacacgttcg gaggggggac caagetggaa ataaaa 336
SEQ ID NO:23 - BapuaOenbHas 001acTh TSXKEJOH LENH MOHOKJIOHAJIBHOTO aHTUTENA

11-1F4
caggtgcagc tgaaggagtc aggacctgge ctggtggege cctcacagag cetgtecate 60
acatgcactg tctcagggtt ctcattaage agctatggtg taagetgggt tcgecagecet 120
ccaggaaagg gtctggagtg getgggagta atatggggtg acgggagcac aaattatcat 180
ccaaatctca tgtccagact gagtatcage aaggatattt ccaagagcca agttctcttc 240
aaactgaata gtctgcaaac tgatgacaca gccacgtact actgtgtcac cttcgactac 300

tggggtcaag gaacctcagt caccgtctee teca
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D®OPMYJIA U3OBPETEHUS

1. Cnioco0 nedvenus mamnuenTa ¢ AL-aMUITOMI030M, BKITFOYAKOIITUN

a) orpeneeHne

(i) craguu nmo Maiio AL-amunonsiosa y nayeHTa, uin

(i) mpoxomumoro 3a 6 MuHYT paccrosHust (6MWD) u ¢paxmuu BeiOpoca (EF) y
NaLUeHTa, Win

(iii) craguu no Maiio u EF y nmauuenra, u

b) orbop mamueHTa Ui JIEYSHUsT aHTUTEJIOM, KOTOPOEe KOHKYPHPYET 3a CBS3bIBAHHE C
NEeNTUIOM aMIJIOHIOM A YeJIOBeKa WJIM MMMYHOIJIOOYJIMHOM, MMEIOLINM JIETKYIO LIeMb Karmna
win iaMOna yenoseka, ¢ 2A4 (¢ Homepom noctyna B ATCC: PTA-9662) unu 7D8 (¢ Homepom
noctyna B ATCC: PTA-9468) wiu KOHKypHPYET 3a CBSI3bIBAHUE C HMMYHOIJIOOYJIHHOM,
UMerIuM Jierkyro uenb kamma, ¢ 11-1F4 (¢ Homepom noctyma B ATCC: PTA-105), eciu
NanueHT uMeeT

(i) AL-amunoupo3 craguu 1V mo Matio, unu

(i1) 6 MWD >150 metpos u EF >50% Ha ncXogHOM ypOBHE, UIIH

(iii) craguro IV mo Matio u EF >50% Ha UCXOTHOM YpOBHE, WIH

(iv) ctaguro IV mo Maito, 6 MWD >150 merpoB u EF >50% Ha ncxogHoM ypoBHE, U

¢) BBeneHne 3pPEKTUBHOMN 103l AHTHUTENA.

2. Croco6 o 1.1, B kotopoM nauueHT umeet AL-amunonnos cragun IV nmo Maiio.

3. Cnoco0 o 1.1, B kotopoM nauueHT umeer 6MWD >150 metpos u EF >50%.

4. Criocob 1o .2, B kotopoMm mauueHT umeer EF >50%.

5. Cnoco0 no 1.4, B koTopoMm narueHT umeer (MWD >150 metpos.

6. Cnoco0 ne4yeHus mnauueHTa, crpagalomero AL-aMHJIONA030M, BKJIIOYAIOLIHN
BBeleHHe d(PPEKTUBHONW HO3bI AHTHTENA, KOTOPOE KOHKYPHPYET 3a CBSI3bIBAHME C HENTHIOM
aMMJIONJIOM A YeJIOBeKa WJIM UMMYHOIJIOOYJIMHOM, HMEFOIIUM JIETKYIO LIeTb KaIlna WK JiMOna
yenoseka, ¢ 2A4 (¢ Homepom noctyna B ATCC: PTA-9662) wnu 7D8 (¢ HOMepoM nocTyma B
ATCC: PTA-9468) unu KOHKYpHUPYET 3a CBSI3bIBAHHE C WMMYHOIJIOOYJIMHOM, HMEHOIIHM
JEerKyr 1enb kanma, ¢ antutenaoM 11-1F4 (¢ Homepom nocryna B ATCC: PTA-105), npudem
nanueHta umeer (a) AL-ammmounno3 craagum IV mo Maiio, (b) mpoxomumoe 3a 6 MHHYT
paccrosiaue (MWD) >150 metpo u ¢pakuus seiopoca (EF) >50%, (¢) craguro IV mo Maiio u
EF >50%, nmu (d) craguro IV mo Maiio u 6SMWD >150 merpos, u EF >50%.

7. Cnocob 1o 1.6, B KoTopoM nauueHT umeer AL-ammnonnos craguu [V mo Maiio.

8. Cnoco0 mo 1.6, B kotopom manueHT umeer SMWD >150 metrpos u EF >50%.

9. Cnocob o 1.7, B koTopoM nauueHT umeer 6MWD >150 metpos u EF >50%.

10. Crioco6 mo 1.7, B koropom naruent umeet EF >50%.

11. Croco6 mo mrobomy w3 mm. 1-10, B KOTOPOM aHTUTENO CONEPKUT BapHaOETbHYIO
00JIacTh JIETKOW LIETH, COAEPIKAIIYIO TPH OMPENeNSIOIINX KOMIJIEMEHTAPHOCTD yUacTKa u3 2A4,
7D8 wnu 11-1F4, u BapuaOenpHy0 00JaCTh TSIKENION I , CONEPIKAIIY0 TPH OMPEAEISTIOIINX
KOMIUIEMEHTapHOCTh y4acTka u3 2A4, 7D8 unu 11-1F4, cooTBeTCTBEHHO.

12. Cnocob6 mo mobomy w3 mm. 1-11, B KOTOPOM aHTHUTENIO MPEACTABISIET COOOM
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I'YMaHU3UPOBAHHBIN BapuaHT 2A4.

13. Cnocob6 mo mrobomy m3 mm. 1-11, B KOTOPOM aHTHUTENIO MPEACTABISIET COOOM
ryYMaHU3UPOBAHHBIN WK XUMepHbIH BapuasT 11-1F4.

14. Cnoco6 mo mobomy u3 mm. 1-10, B KOTOPOM aHTHUTENO COAEPXKHUT BapUaOEIbHYIO
o0nacTp JEerkod ILenH, COAEpIKALIYI0 TPU ONpenessIoIUX KOMIUIEMEHTAPHOCTh Y4YacTKa,
npexacrasiaeHHbix kak SEQ ID NO:3, 4 u 5 wnu SEQ ID NO:16, 17 u 18, u BapuabenbHyt0
o0NacTh TSDKENOH IIeNH, COAEPIKAINYI) TPU OMNPEeNeNioNX KOMIUIEeMEHTAPHOCTh Y4acTKa,
npencrasieHHbIX Kak SEQ ID NO:6, 7 u 8 wnu SEQ ID NO:19, 20 u 21.

15. Cnoco6 no mobomy u3 mm. 1-10, B kotopoMm BapuadesbHasi 00JACTh JIETKOW LETH
BKJIFOYAEeT aMHUHOKHUCJIOTHYIO TIOCJIEIOBATEIbHOCTD, npeAcTaBiaeHHyo kak SEQ ID NO:1 unu 14.

16. Crioco6 mo modomy u3 . 1-10, B koTopom BapuadenbHast 00JacTh TSIKEIOH LEnH
BKJIFOYAE€T aMHMHOKHUCJIOTHYIO MOCIIEIOBATEIbHOCTD, npeacTaBieHHy0 kKak SEQ ID NO:2 wmm 15.

17. Cnoco6 no mobomy u3 nm. 1-10, B kotopom BapuadenpHasi 0OJACTh JIETKOU IeTH
BKJIFOYAET aMHUHOKHUCJIOTHYIO MOCIIEIOBATEIbHOCTD, pencrapyieHnyro kak SEQ ID NO:1 wnu 14,
a BapualesbHas OOJNACTh TSDKENOW LEMU BKIOYAET aMHUHOKUCIOTHYIO TOCIIENOBATENbHOCTD,
npencrasieHnyo kak SEQ ID NO:2 unu 15.

18. Cnocob mo mobomy u3 mm. 1-10, B KOTOPOM aHTHTENO CONEPXKHUT JIETKYIO ILIETlb,
BKJIFOUAIOLIYI0 aMUHOKHCJIOTHYIO [TOCJI€IOBATEIbHOCTD, MpenacTaBieHHyo kak SEQ ID NO:10, u
TSDKEINYIO 1IeTlb, BKJIIOYAOIIYI0 aMUHOKHCIJIOTHYIO TOCJIENOBATENbHOCTD, MPEACTABICHHYIO KaK
SEQ ID NO:11, 12 unu 13.

19. Cnocob mo mobomy u3 nm. 1-10, B KOTOPOM aHTHTENO COAEPIKHUT JIETKYIO IIETlb,
BKJIFOUAIOIIYI0 AMHUHOKHCIIOTHYIO MOCJIEA0BATENbHOCTD, MpeactasieHHyto kak SEQ ID NO:10, u
TSDKENYIO LeTb, BKJIIOYAIOLIYI0 aMUHOKHCIOTHYIO TMOCJIENOBATENbHOCTD, NPEICTABIEHHYIO KaK
SEQ ID NO:12.

20. Cnocob6 mo nrwbomy wu3 mm. 1-10, B KOTOPOM aHTUTENO MPEACTaBIsieT COOOM
Ooupramumad.

21. Cnocob no mobomy u3 mm. 1-20, B KOTOPOM MAILMEHTY BIEPBbIC MOCTABIIEH AUATHO3
AL-aMuI0u03, ¥ €r0 HE JICYUJIN OT HETO.

22. Cnoco6 mo mobomy u3 mm. 1-11, B KOTOPOM MalMEHT paHee NOJy4al WU
OJTHOBPEMEHHO IOJTy4aeT JICUSHHE C HCIOJIb30BaHIEeM Me(aiaHa, PeIHN30Ha, TeKCAMETa30Ha,
oopresommba,  umkiodpochamuma,  JeHATUAOMUIA,  JOKCOPYOWIIMHA,  JOKCHULIUKIIMHA,
napatymyma0a, ayTOJIOTHYHON TPAHCIUIAHTALUHI M UX KOMOMHALHH.

23. Cnocob mo mobdomy u3 mm. 2, 4, 7 win 9, BKIIIOYAIOIUI BBEICHHE MAI[UEHTY CO
cragueit IV mo Maiio 3¢¢exTuBHOM 103bI aHTUTENA, KOTOPOE KOHKYPHPYET 3a CBSI3bIBAHHE C
NEeNTUAOM aMIJIOHIOM YeJIOBEKa M UMMYHOIIOOYJIMHOM, UMEFOIINM JIETKYIO el Karma Uil
asiMOna venoseka, ¢ 2A4 (¢ nomepom nocryna B ATCC: 9662) mnu 7D8 (c HOMepoM foctyna B
ATCC: PTA-9468) unm KOHKYpUPYET 3a CBS3BIBAHHE C HMMYHOIJIOOYJHMHOM, HMEIOIIUM
nerkyro nenb kamma, ¢ 11-1F4 (¢ somepom noctyna B ATCC: PTA-105), Tem cambIM CHIKast
PHCK CMEPTH MaLMEHTa Ha 110 MEHbIIeH Mepe NpUOIN3uTenbHO 35%.

24. Cnoco0 neueHus nauueHTa ¢ AL-aMUI0uI030M, BKITFOYARO U
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(a) ompeneneHue TOrO, YTO NALMEHT JAEMOHCTPUPYET MPOXOAMMOE 3a 6 MHUHYT
paccrosinue (6MWD)>150 metpos u ¢ppaxumto Beidpoca (EF) > 50%,

(b) orOop mauueHTa AJs1 JIEYEHUS AaHTHUTEJIOM, KOTOPO€ KOHKYPHPYET 3a CBSI3bIBAHUE C
NEeNTUAOM aMIJIONJIOM A 4eJloBeKa WJIM MMMYHOIJTIOOYJIMHOM, MMEIOIINM JIETKYIO LIeNb Karmna
wn siMOna yenoseka, ¢ 2A4 (¢ Homepom nocryna B ATCC: PTA-9662) unu 7D8 (¢ Homepom
nocryna B ATCC PTA-9468) unam KOHKypHpYeT 3a CBSI3bIBAHME C HMMYHOIJIOOYJIHHOM,
UMEIOIIUM JIETKYIO 1enb kamnma, ¢ 11-1F4 (¢ Homepom nocryna 8 ATCC: PTA-105), u

(c) BBeneHue 3¢ (HEeKTUBHOM AO3bI AHTUTEIIA.

25. Cnocob neuenust mnamueHta ¢ AL-aMHIIOMI030M, KOTOPBIH JIEMOHCTPUPYET
npoxonumoe 3a 6 MUHYT paccrosiuue (6MWD), mpesblmatomee uian pasHoe 150 merpos, u
dpakuuto  BeiOpoca (EF), mnpesbimaromyro 50%, BKIIOYAKOIMUN BBENEHUE MALIUEHTY
3¢ (eKTUBHOMN H03bI AHTUTENA, KOTOPOE KOHKYPUPYET 3a CBA3BIBAHUE C MENTHIOM aMHJIOUIOM A
YeJIOBEKA MJIH MUMMYHOTJIOOYJIMHOM, MMEIOIIMM JIETKYIO LIeTb Karla WM JIIMO/a 4YelioBeKa, C
2A4 (c snomepom nocryna B ATCC: PTA-9662) unu 7D8 (¢ Homepom noctyna B ATCC: PTA-
9468) uny KOHKYPUPYET 3a CBS3bIBAHUE C UMMYHOTJIOOYJIMHOM, UMEIOIINM JIETKYIO LIeTlb KaIla,
¢ 11-1F4 (¢ nomepom noctymna B ATCC: PTA-105).

26. Crioco0 CHWXEeHUsT pUCKAa CMEpTH y manuenta ¢ AL-aMuionio3oM Ha MO MeHbIIek
mepe 45%, BKIIOYAOIIMIA BBeAeHHE MNauueHTy 3(QexkTUBHON O3Bl aHTHTENA, KOTOPOE
KOHKYPHPYET 3a CBSI3bIBAHHE C MENTHAOM aMIJIOHIOM A YellOBeKa WJIM WMMYHOIJIOOYJIHHOM,
UMEIOIINM JIETKYIO LIeTlb Karma Wik jsiMOna denoseka, ¢ 2A4 (¢ Homepom poctymna B ATCC:
PTA-9662) uma 7D8 (¢ uHomepom poctynma B ATCC: PTA-9468) wnm KOHKypupyeTr 3a
CBSI3bIBAHME C HMMMYHOIJIOOYJMHOM, MMEIOIIMM JIeTKyro nenb kamma, ¢ 11-1F4 (c Homepom
noctyna B ATCC: PTA-105), npuuem nauuent crpagaer AL-amunounosom craauu [V o Matiio
W/WIM IEeMOHCTPHPYET Hpoxoxumoe 3a 6 MuHYT paccrosiHue (6MWD), mpesblmaromnee uiu
paBHoe 150 metpoB, u ¢pakuuto BeiOpoca (EF), mpespmmaromyro 50%, wmm umeer AL-
amunonnos craauu IV mo Maiio u EF >50%.

27. Cnocob mo m.26, B KOTOPOM PHUCK CMEPTH MpPEncTaByisieT coOOi CMEPTHOCTH IO
JTFOOBIM MPUYHHAM.

28. Cnocob mo m.27, B KOTOPOM PUCK CMEPTH IO JIIOOBIM NMPHUYUHAM CHUYKAETCS Ha IO
MeHbIIeH Mepe mpudIu3nTensHO 48,9%.

29. Cnocob 1o m.27, B KOTOPOM PUCK CMEPTH IO JIFOOBIM NMPUYUHAM CHH)KAETCS Ha T10
MeHbIIeH Mepe npudnm3nuTenbHo 50%.

30. Cnocob no m.27, B KOTOPOM PHCK CMEPTHU IO JIFOOBIM MPUYHHAM CHIDKAETCS Ha IO
MeHbIIeH Mepe nmpudnusutensHo 50,2%.

31. Cnocob no m.27, B KOTOPOM PHCK CMEPTHU IO JIFOOBIM MPUYHHAM CHIDKAETCS Ha IO
MeHbIIeH Mepe npudnmsnuTenbao 60%.

32. Cnocob no m.27, B KOTOPOM PHCK CMEPTHU IO JIFOOBIM MPUYMHAM CHIDKAETCS Ha IO
MeHbLIeH Mepe npudnunuTensHo 70%.

33. Cnoco6 no m.27, B KOTOPOM PHCK CMEPTHU IO JIFOOBIM MPUYMHAM CHIDKAETCS Ha IO

MeHblIeH Mepe npubnusutensHo 79,9%.
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34. Cnocob no m.27, B KOTOPOM PHCK CMEPTHU IO JIFOOBIM MPUYMHAM CHIDKAETCS Ha IO
MeHblIeH Mepe npubnusutensHo 81,5%.

35. Crocob mo m.26, B KOTOPOM PHUCK CMEPTH MPENCTaBisieT COO0H CMEPTHOCTb OT
CEepAEYHOCOCY IUCTBIX 3a00I€BaHUH.

36. Cnocob mo m.35, B KOTOPOM PHCK CMEPTH OT CEepAeYHOCOCYAMCTBIX 3a00JeBaHHN
CHIDKAETCS Ha 10 MEHbIIel Mepe npudausutenbHo 75%.

37. Cnocob mo m.35, B KOTOPOM PHCK CMEPTH OT CEepAEYHOCOCYAMCTBIX 3a00ieBaHHN
CHIDKAETCS Ha 10 MEHbINeH Mepe npuoIn3uTenbHo 62,2%.

38. Criocob mo mrodomy u3 . 23-37, B KOTOPOM aHTHTEJIOM SIBJISIETCS] OUpTaMUMal.

39. Cnocob mo smrobomy u3 mm. 1-38, B KOTOPOM MAILMEHT JEMOHCTPUPYET YJIyULICHUE
olleHKH (uzrueckux koMrnoHeHToB (PCS), onpenensieMoii ¢ MOMOIIBIO KPATKOTO OOCIEeNOBAHHS
B BU/ie aHKeThl 13 36 myHKTOB (SF-36) nnu no ankere SF-36v2, mocine JeueHns1 aHTUTEIOM.

40. Cnocob mo m.39, B KOTOPOM dHepe3 AEBSITh MECSLEB JICYCHUS W3MEHEHHE OLICHKU
PCS, onpenensiemoii ¢ momompro SF-36 nnm o SF-36v2, y manuenTta OoJbine Ha IO MEHbLICH
Mepe 5 OaiyioB, 4eM y APYroro mauyeHTa B TOT K€ MOMEHT BPEMEHH, KOTOPOMY aHTUTENO He
BBOJIMJIU.

41. Cnocob mo mobomy m3 mm. 1-40, B koTtopoM 3(G(}EKTHBHYIO H03y BBOAST U3
(bapMaeBTHUECKOrO COCTaBa, CONEPIKAINEr0 AHTUTENO B KOHLEHTPAUWH B JAHANA30HE OT
npubnusuTensHo 1 Mr/mi o npudnmusurensHo 100 mMr/mit.

42. Criocob o modomy u3 mm. 1-41, B KOTOPOM 1032 COCTABJISIET OT MPHOIU3UTENBHO 0,5
MI/Kr 10 mpubnusutenbHo 30 MI/KI, U AQHTHTENO BBOAAT BHYTPHUBEHHO MIIHM TOAKOXHO C
4acTOTOM OT TNPHUOJM3UTENPHO €XEHEAENbHOrOo [0 MNPUONNU3UTENBHO —€KEeKBAPTAIbHOIO
BBE/ICHUSI.

43, Cnoco6 mo m4l, B KOTOPOM aHTHUTENO TPHUCYTCTBYeT B KOHLEHTpPALMU
npubaM3uTeNsHO SO Mr/mit.

44. Cnocob mo mobomy u3 mm. 41-43, B KOTOPOM A03y BBOIST BHYTPHUBEHHO MOCIE
nepeHoca KOJIMYEeCTBA COCTaBa, HEOOXOAMMOrO Uil ONpeAeNieHHOH no03bl, u3 (yakoHa B
COAEPIKALTUH KUIKOCTh MEIIOK JIJIsl BHYyTPUBEHHOT'O BBEICHUSI.

45. Cnocob mo nrobdomy u3 mm. 41-43, B KOTOPOM 71032 COCTABJISIET PUOIM3UTENBHO 24
MI/KT, © @HTHTEJIO BBOAST BHYTPUBEHHO KaKIble 28 THEi.

46. Cnocob6 mo mobOomy u3 mm. 1-45, B KOTOPOM MpPOAOJDKUTEIBHOCTb JICUCHHUS
COCTABJIIET MO MEHBLIEH Mepe 9 MeCsILEB.

47. Cnocob 1o .24, B KOTOPOM MPOAOKUTEIHPHOCTD JIEYEHHs COCTABJISIET 10 MEHbIIEH
Mepe 12 mecsiues.

48. Crocob6 mo mobomy u3 mm. 1-47, B KOTOPOM TNPONOJDKUTENBHOCTD SIBIISIETCS
3¢ ¢dexkTUBHONW Ui AOCTIKEHMs WM noaxaepkaHus nosbimeHus PCS, onpenensiemoit ¢
nomotnpio SF-36 wiu SF-36v2, Ha o MeHbIIel Mepe MpUOIU3UTEIHHO 3 0aia o CPaBHEHHIO C
HCXOJIHBIM YPOBHEM.

49. Criocob mo modomy u3 mm. 1-48, B KOTOPOM aHTUTENO MpeAcTaBiisieT coboir Fab,
Fab’, F(ab’),, F(ab)c, Dab, nanoresno wnu Fv.
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50. AHTUTENO, KOTOpOE KOHKYPUPYET 3a CBs3bIBAHME C MENTHUAOM aMHJIOHIOM A
YeJIOBEKA MM MUMMYHOTJIOOYJIMHOM, MMEIOIINM JIETKYIO LIeTlb Kamma MK JSIMOAa 4YesoBeKa, C
2A4 (c nomepom noctyna B ATCC: PTA-9662) unu 7D8 (¢ Homepom noctyna B ATCC: PTA-
9468) nnu KOHKYpUPYET 3a CBA3BIBAHUE C UMMMYHOIJIOOYJIMHOM, UMEIOIINM JIETKYIO LIeTb Karla,
¢ 11-1F4 (c nomepom nmoctyma B ATCC: PTA-105), nns npumeHeHus B crnocode Je4eHus
nauuenta ¢ AL-amunonnosom craauu IV no Malio, nanuenTa, KOTOPbI Ha HCXOAHOM YPOBHE
JIEMOHCTPHPYET MPoXoaumMoe 3a 6 MUHYT pacctosiuue (6MWD), npespinatomiee wim pasuoe 150
MeTpoB, u ¢ppakuuto BeiOpoca (EF), npesbimaroiyto 50%, manuenrta co craaueii IV nmo Maiio, y
kKoToporo Ha ucxoaHoM yposHe EF npesbimaer 50%, unu nauuenta co cragueii [V no Maiio, y
KOTOPOro Ha UcxonHoM yposHe SMWD npesbimaer wnu pasao 150 merpam, a EF npesbimaer
50%.

51. Amwnrureno nas  npumeHeHuss mno 1.50, KoOTOpoe TmpencTaBisier  coOou

)
I'YMaHU3UPOBAaHHBIN BapuaHT 2A4.

52. Antureno mis mpuMeHeHus: 1o 1.50, KOTOpoe COmep:KUT BapuadelbHyI 001acThb
Jerkoi  [enu, COAepXKalllylo TpPU  ONpPENeNSIIOIMX  KOMIJIEMEHTApHOCTh  y4acTKa,
npencrasienHbix kak SEQ ID NO:3, 4 u 5 wiu SEQ ID NO:16, 17 u 18, u BapuabenbHYIO
00JacTh TSDKENOW LENH, CONEPKAINYI0 TPH OMNPEACISIIOIINX KOMIUIEMEHTAPHOCTh Y4YacTKa,
npencrasneHHbix kKak SEQ ID NO:6, 7 u 8 i SEQ ID NO:19, 20 u 21.

53. AHTHTENO AN mpuMeHeHus 1o 11.50, B KoTopoM BapuabenbHast 00J1acTh JIETKOH Lenu
BKJIFOYAE€T aMUHOKHUCJIOTHYIO TIOCJIEIOBATENbHOCTD, npeacTaBiaeHHy0 kak SEQ ID NO:1 unu 14.

54. AHtuteno mns npuMeHeHus: mo .50, B KOTOpOM BapualenbHast 0OJaCTh TsDKEION
LIeNHU BKJIFOYAET aMUHOKHUCJIOTHYIO IMOCJIE0BATeNbHOCTD, NpeAcTaBieHHy0 kak SEQ ID NO:2
umu 15.

55. AnTtureno aist npuMeHeHust 1o .50, B KOTOpoM BapuadenbHast 00J1aCTh JIETKOH LeTn
BKJIFOYAET AMUHOKHUCIIOTHYIO NTOCIIeI0OBATEIbHOCTD, NnpencTaBieHHyo kak SEQ ID NO:1 unu 14,
U BapualeybHas OOJNACTh TSKEJOW LeTH BKJIOYAET aMHUHOKUCIIOTHYEO TOCJIEAOBATENIbHOCTD,
npencrasiennyo kak SEQ ID NO:2 unu 15.

56. AHTUTENO IJIsk MPUMEHEHUs 0 11.50, KOTOpoe MpeACTaBIisieT Co0oM OupTaMumMad.

57. AwHTuTeNno s TpuMeHeHus 1o Jmodomy wu3 mm. 50-56, COCTaBleHHOE B
(bapMaleBTHUECKHI COCTaB, COAEPIKALIMA AHTUTEJIO B KOHLEHTPALMM B JHANa30HE OT
npubnusuTensHo 1 Mr/mi 1o npudnmusurensHo 100 Mr/mit.

58. AHTUTENO U1 MPUMEHEHHs MO I1.57, KOTOPOe BKJIKOYAET O3y OT MPHUOIH3UTEIHHO
0,5 mr/kr no npubmusutenbHO 30 MI/KT M KOTOPO€ BBOIST BHYTPUBEHHO HWIJIM TOAKOXHO C
94acTOTOH OT TNPHUOJH3UTENPHO €XKEHEAENbHOrO [0 MPUONM3UTENPHO —€KEKBAPTAIBHOTO
BBEJICHUSI.

59. AHTHTENno ANd NpUMEHEeHHs] Mo .58, KOTOpoe NPUCYTCTBYET B KOHILIEHTPALUH,
CoCTaBJIsIOLIeH MPUOIM3UTETHHO SO MT/MIL.

60. Cnoco0 uaeHTHHUKAIMM NALHMEHTa, KOTOPBIA, BEPOSTHO, MOJYYHT MOJB3Y IS
3[0pOBbsl OT JIEUEHUs AHTUTENIOM, KOTOPO€ KOHKYpHUPYET 3a CBS3bIBAHHE C MNENTHAOM

AMUJIONI0OM A dejoBeK WIIH I/IMMYHOFJ'IO6YJ'II/IHOM, HUMCIOINM JICTKYHO LECMb Kallra WjIn J'IS[M6)1a
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gyenoseka, ¢ 2A4 (c Homepom noctyna B ATCC: PTA-9662) mnu 7D8 (¢ HOMepoM nocTyma B
ATCC: PTA-9468) unu KOHKYpHUPYET 3a CBA3BIBAHHE C HMMYHOIJIOOYJIMHOM, HMEIOIIUM
nerkyro uenb kamma, ¢ 11-1F4 (¢ nHomepom nocryma B ATCC: PTA-105), Brmouaromuii
onpexnenenue (a) Toro, crpagaer iu nauueHT AL-amunonnoszom craguu I, craguu 11, craguu 111
wm craguu IV no Maiio, (b) mpoxogumoro mauyeHToM 3a 6 MuHyT paccrostaust (6MWD) w/unm
(c¢) dpakuun BeiOpoca (EF) y manuenrta u orbop mis neuenus nauueHta ¢ (i) AL-amunonnozom
craguu 1V, (i) marmenta ¢ SMWD >150 merpoB u EF >50%, (iii) AL-amunounosom craguu IV
u 6OMWD >150 metpos, u EF >50%, unu (iv) AL-amunounoszom craauu IV u EF>50%.

61. Crnocob6 mo m60, B KOTOPpOM OTOOpaHHBIH TalUeHT cTpamaeT AL-aMUIONI030M
craauu IV no Mario.

62. Cnoco6 mo m.60, B KOTOPOM OTOOpaHHBIN MALUEHT AeMOHCTpupyeTr 6MWD >150
METPOB U (pakuuio BbiOpoca >50%.

63. Cnocob mo m60, B KOTOpOM OTOOpaHHBIH TanueHT crpamaeT AL-aMUIOHI030M
cranuu IV o Maiio, nemorctpupyer 6 MWD >150 merpoB u dpakmuro Beidpoca >50%.

64. Criocob mo .60, B KoTopoM y oToOpaHHOro nmanuenta AL-amunonnos3 craguu [V no
Maiio u ¢ppakuus Beiopoca >50%.

65. Cmoco6 mno mobomy wu3 mnm. 60-05, KOTOPBI JONOJHUTENBHO BKIJIKOYAET
BHYTPHUBEHHOE BBEICHUE TTALIUEHTY

(a) 1O3BI B AManasoHe OT mpubmI3HTensHO 0,5 Mr/M® 10 npuGIH3HTENHHO 500 Mr/m’
XHMEPHOI0 WM I'YMaHU3UPOBAaHHOro BapuaHTa 11-1F4 unn

(b) mo3pl B nuanasoHe ot mpubausurenpHo 0,5 mr/kr no npubnusurenbHo 30 mr/kr
I'YMaHU3UPOBAHHOIO BapuaHTa 2A4.

66. Croco0 yBennyeHue mpoxoauMoro 3a 6 MuHyT paccrosHust ((MWD) y manmenTa ¢
AL-aMuIONI030M, BKIIFOYAKOIIUI BBEACHUE MAlMEeHTY 3((EKTUBHOM 03Bl aHTHTENA, KOTOPOE
KOHKYPHUPYET 32 CBA3bIBAHHE C MENTHAOM aMMUJIOHIOM A YellOBeKa MM UMMYHOTJIOOYJIHHOM,
UMEFOIIUM JIETKYIO LIeTb Karma Wid jsmMOna 4enoseka, ¢ 2A4 (¢ Homepom noctyna B ATCC:
PTA-9662) umu 7D8 (¢ nHomepom goctynma B ATCC: PTA-9468) wuiau KOHKypupyeT 3a
CBSI3bIBAHME C WMMYHOIJIOOYJHMHOM, MMEIOIIMM JIeTKyro nenb kamma, ¢ 11-1F4 (¢ Homepom
noctymna B ATCC: PTA-105).

67. Cnocob mo m.66, B kotopoM AL-amunonno3 npencrasisier codoir AL-amuinonnos3
craauu IV no Matio.

68. Crocod mo n.66 i 67, B kotopoM (ppakuus Beidpoca (EF) y manuenra cocrasisier
>50%.

69. Cnocod mo mobomy u3 mm. 60-68, B KOTOPOM aHTHUTENO MPEACTaBISET COOOMU
Ooupramumad.

ITo noBepennocTn
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