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JO3UPOBAHUME U BBEAEHUE AHTUTEJI TPOTUB CS JIUIA JIEYHEHUA
MAIIUEHTOB C MAPOKCU3MAJIbHOI HOYHOH TEMOIJIOBHHYPHEN (PNH)
N ATUIINYHBIM I'EMOJIMTUKO-YPEMHUYECKHUM CHH/IPOMOM (aHUS)

ITEPEKPECTHAA CCBhIVIKA HA POJACTBEHHBIE 3AABKU

IIo HacTosien 3asBKe UCIPALIMBAECTCS NPUOPUTET U npeuMyiecTso IlpensapurenpHoit
3asBku CIIA No. 62/685505, mopannoii 15 utons 2018 r., IlpensapurensHoii 3as8ku CIIIA No.
62/685425, nonmanHoit 15 wmrons 2018 r., IlpensapurenvHoii 3asBku CIIIA No. 62/662503,
nonanHoit 25 anpens 2018 r., IlpenBapurensHoii 3asaBku CIIA No. 62/643608, nmomanuoit 15
mapta 2018 r., IIpensapurensHotii 3asBku CIIIA No. 62/643056, nonannoii 14 maprta 2018 r., u
IIpensapurensroii 3asiBku CIIIA No. 62/577244, nomannoit 26 oxtsiops 2017 r. IlomHoe
COJIep>KaHUE BBILIEYTIOMSHYThIX 3asIBOK IPUBEJIEHO B HACTOSIILEM ONMCAHUU B KAYECTBE CCUIKMU.

CITMCOK ITOCJIEJOBATEJILHOCTEM

Hacrosmas 3asBka COAEPXKUT CIUCOK MOCJIEAOBATENbHOCTEH, KOTOpPBI TMOJAH B
snekrponHoii popme B ¢opmare ASCII, u mnonHOe comepskaHHE KOTOPOTO, MPUBEACHO B
HACTOSIIIIEM ONKCAHWU B Ka4eCTBE CChUIKU. YKa3anHas komwus B ¢popmare ASCIL, cozmanHas 25
okTsa0ps 2018 r., Ha3Bana AXJ-224PC_SL.txt u umeet pasmep 59066.

YPOBEHb TEXHUKHU

Cucrema KoMIUIEeMEHTa AEHCTBYeT B COUETAHUH C JAPYTMMHU HMMYHOJOIMYECKHUMHU
CHUCTEMaMM OpraHu3Ma AJis 3aIUUThl NPOTUB BTOPKEHUS KJIETOYHBIX M BHUPYCHBIX MAaTOrE€HOB.
CymectByer mo MeHblieil Mepe 25 OeNKOB KOMIUIEMEHTAa, KOTOpble OOHApy>KE€HbI Kak
KOMILJIEKCHBIH HA0Op OEJTKOB IIa3Mbl U MEMOpPAaHHBIX KOPaKTOpOB. bellku miia3Mbl COCTABIISIOT
npubnusutenbHo 10% rnoOyJMHOB B CHIBOPOTKE MO3BOHOYHBIX. KOMIOHEHTHI KOMIUIEMEHTA
OCYIIECTBJISIFOT CBOM (DYHKIMHM MMMYHHOH 3aIUThI MOCPEICTBOM B3aUMOACHCTBUS B CEPHSX
CJIOJKHBIX, HO TOYHBIX COOBITHH ()EPMEHTHOrO pPACLICTUICHHS M CBS3BIBAHHUS C MEMOpPaHOM.
ITonydyeHHslli Kkackajg peakiuil KOMIUIEMEHTa TMPUBOAUT K IMOJYUYEHUIO TPOAYKTOB C
ONCOHMYECKUMH, UMMYHOPETYJISITOPHBIMH U JIUTHYECKUMHU (PyHKumsiMu. KpaTtkoe oboOiieHue
BUAOB OWOJIOTHYECKON aKTUBHOCTH, ACCOLMUPOBAHHON C aKTHBAaLMEHl KOMIUIEMEHTa,
npencrasieHo, Hanpumep, B The Merck Manual, 16" Edition.

B To Bpems kak HamekamuM o0pa3oM (PYHKLIHMOHHPYIOINAs CHUCTEMa KOMILIEMEHTA
o0ecrieuynBaeT HAAEXKHYIO 3aLIUTy MPOTHB WHPHUIHMPYIOLUINX MUKPOOPTAHM3MOB, HEAJEeKBATHAS
peryisuMs WM aKTUBaLus INyTed KOMIUIEMEHTa BOBJieU€HAa B IIATONE€HE3 MHOXKECTBA
HApPYIIEHWH, BKJIOYAs MAapOKCHU3MAIbHYIO HOUHYK remornobunypuro (PNH) u arunmunbii
remonutruko-ypemudeckuii curapom (aHUS). PNH u aHUS, ofa sBAsrOTCS 4Ype3BBIYAHO
peNKMMH HApyIIEHUSMH, BbI3BAHHBIMM XPOHHUYECKOM HEKOHTPOJMPYEeMON aKTHUBaluen
KOMIUIEMEHTa. BO3HUKIINE B pe3yjbTaTe BOCHAJ€HHE U TMOBPEXKIEHHE KIETOK MPUBOAAT K
U3HYPSIFOIINM KIIMHUYECKUM MPOSIBJICHUSAM 3THUX 3a00JIeBaHUN.

PNH mnpencrasnsier coboil COCTOsIHUE, TPU KOTOPOM HEKOHTPOJIUPYEMast aKTHBHOCTB
KOMIUIEMEHTa  MNPUBOAUT K  CHCTEMHBIM  OCJOXXHEHHsIM,  INPUHLUIMAIBHO  4epes3

BHYTPHCOCYAMCTBIA FeMOJIM3 B aKTUBaLMIO TpoMOormToB (cM. Socié G, ef al., French Society of



Haematology. Lancet. 1996;348(9027):573-577 u Brodsky, R., Blood. 2014;124(18):2804-
2811). Ilepcuctupyromuii BHyTPUCOCYAUCTBIA T€MOJIU3 MOTYT 3aIyCKaTh Pa3JIMUHbIE (PAKTOPHI
cTpecca, Takue Kak MH(pexkmws min GU3ndeckoe HamnpsDKeHUE, U OH NMPHUBOIAUT K COKPALICHUIO
IJIAJAKUX MBIII (KM3-32 CBOOOJHOrO TIeéMOIJIOOMHA), XPOHHUYECKOH aHEMUH U YBEIHMYEHHOMY
pucky Tspkenoit TpomOosmOomuu. TpombosmOonust siBisieTcst Hauboee pPacmpOCTPaAHEHHOU
NPUYINHON cMepTHOCTH y nanueHToB PNH, u nerovynas runepreH3usi 1 NOBPEKISHNUS OPraHOB-
MUIIEHeH: JKU3HEHHO-BAKHBIX OPTraHOB, TAKUX KaK MEYeHb, TOYKH, MO3T U KULIEUHUK, SIBJISIOTCS
nocaenctsusiMu Takux coobrruii (Hillmen, P., ef al, Am. J. Hematol. 2010;85(8):553-559).
H3=3a »>TuX HEONAronmpusATHBIX MATOJOIMYECKHX MpoueccoB, mauueHTsl ¢ PNH wumeror
NOHMXEHHOE KauecTBO >ku3HU (QoL), KOTOpoe MOKET BKJIIOUATh UCTOINAOLIYIO YTOMIISIEMOCTb,
XPOHHYECKYIO O0JIb, TUIOXOH (PyHKIIMOHAIBHBIN CTATyC, 3aTPyAHEHHE JIbIXaHHs, OOJIH B 00NacTH
JKUBOTA, OPEKTUIBHYI  AUCOYHKIHMIO, HEOOXOAMMOCTb  AHTHUKOAIyJSIHTHOM  Teparnuw,
TpaHC]y3uil KPOBU M, B HEKOTOPBIX ciydasix, HeoOxomumocth auanusa (Weitz, IC., ef al,
Thromb Res. 2012;130(3):361-368).

I'emonmuruko-ypemuueckuii cunnpom (HUS) xapakrepusyercs TpOMOOLMTONEHHUEH,
MHUKPOAHTHONATUYECKON I'€MONIUTUYECKON aHEMHEH U OCTPOH MOYE€YHOM HEeIOCTATOYHOCTBIO.
HUS knaccuuuumpyroT kKak OAMH M3 JBYX THUIIOB. accouuupoBaHHbI ¢ nuapeeii (D+ HUS;
TaKe 0003HAYEeHHBIN KaK aCCOLIMUPOBAHHBIN C mpoayuupyomei Tokcus mura F. coli (STEC)-
HUS wnu tunmussiiit HUS) u He accoumupoBaHHbIi ¢ auapeeit wim atunuaabiii HUS (aHUS).
D+ HUS sBnsiercs Hambonee pacmpOCTpaHEHHOU (opMoM, HacuuThiBaromein Oonee 90%
CllyuyaeB, M BbI3BAH NPEAIIECTBYIOLIMM 3a00JE€BaHUEM C y4YacTHEM MPOAYLHUPYOIIei
HIHUranofAoOHbIi TOKCHH OakTepun, Hanpumep, F. coli O157:H7.

aHUS MoxeT SBIATBCS TE€HETHMYECKHM, NPUOOPETEHHBIM WM HMIHOMATHYECKHIM.
Hacnencreennbie ¢opmbl aHUS MOTyT SIBISITBCSI ACCOLMHUPOBAHHBIMH C MYTALUSIMH B psiIe
KOMIIOHEHTOB ~KOMILUIEMEHTa, BKJIOuas, Hampumep, ¢aktop kommiementa H (CFH),
meMOpanHbIid kodakTopHbiii 6emok (MCP), daxrop komruiementa [ (CFI), cBsasbBaromuii C4b
6enok (C4BP), dakrop kommuementa B (CFB) u komnonent kommiemeHta 3 (C3). Cwm,
Hanpumep, Caprioli et al. (2006) Blood 108:1267-1279. OmnpeneneHHble MyTalUH B TeHE,
xkoaupytomem CDSS, xors eme u He BoieueHsl B aHUS, accouuuposans! ¢ Tsxectero aHUS.
Cwm., nanpumep, Esparza-Gordillo et al. (2005) Hum Mol Genet 14:703-712.

aHUS sBnsercs peakuM U HMeeT 4acTOTy CMEPTHOCTH BILIOTH 10 25%. MHOkecTBO
MALMEHTOB C 3TUM 3a00JIEBAHHEM MOTYT COXPAHSTh IMOCTOSTHHOE HEBPOJOIMYECKOe HApyLICHHE
WJTU TIOBPEXKACHHUE MOYEK, Hampumep, o MeHbleit mepe 50% mnaunuentos ¢ aHUS nmoasepskeHsl
NPOTPECCUPOBAHHIO 10 KOHEUHOH ctamun nodyedHoi HenoctatouHocTH (ESRF). Cwm., Hanpumep,
Kavanagh et al. (2000) British Medical Bulletin 77 wu 78:5-22. Jlo HeZaBHETO BpPEMEHH,
BapHaHTHI JieueHus: i nauneHToB ¢ aHUS Obutn orpaHuueHsl M 4acTo BKIIOUYAIA HHDY3UIO
TUTa3MBI WJIH TUTa3MooOMeH. B HekoTopeix ciydvasx, nampentos ¢ aHUS monsepraroT yHH- Win
OunatepanbHOW HEeQPIKTOMHHM WM TpaHCIUIaHTarmu modku (cm. Artz et al. (2003)
Transplantation 76:821-826). Onnako, peunanB 3a0O0NE€BaHUS Y TNOABEPTHYTHIX JICUSHHIO

NAalMEHTOB ABJIACTCA PpaCIPOCTPAHECHHBIM.



IMamments ¢ PNH mnun aHUS monBepskeHbl CYyIIECTBEHHOMY PHCKY 3a00JI€Ba€MOCTH H
cMepTHOCTH. COOTBETCTBEHHO, LENIBI0 HACTOSINErO HM300pPETeHHUs SIBISIETCS IPENOCTABICHUE
YIIYYIIEeHHBIX criocoboB jeuenus nanpenToB ¢ PNH win aHUS.

CYIIHOCTDb U30BPETEHUA

Hacrosimiee nzobpereHne OTHOCUTCST K KOMIIO3ULSIM | crioco0am st stederus: PNH wmu
aHUS y nanueHnra-4enoBeka, BKIHOYAOIIUM BBEJ€HUE NMAaLUEHTy aHTuTena npotus C5 unu ero
AHTUIeHCBA3BIBAIOIIErO (pparMeHTa, rae antuteno npotuB CS5 MM €ro aHTUT€HCBS3BIBAOIIUI
¢parmMeHT BBOIAT (WM TPENHA3HAYAIOT JJIsl BBEINEHHs]) B COOTBETCTBMU C KOHKPETHBIM
KJIMHUYECKUM PEXXHMOM J03UPOBaHUS (T.€., TP KOHKPETHOM YPOBHE J103bI M B COOTBETCTBUU C
KOHKPETHBIM PacCIHCaHNUEM TO3UPOBAHMUSA).

JIroboe mpuronHoe anTHTeNno NpoTuB CS5 MM €ro aHTUIeHCBS3BIBAIOIINN (hparMeHT
MO>KHO HCIOJIb30BaTh B CMOCODaX, OMHCAHHBIX B HACTOSINEM oOmucaHuM. MiumocTpaTuBHOE
antureno npotusB C5 npencrasnser coOoi paBynn3zymad (Taxske u3BecTHbIN kak Ultomiris™,
ALXNI1210 u antureno BNJ441), conmepkamuii TsDKENyr0 W JieTKHe LENd, HMEIOLIe
nocienoBatebHOCTH, MokazaHHbie B SEQ ID NO:14 wu 11, COOTBETCTBEHHO, WJIH WX
AHTUTEHCBSI3BIBAIOINE (DPAarMEHTbl W BapHaHTBL B Jpyrux BapHaHTaX OCYINECTBJICHUS,
AHTHUTENIO COAEPIKUT OMpenessifoiue KommieMeHnTapHoctb obnactu (CDR) wnu BapuabenbHbie
obsactu (VR) Tspkenolt u nerkoii uenu u3 paByiuymada. COOTBETCTBEHHO, B OJHOM BapHaHTE
ocyiectieHus:, autureno conep:xkut nomensl CDR1, CDR2 u CDR3 BapuabenbHol obiactu
Tspxenoit uenu (VH) u3 paBynnszymada, HMEIOLIHe MOCIeN0BaTeIbHOCTD, MokazaHHyo B SEQ ID
NO:12, u nomenst CDR1, CDR2 u CDR3 BapuaGenbHoii obnmactu jerkoit menu (VL) u3
paBysin3ymaba, MMEROIIHE TOCIeN0BaTEIbHOCTh, MokazaHHyw B SEQ ID NO:8. B mpyrom
BapuaHTe ocyuiecTBieHus, anTutesno comaepxut gomernsl CDR1, CDR2 u CDR3 Tspkenoit uemnwu,
UMeEIOIHe MocienoBarenbHOCTH, ykaszaHHble B SEQ ID NO:19, 18 u 3, cOOTBETCTBEHHO, U
nocnenosatenbHocTH CDR1, CDR2 u CDR3 nerkoii uenu, ykazanaabie B SEQ ID NO:4, 5 u 6,
COOTBETCTBEHHO. B pyroM BapuaHTe OCYIECTBIICHUs, aHTUTENO comepxut obmactu VH u VL,
UMEIOIINEe aMUHOKHMCIIOTHBIE TocienoBaTenbHOCTH, yka3zanubie B SEQ ID NO:12 u SEQ ID
NO:8, coorBerctBeHHO. B apyrom BapuaHTe OCYILIECTBIEHHUS, AHTHUTENIO COIEPIKUT
KOHCTaHTHYI0 00J1acTh TsIKENOH e, kak ykasaHo B SEQ ID NO:13.

B npyrom BapuaHTe OCYLIECTBJICHHUS, AHTHUTENO COAEPXKUT BapUaHT KOHCTAHTHOMN
obnactu Fc yenoBeka, KOTOPBIH CBsi3pIBaeT HeOHaTalbHbI penentop Fc uenoseka (FcRn), roe
BapuanT CH3 koncrantHO# obnactu Fc yenoseka coneprxut 3ameHsl Met-429-Leu u Asn-435-
Ser B ocTaTkax, COOTBETCTBYIOLIMX METHOHUHY 428 1 acrnaparuy 434 HaTUBHONW KOHCTaHTHOM
obnactu Fc¢ IgG yenoBeka, kaxaplii corniacHo Hymepannu EU.

B npyrom Bapuanrte ocymecteienus, antureno comepxkut gomeHel CDR1, CDR2 u
CDR3 Tspxenoil nenu, uMeroImue nocieaosarenbHocTy, ykazanueie B SEQ ID NO:19, 18 u 3,
cootBercTBeHHO, U mocnenoarenbHocT CDR1, CDR2 u CDR3 nerkoil nenu, yka3aHHbIE B
SEQ ID NO:4, 5 u 6, COOTBETCTBEHHO, U BapUAHT KOHCTAHTHOU oOnactu F¢ yenoBeka, KOTOPBIi
cBsi3bIBaeT HeoHaTaipHbIM peuentop Fc wemoeka (FcRn), rme Bapmant CH3 KOHCTaHTHOM

obnmactm Fc denmoeka comepkut 3ameHbl Met-429-Leu u Asn-435-Ser B ocrarkax,



COOTBETCTBYIOIIUX METHOHMHY 428 u acraparuy 434 HaTMBHON KOHCTaHTHOH oOmactu Fc IgG
4YeJIOBEKa, KaXKAblil cornacHo Hymepauuu EU.

B npyrom BapumaHTe OCyluecTBiIeHHs], aHTUTENO cBsi3biBaeT CS5 yenoseka npu pH 7,4 u
25°C ¢ xoHcranToM apdpunHON auccommanun (Kp) nexameit B tuanazone 0,1 HM < Kp < 1 HM.
B apyrom BapuanTe ocyliecTBiIeHUs, aHTUTENO cBsi3biBaeT CS uenoseka npu pH 6,0 u 25°C ¢
Kp > 10 M. B ngpyrom Bapuante ocymectBienus, [(Kp aHTurena wmm ero
aHTUreHcBs3pIBaroero ¢gparmenta ans CS genoseka npu pH 6,0 u mpu 25°C)/(Kp anturena
WIN €ro aHTUreHcBs3biBatomero (parmenrta mms CS5S wenoseka npu pH 7,4 u mpu 25°C)]
aHTHUTENA COCTaBIIsET Oonee 25.

Hpyroe wumnoctpatuBHOe aHTuTeno npotuB CS5 mpexacrasisier coboi antureno 7086,
onucanHoe B Ilatentax CIJA No. 8241628 u 8883158. B onHOM BapuaHTe OCYLIECTBJIEHUH,
antuteno conepxxut CDR wnu BapuaOespHbIe 00JACTH TSKEIONH M JIETKOH LEnu U3 aHTUTENa
7086 (cm. Ilarentsr CIIHA No. 8241628 u 8883158). B apyrom BapuaHTe OCYLIECTBIECHH,
AHTUTEJIO WM €r0 aHTUI'eHCBsI3bIBarOINi (parmeHT conepskut qomeHsl CDR1, CDR2 u CDR3
TSDKEJIONW LIeNy, MMEIOINHe IMOCIeNoBaTeNbHOCTH, ykazanHele B SEQ ID NO: 21, 22 u 23,
coorBerctBeHHO, W goMeHbl CDRI1, CDR2 wu CDR3 jerkoil 1enu, HMEHOIINE
nocyienoBaTenbHOCTH, yKkazanHole B SEQ ID NO: 24, 25 u 26, coorBercTBeHHO. B npyrom
BapUAHTE OCYINECTBJICHUS, AHTUTEJO WM €ro aHTUIE€HCBS3BIBAIOIIUI (PPAarMEHT COAEPIKUT
obnacts VH u3 anTurena 7086, uMer0Iyo MociaenoBaTeabHOCTh, ykazaHHyo B SEQ ID NO:27,
u obmacte VL u3 anturena 7086, UMEKOIIYIO MOCIENOBATENbHOCTh, Yka3aHHy0o B SEQ ID
NO:28.

Hpyroe wunoctpaTuBHOe aHTUTeNno npotuB CS5 mpexacrabnsier coboii antureno 3110,
takxke onucaHHoe B Ilarentax CIIA No. 8241628 u 8883158, B opmHOM BapuaHTe
ocyuiectByieHusi, antuteno comepxkutr CDR wumu BapuabGenbHble 00MACTU TSOKEJIOW W JIETKOH
nenu w3 anHturena 8110, B  gpyrom BapuaHTe OCYINECTBJICHMs, AHTUTENO WU €ro
aHTUTreHCBs3bIBatOIUi (pparmeHT comepskut aomeHsl CDR1, CDR2 u CDR3 Tskenoit memnw,
uMeroIue nocienosarenbHocTH, ykazanaeie B SEQ ID NO: 29, 30 u 31, COOTBETCTBEHHO, U
nomensl CDR1, CDR2 u CDR3 nerko#i nenu, UMerOLIHE MOCIEAOBATEIPHOCTH, YKa3aHHBIC B
SEQ ID NO: 32, 33 u 34, coOTBeTCTBEHHO. B npyrom BapuaHTe OCYIUECTBJIEHUS, aHTUTEJIO
comepxur obnactb VH u3 antutena 8110, nMerOIyr0 MoCaenoBaTeIbHOCTh, YKa3aHHy0 B SEQ
ID NO: 35, u obnacte VL u3 antutena 8110, UMEOIIy0 MOCIENOBATENBHOCTb, YKa3aHHYIO B
SEQ ID NO: 36.

Hpyroe uuntoctpatuBHOe aHTuTeso npotus C5 npencrasiusier codoit antuteno 305LOS,
ormucanHoe B US2016/0176954A1. B omHOM BapuaHTE OCYLIECTBJICHHUS, AHTUTEJIO COAEPIKHUT
CDR wunu BapuabenbHble 007acTH TsDKENOW M Jerkoil nenu u3 anturena 305LOS. B ppyrom
BAPUAHTE OCYIIECTBJICHUS, AHTHTEJO WM €ro aHTHICHCBS3BIBAIOIINHA (PPArMEHT COAEPIKHUT
nomeHsl CDR1, CDR2 u CDR3 Tsixenolt uenu, uMErOIne MocieI0BaTeIbHOCTH, YKa3aHHbBIE B
SEQ ID NO: 37, 38 u 39, coorBerctBeHHO, u noMeHsl CDR1, CDR2 u CDR3 nerkoit nemnwu,
UMeroIne nocienoBarenbHocTH, ykasanHbie B SEQ ID NO: 40, 41 u 42, coorBercTBeHHO. B

OPYrOM BapUaHTE OCYIIECTBJICHUs, aHTHTEJIO comep:kuT obmacte VH u3 antmrena 305LOS,



UMEOINYIO MOCIeN0OBaTeIbHOCTh, YKa3aHHy0 B SEQ ID NO: 43, u obnacte VL u3 aHTuTENa
305L0OS5, uMerLIyo NocIenoBaTeIbHOCTh, yYKka3aHHyo B SEQ ID NO: 44,

Jpyroe wirocTpaTuBHOE aHTHTENO TpoTuB C5 mpexacrasnsier codoit antuteno SKYS9,
ormucanHoe B Fukuzawa T., er al, Rep. 2017 Apr 24;7(1):1080). B omHOomM Bapuanre
ocymectByieHus, antuteno coxepxutr CDR wmm BapuabenpHbie 00MacTH TSOKEIOW W JIETKOH
nenu u3 aHturena SKYS59. B gpyrom BapuaHTe OCYINECTBIEHMs, AHTUTENO WU €ro
AHTUTeHCBSA3BIBAIOIINN (PParMeHT CONEPKUT TsDKeNyro nernb, copepskamyo SEQ ID NO: 45, u
JerKy1o 1ernsb, copepxamyo SEQ ID NO: 46.

Hpyroe wmumoctpatuBHOe aHTUTeNo mpotuB C5 mpencrasisier coOOH  aHTUTENO
REGN3918 (takxe usecrnoe kak H4H12166PP), ommucannoe B US20170355757. B omgHOoM
BAapUaHTE OCYIIECTBIEHHs, AHTUTENO COAEPKUT BapHadeNbHYI0 O0NacTb TSDKEJIOH IenH,
conepxauyro SEQ ID NO:47, u BapuabenpHyro o0nactsb jerkoi nemnu, cogepxkamyo SEQ ID
NO:48. B npyromMm BapuaHTe OCYIIECTBJICHUs], AHTUTEJIO COAEPKUT TSKEIYIO LeTb, COAEPIKALIYIO
SEQ ID NO:49, u nerkyrwo uens, cogepxainyo SEQ ID NO:50.

B npyrom BapuaHTe OCYINECTBIEHHUS, AHTHTENO KOHKYPHPYET 3a CBSI3bIBAHHE W/WIH
CBSI3BIBAETCS C TEM K€ CaMbIM 3MUTONOM Ha C5, UTO U BBILIEYNOMSHYTbIE aHTUTENA (HAIpUMeD,
sKynu3yMad, paBynusymad, anturesno 7086, antuteno 8110, amtureno 305LOS, antureno
SKY59 unu antureno REGN3918). B npyrom BapuaHTe OCYILECTBJIEHUS, aHTUTEJIO UMEET IO
MeHblLIeH Mepe NnpuOnu3uTenbHo 90% HAEHTHMYHOCTh AMUHOKHCIIOTHOH MOCIIENOBATEIbHOCTH
BapuabesbHON 00J1aCTH C BBILICYMOMSHYTBIMH aHTUTENaMH (Hampumep, MO MeHbIneil mepe
npubm3uTenbHo 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wum 99% UIEHTUIHOCTH
BapuabeJIbHON 001acTH).

B oanom BapuwanTe ocyluecTBieHHs, nAo03a aHTuTtena nporuBs CS5 wnu  ero
AHTHIeHCBS3BIBAIOIIEr0 ()parMeHTa OCHOBaHA Ha Macce nauueHTa. Hampumep, B OgHOM
BapuaHte ocymectBieHus, 2400 mr wm 3000 wmr adturena npotuB C5 wuam  ero
AQHTUTEHCBS3BIBAIOIEr0 (PparMeHTa BBOAST MalueHty maccoit > 40 - < 60 kr. B apyrom
BapuaHte ocymectBieHus, 2700 mr wm 3300 wmr adturena npotuB C5 wuam  ero
AHTUTeHCBS3BIBAIOIIErO ()parMeHTa BBOIAT MaLUeHTy maccor > 60 - < 100 kr. B ppyrom
BapuaHnte ocymectBierus, 3000 mr wm 3600 wmr anturena npotuB C5 wumm  ero
AHTUTeHCBS3BIBAIOIIEr0 (pparMeHTa BBOAAT MauueHTy Mmaccod > 100 kxr. B KOHKpeTHbIX
BAPUAHTAX OCYINECTBJICHUS, PEXHMbl JO3UPOBAHUS KOPPEKTHPYIOT Ui  OOeCredeHus
ONTHMAJIbHOTO KeJIaTeJIbHOro oTBeTa (Hanpumep, 3¢h(HEeKTHBHOTO OTBETA).

B nmpyrom BapuaHTe ocyulecTBieHus, aHtureno nporus C5 umm  ero
AHTUTCHCBS3BIBAIOIINN (PparMeHT BBOISIT HA MPOTSHKEHUH OHOTO WJIM OOJiee IIHKJIOB BBEACHHUS.
B onHOM BapuaHTe OCYLIECTBIICHHS, LIMKJ BBEICHUS COCTaBJisieT 26 Henenb. B onHOM BapuaHTe
OCYILECTBJICHUsI, aHTUTEJIO NMPOTUB C5 MM €ro aHTUTCHCBSA3bIBAOIINN (PparMEeHT BBOIST OIUH
pa3 Ha cyTku | IMKJIa BBeIEHHUs, OAWH pa3 Ha CYTKU 15 LMKJIAa BBEAEHUs] U KaxKaAble BOCEMb
HeZenb mocie 3Toro. B ogHOM BapuaHTe OCylIecTBieHHs, aHTUTENO npotuB CS5 wnmm ero

aHTI/IFeHCBﬂSI:;IBaI-OH_[I/Iﬁ (I)paFMeHT BBOJAT KaKJbIC BOCEMb HCICIIb IIOCJIC HHWKJIAa BBCACHUSA B



TE€YEeHHE TEePHOAa PACUIUPEHHs BILIOTh 0 ABYX JieT (Hampumep, B 1o3e 3000 mr, 3300 Mr wian
3600 mr).

B  ngpyrom BapuaHTe ocyuiecTBieHHs, aHTuUTeno npotuB CS5  wuam ero
AHTUTEHCBS3BIBAIOIIUN (PparMeHT BBOISAT HA MPOTSHKEHUU OIHOTO WIIH OOJiee LIUKJIOB BBEICHUSI.
B ogHOM BapuaHTe OCyLIECTBIICHMS], LIMKJI BBEICHUS COCTaBJsAET 26 Henenap. B apyrom Bapuanre
OCYILECTBJICHUs], JICUEHUE BKJIOYAaeT 1o MeHbuend mepe 1, 2, 3,4, 5, 6, 7, 8, 9, 10 umu 11
nuKJIOB. B npyromM BapuaHTe OCYINECTBJICHHs, JIEYEHHE TMPONODKAIOT B  TEUEHUE
MPOJOJKUTESIbHOCTH JKM3HHU MALMEeHTa-4eJIOBEKA.

B apyrom BapuaHTe OCYINECTBIIEHHs], HACTOsiIee H300pPETeHHE OTHOCHTCS K CIOCOOY
neueHus nanuenrta-yenosexka ¢ PNH unu aHUS, Bkimrouaromemy BBeZeHHE NMALIUEHTY BO BpeMs
nukia  BBemeHUs: 3(pQeKTMBHOro  KoiudectBa aHthrena nporuB  C5  wim  ero
aHTUTEHCBs3bIBatOIEro hparmenta, conepskamiero nocienosarenbHoctu CDR1, CDR2 u CDR3
Tspkenolt teny, ykaszanuele B SEQ ID NO:19, 18 u 3, COOTBETCTBEHHO, U MOCJIEOBATEIbHOCTH
CDRI1, CDR2 u CDR3 nerkoii uenu, ykazanssie B SEQ ID NO:4, 5 u 6, COOTBETCTBEHHO, T/ie
aHTuTeNno MPoTuB CS MM €ro aHTUT€HCBS3bIBAIOIIUN (parMeHT BBOISIT:

(a) omuH pa3 Ha cyTkH | 1pikia BBeAeHus B go3e: 2400 mr as marmeHTa Maccou > 40 - <
60 xr, 2700 mr nnsa nauueHTa maccoit > 60 - < 100 kr wim 3000 mr ansa nauuenta maccoi > 100
KT, U

(b) Ha cyTku 15 MK BBEIEHUS U KaXIble BOCEMb HeNesb mocyie 3Toro B 1o3e 3000 mr
JUTS mamuenTa Maccoi > 40 - < 60 kr, 3300 mr miist mamueHTa Maccou > 60 - < 100 kr uiau 3600
MT 111 TauenTa maccom > 100 kr.

B apyrom BapuaHTe OCYINECTBIEHHs, HACTOsilee M300peTeHHe OTHOCHTCS K CIOCOOy
neuenus nanuenrta-yenoseka ¢ PNH wmn aHUS, Bkimrouaromemy BBeZeHHE MALUEHTy BO BpeMs
nuKia  BBemeHUss  3(PQGEeKTHMBHOrO  KoiumvecTBa aHturejga mnpotuB C5  wiom ero
aHTUTEHCBs3bIBAIOIIEr0 (hparMenTa, conepskamero nocinenosarenbHoctd CDR1, CDR2 u CDR3
Tspkenon neny, ykasanHeie B SEQ ID NO:19, 18 u 3, COOTBETCTBEHHO, MOC/IEIOBATEIbHOCTH
CDRI1, CDR2 u CDR3 nerkoii uenu, ykazaaasie B SEQ ID NO:4, 5 u 6, COOTBETCTBEHHO, U
BAapHAHT KOHCTAHTHOW obOsact Fc uenoBeka, KOTOPBIN CBSI3bIBAET HEOHATAIbHBINA peuentop Fc
yenoseka (FcRn), roe Bapumant CH3 koHcTanTHOH obnact Fc yenoBeka conepxut 3amMmeHbsl Met-
429-Leu u Asn-435-Ser B ocraTkax, COOTBETCTBYIOIIUX METHOHMHY 428 u acmaparusy 434
HATUBHOW KOHCTaHTHOH obOnactu Fc IgG yenoseka, kaxnblii cornacHo Hymepaumu EU, rhe
aHTuTeNo npotuB C5 MM €ro aHTUT€HCBSI3BIBAIOINHN ()PArMEHT BBOJIST:

(a) onuH pa3 Ha cyTku | 1ukia BBeneHus B no3e: 2400 mr ajist mamueHTa Maccoit > 40 - <
60 kr, 2700 Mr mis nmaqueraTa maccor > 60 - < 100 kr mym 3000 mr mist manmeHTa Maccoii > 100
KT; U

(b) Ha cyTku 15 nuKIa BBEAEHHS U KasKAble BOCEMb HEEJNb Mocie 3Toro B no3e 3000 mr
IUTsT mamueHTa Maccoit > 40 - < 60 kr, 3300 mr mist manpenTa Maccor > 60 - < 100 kr uiau 3600
MT 111 mauydenTa maccom > 100 kr.

B  ngpyrom BapuaHTte ocyuecTBieHHs, aHTuTeno npotuB CS5  wumm ero

AHTUTeHCBS3BIBAIOIINH (PPArMEHT BBOIAT MALUEHTy Maccor > 40 - < 60 kr:



(a) onuH pa3 Ha cyTkH | 1ukia BBeaeHus B 1o3e 2400 mr; u

(b) Ha cyTkH 15 1MIKIa BBEIEHUS U KaXIble BOCEMb HEZIEJb Mociie 3Toro B po3e 3000 wmr.

B npyrom BapuaHTe ocyliecTBieHus, aHtureno nporus C5 umm  ero
AHTUTeHCBS3BIBAIOIINN (PPArMEHT BBOIAT MALMEHTy Maccoi > 60 - < 100 kr:

(a) onuH pa3 Ha cyTkH | 1ukia BBeneHus B 1o3e 2700 mr; u

(b) Ha cyTkU 15 1HIKIIa BBENEHUS U KaXIble BOCEMb HEZEJb Mocie 3Toro B 1o3e 3300 wmr.

B npyrom BapuaHTe oOcyliecTBieHHus, aHtureno nporus C5 umm ero
AHTUTeHCBSA3BIBAIOIINN (PparMeHT BBOAAT MaLUEHTy Maccoit > 100 kr:

(a) onuH pa3 Ha cyTku | nukia BBeaenus B 1o3e 3000 mr; u

(b) Ha cyTku 15 1HKIIa BBEIEHUS U KaXIble BOCEMb HEZEJb Mocie 3TOro B 1o3e 3600 mr.

B HexoTOpBIX BapuaHTax OCYLIECTBJICHHUS, NMALUEHTa PaHEE HE MOABEPTaIy JICYEHHUIO C
UCTIONBb30BAHUEM HHTUOMTOpAa KOMIUIEMEHTa (HAmpuMep, IMaLUeHT NpPeACTaBisieT CcoOoi
NalMeHTa, HAUBHOTO IO OTHOLIEHHWIO K JIEUEHHIO C HCIOJb30BAHHMEM HHIUOHMTOpA
KOMIUJIEMEHTA).

B npyrux BapuaHTax OCYILECTBJECHMs, MALMEHTa paHee IOABEpPraju JIEYEHHUIO C
UCIIOJIb30BAHUEM OJHOTO aHTUTeNa npoTuB CS5 MM ero aHTHIeHCBSA3BIBAKOIIETO (parMeHTa,
NepeBoAT Ha Jpyroe aHtuteno nporus C5 Ha mpoTsbkeHuu kypca jedeHus. Hampumep, B
KOHKPETHBIX BapHaHTaX OCYLIECTBJEHUs, pa3luuHble aHTUTena mnpotuB C5 BBOAAT Ha
IPOTSKEHUM Kypca JeueHus. B 0MHOM BapuaHTe OCYLIECTBJICHHUS, Pa3IMYHbIE AHTUTENIA IPOTUB
CS BBOAAT BO BpeMsl pa3M4YHBIX MEPUOAOB JiedeHUs U paciuupeHus. Hampumep, B ogHOM
BapHUAHTE OCYLIECTBJICHHUS, MTALIMEHTA MOBEPTAIOT JICUSHHUIO C CIIOJb30BAHUEM KYJIH3yMada BO
BpeMsi Tepuoja JieueHus (Hampumep, B Te€4eHHe 20 HeneNb), ¢ MOCIEAYIOIIUM JIEYEHUEM C
UCTIONb30BaHUEM Japyroro antutena nporuB C5 (Hampumep, paBynuszymada, anturtena 7086,
anturena 8110, anturena 305L0OS, anturena SKYS9 nmm anturena REGN3918), nHanpumep, Bo
BpeMsi Tlepuoja pacliupeHus. B JpyroM BapuaHTe OCYLIECTBIEHHs, SKyJIH3yMad BBOIST
nanueHTy B no3e 600 mr Ha cyTku 1, 8, 15 u 22 nukia BBeneHust BO Bpemsi (a3l MHHAYKLUH, C
nocienyowmeil nonaepxuparomeii no3oi 900 mr skynusymada Ha CyTKH 19 nukia BBeneHUS U
KaXble JIB€ HEIENIN IOCcie 3TOro (Hampumep, B T€YEHHE BCEro 20 Henelnb), ¢ MOCIenyHOINUM
JIeYEHHEM C HMCIIOJIb30BAHUEM paByJIM3yMada B T€UEHHUE NMEPHONa PACIIUPEHUS BIUIOTh A0 JIBYX
ner. B npyroMm BapuaHTe OCyLIECTBJICHUs, NAL[UEHTA MOJIBEPraloT JIEYEHUIO C UCIIOJIb30BAHUEM
paByiam3ymaba (Hampumep, B TedeHHe 20 Henenb), C TOCHEAYIOUINM JIeYeHHEM C
UCTIONB30BaHUEM Jpyroro anrutena npotuB CS5 (Hanmpumep, skyiau3ymada, aHturena 7086,
anrurena 8110, anturena 305L0OS, anturena SKYS9 nmm anturena REGN3918), manpumep, Bo
BpeMs [IeproJia PaCLIUPEHUS.

HUnmocTpaTuBHbBIE anbTepHaTHBHbIE aHTHTena mnporuB C5 BrmoyarOT, HO 0e3
orpannuenus, (i) ALXNI1210, (ii)) aHTUTeNO WM €ro AHTUICHCBS3BIBAIOLIMN (hparMeHT,
conepxarrue nomeHsl CDR1, CDR2 u CDR3 Tsixenoit uenu, copepxkamiue SEQ ID NO: 21, 22
u 23, coorBercTtBeHHO, U AoMeHbl CDR1, CDR2 u CDR3 nerkoit uenu, conepxamme SEQ ID
NO: 24, 25 u 26, coOTBETCTBEHHO, (iil) AHTHTENO WJIM €r0 aHTHICHCBS3BIBAIOIINHA (PAarMEHT,

comepskamie BapuadenbHYr0 00NMacTh Tsokenou wnemu, coxepkamyo SEQ ID NO:27, u



BapuadenpHy0 00snacTh Jierkoil memu, coxepskamyo SEQ ID NO:28, (iv) aHTUTENO WK ero
aHTUTEHCBs3bIBatOIUN (hparmenT, conepskamue nomMeHsl CDR1, CDR2 u CDR3 Tspxenoit memny,
conepxamue SEQ ID NO: 29, 30 u 31, coorBercTBeHHO, u nomeHbl CDR1, CDR2 u CDR3
nerkoii uemnu, cogepsxkamue SEQ ID NO: 32, 33 u 34, cOOTBETCTBEHHO, (V) aHTUTENIO WJIH €ro
AHTUTeHCBSA3BIBAIOIINK (parMeHT, coaeprKaliie BapHaOeNbHYI0 O00acTh TSDKENOW IIelH,
conepsxkamyto SEQ ID NO: 35, u BapuabenbHyro 00sacTh Jierkoi nemnu, coxepxamy SEQ ID
NO: 36, (V1) aHTUTENO WK €ro aHTUIeHCBSI3BIBAIOLINH (pparMeHT, conepskamue nomeHsl CDR1,
CDR2 u CDR3 Tsaxenoit uenu, copepxkamue SEQ ID NO: 37, 38 u 39, COOTBETCTBEHHO, U
nomenol CDRI1, CDR2 u CDR3 nerkoii nenu, copepxamue SEQ ID NO: 40, 41 u 42,
COOTBETCTBEHHO, (Vil) AHTHTENO WJIM €ro AHTHUIeHCBS3BbIBAOLIUI (parMeHT, conepskalnne
BapuadenpHy0 oOnacTh Tsokenou nermu, coxepxkamyro SEQ ID NO: 43, u BapuabenbHyIO
obnmacte Jserkoit uemnu, coxmepxamyro SEQ ID NO: 44, (viil) aHTUTENO WIH €ro
AHTUTEHCBS3BIBAOIIUN (PparMeHT, copeprkaline Tsokenyio nenb, coaeprxkamyo SEQ ID NO: 45,
u Jierkyro 1enb, cogepxamyo SEQ ID NO: 46, (iX) aHTUTENIO WIN €r0 aHTHUIeHCBS3bIBAIOIINI
(dparmeHT, comep:kaiiie BapuadebHy0 00IacTh TsoKeno uenu, conepskamyo SEQ ID NO: 47,
u BapuabesbHy0 00nacThb Jerkoii nenu, cogepxamyo SEQ ID NO: 48, u (X) aHTHTEJIO WK ero
AHTUTEHCBSI3BIBAIOIINI (PparMeHT, copepskalnue TsKeIyro 1emnb, cogepskamyo SEQ ID NO: 49,
U JIETKYIO 11emb, copepakainyo SEQ ID NO: 50.

B HexkoTOpBIX BapuaHTaxX OCYLIECTBJEHMS, NALUEHTa paHee IOJBEPraju JIEUEHHUIO B
T€UEHHUE MO MeHblIel Mepe 1 mecsua, Mo MeHbIIEW Mepe 2 MecsAleB, 0 MeHblleld mepe 3
MeCsALEeB, N0 MEHbLIEH Mepe 4 MecsleB, N0 MEHbLIeH Mepe 5 MecsleB, MO0 MeHblIel Mepe 6
MeCALIEeB, N0 MEHbLIEH Mepe 7 MecsleB, N0 MEeHbLIeH Mepe 8 MecsleB, MO0 MeHblIel mepe 9
MecsLeB, 0 MeHblel Mepe 10 mecsnes, no meHblieil Mepe 11 mecsues, no meHbluei mepe 12
MeCSILEB, IO MeHbLIEH Mepe 18 Mecs1eB uau no MeHblel Mepe 24 MecsiLieB ¢ UCTIOIb30BaHUEM
anTutena npotuB CS5 WM €ro aHTUTEeHCBS3bIBAKOIIEro (parmMenra, (Hampumep, SKyu3ymada)
nepesa MepeBoOM Ha Jpyroe aHTureno npotuB CS5 WM ero aHTHIeHCBSI3bIBAIOIIUI (hparMeHT
(marmpumep, pasyiam3yMad). B KOHKpETHOM BapuaHTE OCYIIECTBJICHHUS, TALUEHTa paHee
MOJIBEPTaJIH JIEYEHUIO B TEUCHHE TI0 MEHbLIEH Mepe 6 MECSILIEB C UCIIOJIb30BAHHEM 3KYJINU3yMaoa.

B npyrom BapmaHTe oCylecTBIEHHs, rae nmauueHta (Hampumep, nauueHta ¢ PNH wm
aHUS) nozasepraroT Jie4eHHIO C HCTOJNB30BAaHHEM IMepBOro aHturena mnporuB CS5 u 3arem
NEPEBOIAT Ha JICUEHHE C MCIOJIb30BAHHEM BTOPOrO OTIMYHOro antutena npotus C5, ocoOeHHO
KOTZa BTOpOE OTIMYHOEe aHTHTeno nmpotuB CS5 cBss3biBaeTcs ¢ snutonoM Ha CS, OTIMYHBIM OT
SMUTONA Ui TepBOro aHrutena npotuB CS5, pacnucaHue BBENCHUS NPUHIMAET BO BHHMAaHUE
BpeMsl TONyBbIBeAeHHs1 mepBoro antutena nporus CS5. Hampumep, uToObl yOemurtbes, 4To
nepBoe aHTureno nporus C5 BeIBENEHO (HampuMep, «BBIMBITOY») W3 OpPraHWU3Ma MALUEHTa 10
BBEJICHUsI BTOpOro (oTiamuyHoro) anturena nporus C5 (Hampumep, uToOBI M30€kKaTh MpPOOIeM,
ACCOLMMPOBAHHBIX C arperanuel, (HOpMHUPOBAaHHMEM HMMYHHOTO KOMIUIEKCA H T.1.), BpeMs
NIOJTy BbIBEIEHHs] TIEPBOro aHTutena npotuB CS5 mpUHUMAKOT BO BHUMaHHE. B onHOM BapmuaHTe
OCYIIECTBJIEHUsI, BTOpoe (OTim4HOe) aHTHTeno mnpotuB CS5 HE BBOMAT, MOKA HE HCTEYET

MPOAOJIKUTENIBHOCTh BPEMEHH, COOTBETCTBYOLIEro 2, 2.5, 3,3,5, 4,45, 5, 5,5, 6, 6,5, 7 unu 7,5-



KpaTHOMY BpeMEHHU IONyBbIBeleHUsl MnepBoro astutena npotuB (5, mocne mnocnenHero
BBEJIEHUs NepBOro anTurena nporus CS.

B nppyrom BapuaHTe OCyIIECTBJEHHUs, MallUEHTAa paHee IMOJBEpraju JIEUEHUI0 C
UCTIONIb30BAHUEM 3KyJH3yMada M 3aTeM MNEePEeBOIAT Ha JICUEHHE C HCIIOJIb30BAHHEM BTOPOTO
(orimmuHOTrO) anTHTeNa npotus CS (Hampumep, paBynmuzymada, anturena 7086, anturena 8110,
antutrena 305LOS, awturena SKYS9 wmu anturena REGN3918). B omHom BapuaHTe
OCYIECTBJICHUS], TA€ 3KyJU3ymMad MpencTaBisieT cOOOH MepBoe BBOAMMOE AHTHUTENO, BTOPOE
(oTnmnuHOe) anTHTENO poTUB C5 HE BBOAAT, HAPUMEP, ITOKA HE MPOIAET Mo MeHblueil mepe 36,
45, 54, 63, 72, 81, 90, 99, 108, 117 wmu 126 cyTOK mociie MOCIeIHero BBeASHUs Ky In3yMada.

B nppyrom BapuaHTe OCYyIIECTBJEHHs, IalLUEHTAa paHee MOJBEpPraju JIEUEHUIO C
UCTIONIb30BAHUEM PaBYJIM3yMala U 3aTeM MEPEBOIAT Ha JICUEHHE C HCIIOJIb30BAaHUEM OTJIMYHOTO
anturena nporuB CS5 (Hampumep, skynuzymaba, antutena 7086, anturena 8110, anrurena
305L0S, anturena SKYS9 unn anturensa REGN3918). B onHoMm BapuaHTe OCyIIeCTBIEHUS, TIe
paBysnu3ymMal mpenctaisieT coOOi mepBoe BBOAMMOE aHTHTENO, BTOPOE (OTJIMYHOE) aHTHTEJNO
npotuB C5 He BBOIAT, HAIIpUMep, MOKa He npoiaeT no MeHsinel mepe 100, 125, 150, 175, 200,
225, 250, 275, 300, 325, 375 uau 400 cyTOK MOCIIe MOCIETHETO BBEASHHsSI paBy in3ymMada.

JIOMIOIHUTENBHO WM AJIBTEPHATHBHO, HCIONB3YIOT CIOCOOBI JJIST BBIBEICHMS WIH
yCUJIEHUsI BbIBEIEHUs IepBoro aHrurena mnpotuB C5 mepen NepeBOAOM Ha JieUEHHE C
UCIIOJIB30BaHUEM BTOpOro (omim4Horo) anrurena npotuB C5. HMumocTpaTuBHBIE CIIOCOOBI
BKJIFOYAIOT, HO Oe3 orpaHuyeHws, rmasMadepes win tpaHcdysun kpou. B mpyrom Bapuante
OCYIIECTBJIEHHUS], AaHTUTEJIO IPOTHUB MepBoro anrurena npotus C5 (Hampumep, aHTUTENO MPOTHUB
sKynu3ymMada, aHTHTENIO MPOTUB paByJM3ymMada, aHTUTENO MpOTHB aHTuUTena 7086, aHTUTENO
npotuB antutena 8110, antureno nporus anturena 305LOS, aHTUTENO NMPOTUB aHTHUTENA
SKY59 unu antureno nporus anturesa REGN3918) BBoxsaT ans BbIBEACHUS WU YCUJICHUS
BbIBEJIEHHUs MepBOro aHturena nporuB CS5 mepen BBeIEHHEM BTOPOro (OTIHMYHOTO) aHTUTENA
npotus CS5.

B nmpyrom BapuaHTe ocyuiecTBieHus, aHtureno nporuB C5 umm ero
aHTUreHCBsi3bIBatOIIMid  parment (Hampumep, ALXNI210) BBOOAT NAalMEHTy, A€ LIHUKI
BBEJICHUS HAYMHAETCSI Yepe3 IO MEHbIIeH Mepe NMPHOIM3HTENBHO JBE HENENH, MO MEHbIIeH
Mepe TPUOTU3UTENPHO TPU HEIENH, 10 MEHbIIeH Mepe MPHOIM3UTENbHO YEeThIpe HENeNH, IO
MEHbIIEH Mepe MPHOIM3HTENBHO LIECTh HeNelb, MO MEHbIIEH Mepe MPHOIU3UTENBHO CEeMb
HeNesb WK 10 MEHbLICH Mepe MPUOIM3UTEIbHO BOCEMb HEAENb MOCHe MOCHeHEH BBEIEHHON
NAaMeHTy A03bl 3Kyiu3ymada. B npyrom BapuaHTe ocyinecTmieHus, aHtureno nporus C5 wmm
€ro aHTUreHcBsi3piBaroLIMid (pparmeHT (Hampumep, ALXN1210) BBOAST mammeHTy, rie LHKI
BBEJIEHUS HAYMHAETCs [0 MEHbIIeH Mepe uepe3 JBe HeAeNd Iociie MMOoCclIeAHel BBeAeHHOM
MAIUEHTy J03bI 3KyJn3ymada.

B HexkoTOpbIX BapuaHTaX OCYLIECTBJIEHHUS, MALUEHTOB, IIO/IBEPraeMbIX JIEUEHUIO B
COOTBETCTBUH CO CHOCOOaMH, ONMMCAHHBIMH B HACTOSIIEM OIMCAHHWH, BAKLMHUPYIOT MPOTHUB
MEHHHIOKOKKOBBIX MH(EKIMIA B mpenenax 3 JeT 10 WM BO BpeMsl Haudaia jiedeHus. B ogHOM

BAPHUAHTEC OCYUICCTBJIICHHS, MALUCHTOB, MOABCPTa€MbIX JICUCHUIO MCHEC, UEM 4YCPE3 2 HEOCIN
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MOCJI€ BBEICHHUS NPOTUBOMEHMHIOKOKKOBOM BaKLUHBL, IOABEPrarOT JICUEHHIO TaKkKe
NOIXOMALIMMHA TPOPHIAKTUYECKUMH AaHTUOMOTHKAMHM [0 2 He[enb MOoCie BakuWHAIWH. B
APYrOM BapHaHTE OCYLIECTBJEHUS, MALMEHTOB, MOABEPra€MbIX JICUCHHIO B COOTBETCTBUU CO
crioco0amu, ONMCAHHBIMHM B HACTOSIIEM OMNHCAHUH, BAKLHUHHPYIOT MPOTHB MEHHHIMOKOKKOBBIX
ceporunos A, C, Y, W135 u/unmu B.

B gpyrom acmnekre, ONHMCAHHBIE PEXUMBI JICUEHUs SIBISIFOTCA JOCTATOYHBIMHU IS
NOJAEP KaHUs ONpeNleJIeHHON MUHMMAJIbHOW KOHLIEHTPALMU B CHIBOPOTKE aHTUTeNa npotusB C5
WIN €r0 aHTUreHCBsi3bIBarolero (gparmenta. Hampumep, B OAHOM BapHaHTE OCYLIECTBIICHHS,
JieueHue MOAePKUBAeT MUHUMAJIbHY KOHLIEHTPALMIO B CbIBOPOTKE aHTUTena npotus C5 unu
€ro aHTHreHCBs3bIBatoero ¢pparmenta 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 105, 110, 115,
120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175, 180, 185, 190, 200, 205, 210, 215,
220, 225, 230, 240, 245, 250, 255, 260, 265, 270, 280, 290, 300, 305, 310, 315, 320, 325, 330,
335, 340, 345, 350, 355, 360, 365, 370, 375, 380, 385, 390, 395 unu 400 Mxr/mi, unu Oonee. B
OIHOM BapUaHTE OCYLUECTBJIECHUs, JICUCHHE IMOAAECPKUBACT MUHUMAJIbHYIO KOHLEHTPALMUIO B
CBIBOpPOTKE aHTHTeNna npotuB C5 mim ero aHTUreHcssi3piBaroInero gparmenta 100 Mxr/min win
OGonee. B npyrom BapuaHTe OCYINECTBJICHHUS, JIeUEHHE MOAJNEPKUBAET MHUHUMAJbHYIO
KOHLIEHTPALIMIO B CHIBOPOTKE aHTUTENa NPoTHB CS5 MM €ro aHTHI€HCBSI3bIBAIOINEro (parMeHTa
150 mxr/mMa umm OGonee. B npyrom BapuaHTe OCYILIECTBJICHHS, JIEYEHHE MOINEPIKUBAET
MUHMMAJIbHYI0 ~ KOHLIEHTPALMIO B  CbIBOPOTKe aHTurena nporus C5 umm  ero
aHTUreHcBs3bIBatomero (¢parmenra 200 wkr/mMn  wim  Oonee. B apyrom  Bapuante
OCYLLIECTBJICHUS, JICUCHUE MOAAEPKMBAET MUHUMAJIbHYIO KOHLICHTPALIUIO B CHIBOPOTKE AHTUTENA
nporuB C5 wiM ero aHTUreHCBs3bIBaroIiero ¢gparmenrta 250 mkr/mu uinu Oonee. B npyrom
BApUAHTE OCYILECTBJICHUs, JIUCHUE MOANEPKMBAET MUHUMAJIbHYH0 KOHLIEHTPALIUIO B CBIBOPOTKE
antutena npotuB CS5 uiu ero aHtureHcBsidbiBaromero gparmenta 300 mkr/mu unu Oonee. B
OPYyroM BapUaHTE OCYILECTBJICHMs, JICUEHUE MOAAEPKUBAET MHUHUMAJbHYK KOHLIEHTPALUIO B
CBIBOPOTKe aHTHTeNna mnpotuB C5 WM ero aHTUreHCBsi3bBaroIero (parmenta mexay 100
Mkr/mn u 200 Mkr/mu. B nmpyrom BapuaHTe OCYLIECTBICHHs, JIEYCHHE MOAIEPKHBAET
MUHUMAaJbHYK0  KOHLIEHTpPAalMIO B  CbIBOpOTKe aHTturena nportuB C5  umm ero
AHTHTeHCBS3BIBAIOIIETO (hparMeHTa mpudIu3uTeNIbHO 175 MKIT/mit.

B npyrom BapuaHTe OCYIIECTBIICHUS, sl MONyUdeHHs 3()(HEKTUBHOTO OTBETA, AHTUTEINO
npotuB C5 BBOASAT NMAaLMEHTy B KOJMUYECTBE U C YaCTOTOW JJIs MOAJEP KaHUs MO MeHbllel Mepe
50 mxr, 55 Mkr, 60 Mkr, 65 Mkr, 70 Mkr, 75 Mkr, 80 MkT, 85 Mkr, 90 Mkr, 95 Mmkr, 100 mkr, 105
MKr, 110 mxr, 115 mkr, 120 mkr, 125 mkr, 130 mkr, 135 mxir, 140 mxr, 145 mxr, 150 mkr, 155
Mk, 160 Mkr, 165 mkr, 170 mkr, 175 mkr, 180 mkr, 185 mkr, 190 mkr, 195 mkr, 200 mkr, 205
MKT, 210 mkr, 215 mkr, 220 mkr, 225 Mmkr, 230 Mkr, 235 Mkr, 240 Mxkr, 245 mxkr, 250 mkr, 255
MKr win 260 MKr aHTUTENa Ha MWUIWIMTP KpOBU TnauueHta. B japyrom BapuaHte
OCYyILIeCTBJIEHUs, aHTUTeNO NMpoTuB C5 BBOAAT MALMEHTy B KOJUYECTBE U C YacCTOTOM IJs
noaaepxkanus Mexay 50 Mkr u 250 MKr aHTUTeNna Ha MWUIMJIMTP KPOBH mauueHTta. B npyrom
BapHaHTE OCYIIECTBJIEHUs], aHTUTENO NpoTUB C5 BBOAST MallMEHTY B KOJIMYECTBE U C YACTOTOMN

s nopaep:xkanust Mexay 100 mxr u 200 MKr aHTMTENa HA MWUIMIUTP KPOBH nauueHTta. B
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APYyrOM BapUaHTE OCYLIECTBJIEHMs, aHTUTeNO NpoTuB C5 BBOAAT MAaLlMEHTY B KOJHUYECTBE U C
YacTOTOM Ui TOANepKaHWs NpPUONM3UTENbHO 175 MKr aHTUTENa Ha MHJUIWINTP KPOBH
ManueHTa.

B npyrom BapuaHTe OCyIIECTBICHHS, s MONy4YeHHUs 3()(HEKTUBHOTO OTBETA, AHTUTEINO
npotuB C5 BBOAAT MAaLMEeHTy B KOJWYECTBE U C YACTOTOM A MOAAEPKAHUS MUHUMAaJIbHOMN
KOHIeHTpauun cBobogHoro CS5. Hampumep, B OZHOM BapuaHTE OCYLIECTBIEHMS, AHTHTEIO
npotuB C5 BBOAAT MaLUEHTY B KOJUYECTBE U C YAaCTOTOW Ui MOANEPKAHUS KOHLEHTpPALUU
ceobomnoro C5 0,2 mxr/mi, 0,3 mkr/mi, 0,4 mMxr/mi, 0,5 MKr/mut uimu Hibke. B npyrom BapuanTe
OCYyILIeCTBJIEHUs, aHTUTeNO NMpoTuB C5 BBOAAT MALMEHTY B KOJUYECTBE U C 4YaCTOTOM IJs
nojzep>kaHusi KoHueHrpauuu csodbogHoro CS5 or 0,309 mo 0,5 mkxr/mn wnu Hmwke. B npyrom
BApUAHTE OCYLIECTBJICHUS, JIEYEHHE, ONHCAHHOE B HACTOALIEM OINUCAHUM, YMEHbIIAET
KOHIeHTpauu cBoboxgHoro C5 Gonee, uem Ha 99% Ha THPOTSDKEHUM Tepuonaa JjedeHus. B
APYyTOM BapUaHTE OCYLIECTBIEHMs, JIeUEHHE YMEHbIIAET KOHLIEHTpaluio ceodonHoro C5 Oonee,
yeM Ha 99,5% Ha NPOTSKEHUU NEPUOJA JICUEHHUSI.

Anturena nporuB C5 miM MX aHTUTEHCBS3BIBAIOINNE (PArMEHTHI, MOKHO BBOJWTH
nauueHTy JroObMU criocobaMu. B olHOM BapHaHTe OCYIIECTBIICHHUS, AHTUTENA COCTABIISIOT IS
BHYTPUBEHHOT'O BBEACHUSI.

D¢ dexTHBHOCTD CIOCOOOB JIEYEHUS, MPEACTABIEHHbIX B HACTOSIIEM OIHUCAHUH, MOXHO
OLIEHMBAaTh C HCIIOJNB30BAHUEM JIFOOBIX MOAXONAIIMX crocodoB. B omHOM BapmanTe
OCylleCcTBJIeHUs, g nauueHta ¢ PNH, nedeHue okas3plBaeT MO MEHbLIEH Mepe OUH
TepaneBTU4eCKui 3(dexkT BbIOpaHHBI W3 TPYMIBL, COCTOSIIEH W3 YMEHBIICHUS WM
NpeKpaIeHsi YTOMISIEMOCTH, O0Ju B 00JIACTH JKUBOTA, AMCIHOY, Aucharuu, OOIM B TPyau U
SpekTHiIbHON nucyHkumu. B npyrom BapuanTe ocyiuecTBieHusi, s nauueHta ¢ aHUS,
JIeYeHHe OKa3bIBAET MO0 MEHbIIEH Mepe OIUH TepaneBTUYeCKuid 3P PeKT, BHIOPAHHBIH U3 TPYTIIbI,
COCTOSIIIEH M3 YMEHbIIEHUS WIN MPEKPALIeHHUs TSOKEJIONW THIIePTeH3UH, TPOTEUHYPUH, YPEMUH,
JETApTruu/yTOMIISIEMOCTH, Pa3APaKUTEJIbHOCTH, TPOMOOLUTONEHUH, MHUKPOAHTHONIATHYECKON
IeMOJINTHYECKOW aHEeMHM W HapyleHus (QYHKIUH TO4YeK (Hampumep, OCTPOH MOYeYHOH
HETOCTAaTOYHOCTH).

B gpyrux BapuaHTax OCYINECTBIIEHHs], JIEYEHHE NPUBOAUT K HHCHOUPOBAHUIO
TEPMHUHAJIBHOTO KOMILJIEKCA KOMIUIEMEHTA.

B npyrux BapmaHTax OCyLIECTBJICHUS, JEUSHHE 00€CIIEUNBAET CIBUT IO HATIPABJICHUIO K
HOPMAJIbHBIM YPOBHSIM CBSI3aHHOT'O C TE€MOJIM30M I'eéMaTOJIOTHIECKOTO OHOMapkepa, BBIOPaHHOTO
U3 TPYNONbL, COCTOSIEH M3 CBOOOJHOrO TeMOrJIOOMHA, TanToOrjoOMHA, KOJIWYECTBA
perukynonuroB, kioHa PNH spurpommroB (RBC) u D-gumepa. B npyrom Bapuante
OCYILECTBJICHUS], JIEUEHUE TPUBOIUT K YBEJIMUEHHE CTAaOMIN3alMK FeMOTJIO0NHA, 10 CPABHEHUIO
C UCXOJHOM TOYKOU AJIA MALMEHTA JI0 JICUEHUS.

B npyrux BapmaHTax OCyLIECTBJICHUS, JEUSHHE 00€CTIEUNBAET CIBUT 110 HATIPABJICHUIO K
HOPMAaJIbHBIM YPOBHSIM AaCCOLIMHPOBAHHOTO C XPOHHYECKUM 3a0ojieBaHueM Ouomapkepa,

BBIOPAHHOTO W3 TPYMIbL, COCTOSIIEH M3 OLEHEHHOH CKOPOCTH KIIyOOYKOBOW (DHUIBTpamuu
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(eGFR) u cooTHOmeHNs anbOyMHUH: KPEATUHUH B Pa30BOl MOPLIUU MOYH, H HATPUIY pETUIECKOTO
nenTuaa rojosaoro mosra (BNP) B miasme.

B ngpyrux BapuaHTax OCYINECTBJEHMs, JIEU€HHE MPUBOAUT K YMEHbIIEHUIO
HeoOXonMMoCTH TpaHc(y3uil KpoBH. B 1pyrom BapuaHTe OCYIIECTBIICHUS, JIEYEHUE IPUBOIUT K
6onee 70% yBeNUYEHUIO UCKITIOUEHUS TPaHCPY3HUil.

B npyrux BapuaHTax OCYILECTBJIEHMs, JIeY€HHE MNPUBOAUT K YMEHBIICHHIO PE3KOro
reMoJin3a, 10 CPABHEHUIO C JICYEHHEM C HCIIOJIb30BaHHEM 3KyJu3ymada. B nmpyrom Bapmanre
OCYILIECTBJICHUs], JIEUEeHHE MNPUBOAUT K MCKIIOUEHHUIO PE3KOro remMojn3a BO BpeMs Mepuoaa
JedeHus. B apyrom BapuaHTe OCYyIIECTBJIEHUs, JIEUE€HUE MPUBOAUT K YMEHBLIEHUIO PE3KOIrO
reMoJu3a, 0 CPAaBHEHUIO C UCXOAHBIM YPOBHEM PE3KOr0 FeMOJIH3a 10 JIEYSHMUSI.

B npyrux BapuaHTax OCYILECTBIEHUs, JIEYEHHE NMPUBOAUT K YMEHBLICHUIO OCHOBHBIX
HeOJaronpusTHBIX cOCyAUCThIX coObITHI (MAVE).

B apyrux BapuaHTax OCyLIECTBJIEHUs, JIeYeHHE IPUBOANT K U3MEHEHHUIO, TI0 CPABHEHUIO
C HCXOIHOW TOYKOM, KauecTBa KHU3HHU, KaK OLIEHEHO IOCPEACTBOM IIKAJbl (PyHKIMOHAJIBHON
oLleHKH Tepanuu xpoHuueckoro 3abosesanus (FACIT) - yromnsemoctu, Bepcuu 4, U IIKaJIbI
OCHOBHOTIO OINpocHUKa-30 kadecTBa >KM3HU EBpONENCKON OpraHu3aliiM MO0 MCCIENOBAHUSAM U
JICUECHUIO 3JI0OKAaYE€CTBEHHBIX OMyXoJieil. B Ipyrom BapuaHTe OCyLIECTBICHNUS, I€Y€HUE IPUBOIUT
K U3MEHEHUIO, 110 CPABHEHUIO C UCXOAHOMN TOUKOM, KaueCTBa JKU3HU, OLEHEHHOI'0 NOCPENCTBOM
IKagbl (PYHKIMOHAJIBHONH OLEHKH Tepamuu XpoHudeckoro 3aboneBanust (FACIT) -
YTOMJISIEMOCTH, BEPCUU 4, U IIKaJbl OCHOBHOIO onpocHuka-30 xaudecTBa >kxu3HU EBpornelickoii
OpraHu3alyi MO HCCIEAOBAHUAM U JICUEHHIO 3JI0KAYECTBEHHBIX OITyXOJIeH, IO MeHblel Mepe
Ha 7 MyHKTOB, MO CPABHEHHIO C UCXOIHBIM OAJIOM ISl MALIMEHTOB Oe3 JICUeHUs.

B npyrom BapuaHTe OCYIIECTBIIEHHUS, JIEUE€HHE MPUBOAUT K OTCYTCTBHIO H3MEHEHUS
kavyecTBa >ku3HU (QoL), Kak OLIEHEHO MOCPEACTBOM LIKAJbI (DyHKIIMOHAIBHOW OLIEHKH TE€Paruu
xponmnueckoro 3adonesanus (FACIT) - yromsiemocTy, Bepcuu 4, OT UCXOIHOM TOYKU JIO CYyTOK
183. B apyromMm BapuaHTe OCYLIECTBJICHHUS, JICUCHUE MPUBOAUT K YBEJIUYEHHUIO KAaueCTBA >KU3HU
(QoL), omeHEeHHOro MOCPEACTBOM INKaIbl (PYHKLHMOHAJIBHON OLIEHKH TEparuu XPOHUYECKOTO
3abonesanus (FACIT) - yromisiemocTH, Bepcuu 4, OT HCXOJHON TOYKHU A0 cyToK 183. B npyrom
BapHUAHTE OCYIIECTBIICHHS, JEUEHHE MPUBOAUT K UCKITFOUEHHIO TPAHC(Y3H OT UCXOTHON TOUKH
no cytok 183. B papyrom BapuaHTe OCYIUECTBJICHHS], JIEUYEHUE MNPUBOAUT K HCKJIIOUYEHHUIO
YMEHBIIEHUs HAa > 2 I/AJ YpPOBHS I'eMOIJIOOMHA, N0 CPABHEHUIO C HCXOIHBIM, B OTCYTCTBHUE
TpaHC(y3UH, OT UCXOIHOW TOYKH JI0 CYTOK 183.

B nmpyrmx BapmaHTax OCYIIECTBJIECHHMS, YpOBHH JakrtarnerugporeHasel (LDH)
UCTIONB3YIOT JUIL OLIEHKH CIIOCOOHOCTH K OTBETY Ha Tepanuio (HampuMmep, YMEHbLICHHE
reMoin3a, Kak OLIEHEHO MO ypoBHsM nakrtataeruaporeHassl (LDH), sBisercss mokasarenem
yJIy4lLIeHusT MO MeHblueld Mepe oxHoro mnpusHaka PNH). Hampumep, B ogHOM BapuaHTe
OCYILIECTBJICHUS, BHUAbI JIEUEHHUs, OIHCAaHHblE B HACTOSIEM OMNMCAHWUU, NPUBOAST K
HOpManu3auuu yposHeli LDH. B npyrom BapuaHte OCyLIECTBJICHUS, NALUECHTHI, TOABEPTHYThIE
JIEYEHHIO B COOTBETCTBUU C ONMMCAHHBIMU CIIOCOOaMH, UCTIBITHIBAIOT YMeHbIIEeHHE YpoBHel LDH

70 TOYTH HOpPMAaJbHBIX YPOBHEM miu 10 ypoBHel, B npenenax 10% wunu B mpepenax 20%,
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NPEBBIMIAOIINX YPOBEHb, pACCMATPUBAEMBbIN KAaK HOPMAJIbHBIA YPOBEHDb (HAIPUMeEp, B Ipeneax
105-333 ME/n (MexXnyHapOOHBIX €OUHHI Ha JIUTP). B npyrom BapuaHTe OCYLIECTBICHHS,
ypoBHu LDH y naiuenrta siBistoTCsl HOpMaJIU30BaHHBIMHU Ha NPOTSDKEHUU MOAJEP KUBAIOILErO
nepuona JjedeHus. B gpyrom BapuanTe ocywectsieHus, yposHu LDH y mnopseprayrtoro
JIEUEHHUIO MAllMEeHTa SBJIAIOTCS HOPMAJIM30BAHHBIMU B TeUEHHE MO MeHbllel Mepe 95% BpemeHu
Ha TPOTSDKEHUU MOJAEP KUBAIOLIEro Mepuoja JjedeHus. B npyrom BapuaHTe OCYLIECTBIIEHUS,
ypoBHu LDH y nmonBeprayToro le4eHur0 NalyeHTa sBJISIOTCS HOPMAJIW30BAHHBIMU B TE€UYEHUE
no MeHbliet mepe 90%, 85% wnu 80% BpeMeHU Ha MPOTSHKEHUH MOAAEPKUBAIOIIETO NEPHOIA
nedyenus. B ogHoM BapuaHTe ocyuiectsieHusi, yposHu LDH y mnanuenta B > 1,5 pasa
npesBblnatoT BepxHUi npenen Hopmbel (LDH > 1,5 X ULN) no nauana neuenus. B npyrom
BapUaHTE OCYLUECTBJICHMs, JICYEHUE NMPUBOAUT K HOpMmanusauuu yposHen LDH no menbluen
Mepe Ha CyTkH 24 neueHus. B ogHOM BapuaHTe OCYIIECTBJIEHHS, NMALMEHTHI, MOJABEPTrHYTbHIE
JIEUEHHIO B COOTBETCTBUU C OITMCAHHBIMU CIIOCOOAMM, UCTIBITHIBAIOT YMeHbIIeHHe YypoBHel LDH
10 YPOBHEH B mpejenax HOPMaJIbHbIX YPOBHEH WK 10 ypoBHeH, B mpenenax 10%, 20%, 30%,
40% wnnu B npepenax 50% HUKe yPOBHS, pacCCMaTPUBAEMOTO KaKk BEPXHUI MpeJiel HOpMaJIbHOTO
ypoBHs (Hampumep, B npenenax 105-333 ME/n (MexnyHaponHbeIX eAMHUL HA JUTP). B omHOM
BapHaHTe ocylecTBieHus, yposHu LDH y nanuenta B > 1,5 pa3a npeBbllIarOT BEPXHUN Npeaes
Hopmbl (LDH > 1,5 X ULN) no Hauaja ieyeHusi. B oqHOM BapHaHTe OCYINECTBJICHUS, JIEYCHUE
npuBoauT K ypoBHsM LDH, MensunM, yem 2 x BepxHuii npenen Hopmel (ULN).

B npyrom acnekre Hacrosimee H300peTeHHe OTHOCHTCS K aHTuTeny npotus C5 wim ero
aHTHreHCBs3bIBatOIeMy (parmenty, conepxkamemy aomensi CDR1, CDR2 u CDR3
BapuabesbHON 00JACTH TSDKEJION LIeTH, UMEROINel MOC/IeIoBaTeNIbHOCTh, Yka3aHHyo B SEQ ID
NO:12, u gomenst CDR1, CDR2 u CDR3 BapuaOenpHON OONACTH JIETKOW LIEMH, UMEIOIIEH
NocJieIoBaTeNbHOCTD, Yka3aHHyo B SEQ ID NO:8, nnsa BBenenus nanuenty, umeromemy PNH
n aHUS:

(a) onuH pa3 Ha cyTkH | 1ukia BBeneHus B no3e: 2400 mr ajist manueHTa Maccoit > 40 - <
60 kr, 2700 Mr mis mamquedaTa Maccoi > 60 - < 100 kr wym 3000 mr mist manpeHTa Maccoi > 100
KT; U

(b) Ha cyTku 15 nuKIa BBEAEHHS U KasKAble BOCEMb HEENb Mocie 3Toro B no3e 3000 mr
JUIst riarerTa maccoit > 40 - < 60 kr, 3300 mr ast manmenTa maccoi > 60 - < 100 kr winu 3600
MT 1JIs nauyeHTa Maccou > 100 kr.

B omHOM BapuaHTe OCYIIECTBICHHS, OMPEAEISIFOT, YTO AHTUTEJIO SIBJISIETCS] O€30MacHbBIM,
MEPEHOCUMBIM U JIOCTaTOYHO HEMMMYHOTEHHBIM Nociie MHOXkecTBa [V 103 ansd ucnonap3oBaHus
s nanuentos ¢ PNH u aHUS.

Kpome Toro, Hacrosimee wu300peTeHHe OTHOCHTCS K HabopaM, BKIIIOYAIONIUM
(apMaLIeBTHUECKYI0O  KOMIIO3ULIMIO, conepkamyro aHTtureno nporuB CS5 wmmm  ero
AHTUTeHCBS3BIBAIOIINNA (PPArMEHT, TaKOe KakK AHTHTENO paByJu3ymad, u (dapMaleBTHUECKH
NPUEMIIEMBI HOCHUTEIb, B TepaneBTHUeCKH 3(P(HEKTUBHOM KOJIMYECTBE, aJaNTHPOBAHHOM IS
UCTIONIB30BAaHUSI B Croco0axX, OMHCAHHBIX B HACTOSINEM ONHMCaHWH. B omHOM BapuaHTe

OCYIIECTBIICHUs, HA0OP CONEPIKHUT:
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(a) mo3y antutena mpotuB CS5 WM ero aHTHIEHCBS3BIBAKOINETO (hparMeHTa,
cogepxamero nomeHsl CDR1, CDR2 u CDR3 BapuabenpHOH 00nacTu TSIKENOW ILEMH,
UMeEIOIIeN mocienoBaTeabHOCTh, ykazaHHyio B SEQ ID NO:12, u nomenst CDR1, CDR2 u
CDR3 BapmnaOenbHOH 00NaCTH JIETKOH LEenH, MMEIOLIEH MOCIeNOBATENIbHOCTh, YKAa3aHHYIO B
SEQID NO:8; u

(b) wmHCTPYKIMHM ans  WCHOJB3OBaHUS  aHTuTena mnpormB C5  wim  ero
AHTUTeHCBSA3BIBAIOIIETO (PparMeHTa B CIIoco0ax, OMMCAHHBIX B HACTOSIIEM OIUCAHHH.

B onnom Bapuante ocyuiectsienus, 2400 mr unu 3000 mr anTuTena npotus C5 unu ero
AHTUIeHCBSA3BIBAIOIIErO (pparMeHTa BBOIAT MHalMeHTy Maccod > 40 - < 60 xr. B ppyrom
BapuaHTe ocymectBienus, 2700 mr wmm 3300 wmr anturena npotuB CS5 wuam  ero
AHTUIeHCBA3BIBAIOIIErO (parMeHTa BBOIAT MauueHTy maccoi > 60 - < 100 xr. B ppyrom
BapuaHte ocyiectBienus, 3000 mr wmm 3600 wmr anturena npotuB CS5 wuam  ero
AHTUTeHCBA3BIBAIOIIErO (hparMeHTa BBOIAT MaLueHTy Maccoi > 100 r.

B npyrom acnekre, HacTosiee H300peTeHHE OTHOCUTCS K CIIOco0aM JieueHH s MalieHTa-
4eJI0BEKa, MMEHLIEro acCOLMUPOBAHHOE C KOMILUIEMEHTOM HapyuleHue. B omHOM BapuaHTe
OCYLIECTBJICHUs, CIIOCO0 BKIIIOYAET JICYCHUE MALeHTa-4eJI0BeKa, MMEIOIIEro aCCOLMHPOBAHHOE
C KOMIUIEMEHTOM HapylUIeHHE, KOTOPOro IOABEPTraJid JIEYEHUIO C  HUCIOJIb30BAaHUEM
9KyJm3yMada, rae crnocod BKIFOUAET NMpeKpalleHne JeYeHUs] ¢ UCTIOIb30BaHUEeM dKyIu3yMabda u
HepeBoA INMAalMeHTa Ha JICYeHHE C HCIIOJIB30BAHHEM OTJIIMYHOTO MHrHOWUTOpa KOMIUIeMeHTa. B
APYTOM BapHaHTE OCYIUECTBIIEHHUS, CIIOCOO BKIIOYAET JIeUeHHE MAlMEeHTa-4eI0BeKa, HMEIOIIEero
aCCOLMUPOBAHHOE C KOMIUIEMEHTOM HapylLIE€HHWE, KOTOPOrO TMOABEPrajlid JIEUEHUIO C
UCTIONb30BAaHUEM  paByim3yMaba, Trae Cnoco0 BKIIOYAeT MpPEKpalleHHe JICYeHHs C
UCTIOJIb30BAHUEM paByJM3yMada M TMEpeBOA MALMeHTa Ha JIEYeHHEe C HCIOJb30BAHHEM
OTJMYHOTO HMHTHOUTOpa KOMIUIEMEHTa. B OZHOM BapuaHTe OCYINECTBJICHUS OTJIMYHBINA
UHTUOUTOP KOMIUIEMEHTA BbIOPAH M3 TPYIIIbI, COCTOSIIEH M3 MAJIOH MOJIEKYJIbI, MOJUICTITHAA,
aHajora mnosurnenTtuaa, nentuaomumeruka, MUPHK wunum anrtamepa. B npyrom BapuanTe
OCYIECTBJICHUs, OTIMYHBIH WHTUOUTOP KOMIUIEMEHTAa WMHTHOUpPYeT OAMH WiIH Ooyiee U3
komrnoneHToB komruiementa C1, C2, C3, C4, CS5, Co6, C7, C8, C9, dakropa D, dakropa B,
nponepauna, MBL, MASP-1, MASP-2 unn ux OHMONOTMYeCKH aKTHBHBIX (parMeHToB. B
APYyTOM BapHaHTe OCYIIECTBJICHUS, OTIUYHBbIH WHTHOMTOP KOMIUIEMEHTA MPENCTABISIET COOOU
otianyHoe aHtureno mpotuB CS5 (Hampumep, paBynusymad, antureno 7086, antureno 8110,
antuteno 305L.05, antureno SKY 59 wnu anrureno REGN3918).

HNnnroctpaTuBHBIE aCCOLMUPOBAHHBIE C KOMIUIEMEHTOM COCTOSIHMSI, KOTOPBIE MOXKHO
JIEYUTHh B COOTBETCTBUHU CO CIOCOOAMH, OMUCAHHBIMHU B HACTOSILIEM OMUCAHUH, BKIFOYAKOT, HO
0e3 orpaHWYeHHs, PEBMATOWAHBIA apTPHUT, CHHAPOM aHTH(HOCHONUNMUIAHBIX AHTHUTEN,
BOJIYAHOUHBIA HEPPUT, HIIEMHYECKH-PENePPy3HOHHOE TIOBPEIKACHNE, ATUITUYHBIA TeMOIUTHKO-
ypemudeckuii  curapoM  (aHUS), TUMUUYHBIA  TeMONUTHUKO-yPEMHUECKUH  CHHIPOM,
MapOKCH3MAJIbHYI0 ~ HO4YHyr remornoOunyputo (PNH), OonesHp MmIOTHOrO — oOcajka,
ONTUKOHEBPOMUEINT, MYJbTH(POKAIBHYI0 MOTOPHYIO HEHpPONATHIO, PACCESHHBIH CKIIEPO3,

JereHepanyio  okenaroro nsAtHa, cuHapoM HELLP, cnontanHyr noTepr0  ILIOAA,



15

TPOMOOTHUYECKYIO TPOMOOLIMTONIEHUYIECKYIO MYPIypy, CIa0OUMMYHHBIH BAaCKYJIHT, OyJUIE3HBIHN
SMUAEPMO3, PELUINBUPYIOIIYIO MOTEPK IUIONA, TPaBMATUYECKOE IOBPEXKIEHHE TOJOBHOIO
MO3ra, MHOKapAWT, LepeOpOBaCKyIPHOE HAapyIIEHHe, HapylleHue mnepudepudecKux
KPOBEHOCHBIX COCYIOB, PEHOBACKYJISIPHOE HapyLIeHHUE, HapyLIeHHe
ME3EHTEPHANIbHBIX/SHTEPAIbHBIX COCYIOB, BacKysnuT, nyprypy lllenneiina-I enoxa, nedpwr,
aCCOLMUPOBAHHBIM C CHUCTEMHOH KpPAaCHOW BOJYAHKOM BACKYJMT, AaCCOLMUPOBAHHBIA C
pPEBMATOUIAHBIM apTPUTOM BACKYJIUT, AaCCOLUHPOBAaHHBI C HMMYHHBIMH KOMILIEKCAMU
BAcCKyJIUT, Oone3Hb Takasicy, MUIaTalMOHHY0 KapAMOMHONATHIO, THA0ETHIECKYIO aHIHOMATHIO,
Oone3np KaBacaky, BEHO3HYIO Ta30Byl0 OHMOOJHIO, PECTEHO3 IIOC]e CTEHTHUPOBAHMS,
POTALIMOHHYIO aTEPIKTOMHIO, YPECKOKHYHO TPAHCIOMUHAJIBHYI0 KOPOHAPHYIO AHIMOIUIACTHKY,
MHUACTEHUIO, OOJIE3Hb XOJOJOBOH AarrfiOTHHALWY, JIEPMAaTOMHO3MUT, MapPOKCU3MAaJIbHYIO
XOJIOZIOBYIO TeMOTJIOOMHYPHIO, CHHAPOM aHTHU(ochHOoMUMuAHbIX aHTUTEN, Oone3Hb I'paiisca,
aTepockyiepo3, Oone3Hp AubLreiiMepa, CHCTEMHBIH BOCHAJHUTENbHBIM OTBET, CEICHC,
CeNTUYECKHI INOK, TMOBPEXAEHHE CIMHHOIO MO3ra, [JIOMEpPYJOHE(PPUT, OTTOPIKEHHUE
TPaHCIUIAHTAaTa, TUPEOUAUT XaMMMOTO, nuader Tuma I, mcopuas, memdpuryc, ayTouMmyHHYIO
T'eMOJIUTUYECKYI0 aHEMHIO, HANONATHYECKYI) TPOMOOLMTONEHHYECKYIO MypIypy, CHHIPOM
I'yanacuepa, onesnsp [leroca u xaractpodudeckuii CHHAPOM aHTU(POCHOIUITHIHBIX aHTHTEN. B
OJHOM  BapUaHTE OCYLIECTBJIICHUs, AaCCOLUUPOBAHHOE C KOMIUIEMEHTOM COCTOSIHUE
npexncrasiasier coboii PNH. B apyrom BapuaHTe OCYIIECTBIEHHUS, ACCOLMHUPOBAHHOE C
KOMILIEMEHTOM COCTOsIHHE TipeacTanisier coboi aHUS.

KPATKOE OITMCAHUE YEPTEXEN

®durypa 1 npencrasisier co0Oi cxeMaTHUECKOe H300pa’keHHe NHU3aiHA KIMHUYECKUX
uccnenoBannii ALXN1210-PNH-301 ¢aszsr III anst naumenTos ¢ PNH, HauBHBIX MO OTHOLICHUIO
K JICYEHHIO C UCTIOJIb30BAaHHEM HHTHOUTOpA KOMITJIEMEHTA.

durypa 2 npencraBisieT coOO CXeMy, MOKa3bIBAIOIIYIO pacrpeesieHue MalueHTOB B
ALXN1210-PNH-301 ¢a3sr 1L

durypa 3 npencrasisier cOOOH CXeMy, MOKA3bIBAIOIIYI0 HCXOIHBIE XAPAKTEPUCTHKH U
nemorpaduueckne NaHHBIE MAMEHTOB B KIMHWYeCKuX uccienoBanusx ALXN1210-PNH-301
¢azer I11.

durypa 4 mnpencrasisier coboil rpaduUecKyr0 CXeMy, MOKa3bIBAIOIIYIO KIFOUEBbIC
pe3yabTaThbl 3PPEKTUBHOCTH IS ABYX COBMECTHBIX MEPBHYHBIX KOHEYHBIX TOUEK.

durypa S sBisercs: rpaQUUECKUM MPEACTABICHHEM KJIFOYEBBIX BTOPHYHBIX KOHEYHBIX
TOUEK, NOKA3bIBAIOIINM, YTO BCE KOHEUHBbIE TOYKH TMOKA3BIBAIOT MPEUMYIIECTBO PaByJIH3yMada
(ALXN1210) u npeBocxomsT npenenbl He MeHblnel 3G @ekTHBHOCTH, TOKa3aHHbIE KPAaCHBIMU
TPEyTrOoNbHUKAMHU Ha rpaduke.

durypa 6 sBisiercss TaOJUYHBIM TPEINCTABICHUEM KIFOYEBBIX PE3YJbTATOB KakK IS
MEPBUYHBIX, TaK U JJIs1 BTOPUUHBIX KOHEUHBIX TOUEK.

Ha d¢urype 7 nokasaHbl pe3yJibTaTbl MHOXKECTBA AHAIWU30B YyBCTBUTEJIbHOCTU

pe3yabTaToB 3G HEeKTHBHOCTH
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durypa 8 npexncrasusier coboil rpad@UUecKyr0 CXeMy, MOKAa3bIBAOIIYI0 BO3MOXKHOCTD
IUT TIOATPYIIIBI MOJy4YaTh NMPENMYINecTBO OT paByim3ymada (ALXNI1210), mo cpaBHEHHIO C
3KyIn3yMadom.

durypa 9 sBisercs rpaduueckum npencrasieHneM yposHeit LDH ¢ TeueHuem BpemeHn
IUTS TIALIIEHTOB, MOJBEPTHYTHIX JIEYEHUIO C UCIIOJIb30BaHUEM JIHO0 paByim3ymada (ALXN1210),
100 3KyInu3ymada.

®durypa 10 sBiserca rpaduUecKUM MPEACTABIEHUEM BPEMEHH [0 JOCTHXKECHHUS
HopMamm3anun LDH (LDH-N) mist manueHToB, MOABEPTHYTHIX JISYEHUIO C UCIOJB30BAHUEM
oo pasyimsymada (ALXN1210), nubo sxynusymada.

®durypa 11 sBnsercs rpa@uyecKuM NPEACTABICHUEM MPOLEHTA MAlEHTOB, TOCTUTTINX
HOopManu3oBaHHOro ypoBHs LDH ¢ wucnons3oBanumem paynumsymaba (ALXNI1210) wnum
9KyJIHu3yMada B pa3IMYHBIX BPEMEHHBIX TOUKAX OT CYTOK 8 110 CyTOK 183.

durypa 12 sBmsgercs rpaduUUecKUM IPENCTABIEHHEM IPOLIEHTa IIALIUEHTOB C
ynyumeHrneM Ha 10 IMyHKTOB OT MCXONHOro Oaiia, mpu OcMOTpe (IOJHAs MOMYJISALUS ISt
aHanu3a), MO MOALIKAJe OOINero COCTOSHHs 3J0POBbs OCHOBHOTO OIPOCHHKA-30 KadecTsa
JKU3HU EBpOnenckoi opraHu3aluy Mo UCCIEOBAHUAM U JICYEHUIO 3JI0KAYECTBEHHBIX OIMyXOJIeH.

®durypa 13 sBiusercs rpaduyeckuM MPEACTaBICHHEM IPOLEHTA MALUeHTOB C
ynyumeHrneM Ha 10 IMyHKTOB OT MCXONHOTrO Oaijia, mpu OCMOTpe (IOJHAs TOMYJISALUS IS
aHaJIM3a), O MOJIIKajIe (yHKIHMOHAJIBHOTO CTaTyCa OCHOBHOI'O OMPOCHHKA-30 Ka4ecTBa JKU3HU
EBpomnelickoil OpraHu3anuy Mo UCCIEAOBAHUSAM U JICUSHHIO 3JI0KAYECTBEHHBIX OMyXOJeH.

durypa 14 sBisercs rpadUYeCKUM TPEICTABJIEHUEM TMPOLEHTA TMAaLHUEHTOB C
ynyudmieHneM Ha 10 MyHKTOB OT MCXOAHOro Oamia, mpu ocMoTpe (TOJHAs TMOMYJISLUS IS
aHamM3a), MO TMONIIKAJNe YTOMJIIEMOCTH OCHOBHOTO ONpPOCHMKA-30 KayecTBa SKU3HU
EBponelickoil OpraHu3anuy Mo UCCIECAOBAHUSAM U JIEUSHHIO 3JI0KAYECTBEHHBIX OIyXOJeH.

durypa 15 sBnasercs TaONUYHBIM TPEACTABICHHEM KIIFOYEBBIX  PE3yJIbTATOB
6e3onacHocTH B KinHNYecknx uccienopanusax ALXN1210-PNH-301 ¢azsr 11

durypa 16 sBnsiercs TaOMMUHBIM NPEACTABICHUEM HauOOJiee pPaclpOCTPaHEHHBIX
BbI3BaHHBIX JiedeHneM HeOmaronpusTHbix coObiTHi (TEAE) B KIMHHUYECKHMX HCCIENOBAHHSIX
ALXN1210-PNH-301 ¢a3sr 1L

®durypa 17 sBusiercss TaOIMYHBIM TPEACTABICHUEM BBI3BAHHBIX JIEYEHHUEM CEPHE3HBIX
HeOnmaronpusitHeix coObituii (TESAE) B knmHmueckux uccienoanusx ALXN1210-PNH-301
¢azer I11.

durypa 18 sBisercs TaONUYHBIM MPEICTABIEHHEM MPEACTABISIFOIINX OCOOCHHBIN
UHTEpPEeC BBI3BAHHBIX JieueHneM HeOmaronpusTHex coObrruii (TEAE) B kiImHMYeCKHX
uccnenoBanmsix ALXN1210-PNH-301 ¢aszer 111

durypa 19 sBusercs TaONMYHBIM TPEACTABICHUEM PE3YJBTATOB COONIOACHHUS
MALUEHTAMH pPEeXHMa BBEICHUs JIEKAPCTBEHHOIO CPEACTBA B KJIMHUYECKHX HCCIEIOBAHUAX
ALXN1210-PNH-301 ¢a3sr 1L
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®durypa 20 sBiusercs rpaduueckuM mnpenctaBieHueM ¢apmakokuHeTnkn (PK)
paBynuzymadba (ALXNI1210) u skynuszymada, MOKA3bIBAKOIIMM KOHILIGHTPAIMIO B CHIBOPOTKE
KQKIO0TO JISKAPCTBEHHOT'O CPEACTBA C TESYCHHEM BpeMeHH (JIMHEHHAs [ITKaJjIa).

durypa 21 sBrusercs rpaduueckuM mnpenctaBieHueM ¢apmakokuHetnkn (PK)
paBynuzymadba (ALXNI1210) u skynuszymada, MOKAa3bIBAKOIINM KOHLIEHTPALMIO B CHIBOPOTKE
KaXJIOTO JIEKAPCTBEHHOT'O CPENICTBA C TEUEHUEM BPEMEHH (TouyiorapupMudeckas mKaa).

durypa 22 sBisercs rpaduueckum npezncraBieHueM ¢apmakoauHamuku (PD)
paBysnuzymadba (ALXN1210) u skynuzymada, MoKa3plBAOIIUM CPEIHIOK KoHLeHTpauuo C5 B
MPUCYTCTBUH KaXKJIOTO JIEKAPCTBEHHOTO CPENICTBA C TEUEHUEM BPEMEHU.

durypa 23 sBisercs rpaduueckum npezncraBieHueM ¢apmakoauHamuku (PD)
paBysnuzymaba (ALXN1210) u skynmmusymada, nokassiBarommum cpenauii (£ 95% CI) npoueHT
U3MEHEHUsT OT MCXOAHON s oOuieill KOHIEeHTpauuu ceiBOpoToyHOro C5 B INPHCYTCTBUU
Ka)KJI0T0O JIEKaPCTBEHHOIO CPEACTBA C TEUEHUEM BPEMEHHU.

durypa 24 mpexacraBisieT co0oOil cxemaTuueckoe H300pakeHHWe aAu3aiiHa Ui
kJmHU4Yeckoro nporokosa ALXN1210 aHUS 311.

durypa 25 npencrasisier coO0i cxemMaTuueckoe U300paKeHne qu3aiHa KIMHUYECKOTO
uccienoanmss ALXNI1210-PNH-302 ¢aser III y nmaumentoB ¢ PNH, koTopeix monmsepraiu
JICYSHUIO C MCIOJIb30BAaHUEM HKyJIH3yMada B TEYEHHE MO MEHbIIEeH Mepe mocieanux mectu (6)
MeCSLEB, I7Ie HTHTHOUTOP KOMIUIEMEHTA, OTJIMYHBIN OT 3KyJIM3yMada, BBOIST MALIUEHTaM.

durypa 26 npencrasisieT COOOH CXeMy, MOKA3bIBAIOLIYIO PACTIHCAHUE TO3UPOBAHUS IS
NAalMeHTOB B KiuHHYeckoM wuccienoBanun ALXNI1210-PNH-302  ¢aszer III, Brmouas
(dakTudeckue CyTKu HHQY3UU.

®durypa 27 npenctasisieT coOOi cxeMy, MOKa3bIBAKIIYIO paclpenesieHue MalueHTOB,
3aperuCTPUPOBAHHBIX B KiIMHUYeckoM uccienoBannn ALXN1210-PNH-302 ¢aszwr I11.

durypa 28 npencrasnsieT coOOi cxemy, MOKa3bIBAOINYI0 UCXOIHbIC XapaKTEPUCTUKU U
neMorpaduuecKkrue JaHHbIC MALUEHTOB, 3aPETUCTPUPOBAHHBIX B KJIMHUYECKOM HCCJIETOBAHHU
ALXN1210-PNH-302 ¢a3sr 1L

durypa 29 npezncrasisier co0Oi CXeMy, MOKa3bIBAIOLIYIO HUCXOIHBIC XaPAKTEPUCTUKU
3a00JIeBaHMs TALIMEHTOB, 3aPETUCTPUPOBAHHBIX B KJIMHUYeCKOoM uccienoBanuun ALXN1210-
PNH-302 ¢azer 111

durypa 30 npexncrasisier coboil rpauUEcKyr0 CXeMy, MOKAa3bIBAIOLIYIO KIFOUEBbIC
pe3yabTaThbl 3QPEKTHBHOCTH AJISI IEPBUYHBIX U BTOPHYHBIX KOHEYHBIX TOYEK U3 KIMHHYECKOTO
uccnenoBanust ALXN1210-PNH-302 ¢aszer I11.

®durypa 31 sBusiercs TaONWYHBIM TPEACTABICHHEM  KIFOYEBBIX  PE3yJIbTATOB
3¢} (eKTUBHOCTH KaK JJIsl NEPBUYHBIX, TaK U U1 BTOPUYHBIX KOHEUHBIX TOYEK U3 KIMHUYECKOTO
uccnenoBanust ALXN1210-PNH-302 ¢aser I11.

Ha d¢urype 32 mnokasaHbl pe3yjbTaTbl MHOKECTBA AHAJIW30B YyBCTBUTEJIbHOCTU
pe3yabTaToB 3 dekTHBHOCTH A NEPBUYHON KOHEYHOH TOUYKH M3 KIMHUYECKOTO HCCIEeIOBAHUS
ALXN1210-PNH-302 ¢a3sr 1L
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®durypa 33 sBusiercs rpaQUUEcKUM TIPENCTABICHUEM, IMOKA3BIBAIOLINM PE3YJIbTATHI
3¢ (eKTUBHOCTH Ui TOATPYNI sl TNEPBUYHOW KOHEYHOM TOYKH U3 KJIMHUYECKOTO
uccnenoBannst ALXN1210-PNH-302 ¢aser I11.

durypa 34 sBisercs rpaduuUecKUM TNpeAcTaBlIeHHeM cpenHux ypoBHeii LDH ¢
T€YEeHUEM BPEMEHM [JIsl NAalLMeHTOB, 3aperMCTPUPOBAHHBIX B KJIMHUYECKOM HCCIEIOBAHUU
ALXN1210-PNH-302 ¢a3s1 1L

®durypa 35 sBnsiercs rpa@UIecKM NPEACTABICHUEM MPOLEHTA MAlHEHTOB, TOCTUTTINX
HOpMann3oBaHHOro ypoBHs LDH B xone knmHnueckux uccienosanuii ALXNI1210-PNH-302
¢azbr 111

durypa 36 sBisercss TrpaHUUEecKUM IPENCTaBICHUEM CPEIHEro HW3MEHEeHMs, IO
CPaBHEHMIO C MCXOJHBIM, KauecTBa JKM3HM C TEYEHHMEM BpPEMEHU [Jii MalLUeHTOB,
3aperucTpUpOBaHHbIX B KiauHH4YeckoM wuccienosanuu ALXNI210-PNH-302 ¢aszer III, kak
OLIEHEHO C MHCIIOJNIb30BAaHMEM INKajibl (YHKIMOHAJIBHOW OLIEHKH Teparnuu XPOHUYECKOTO
3a0onesanust (FACIT) - yromnsiemocTu.

®durypa 37 sBusercst rpadUUEeCKUM TNPENCTABICHUEM CPEIHEro 3HAYEHUs] KayecTBa
JKU3HU C TEYeHHEM BpPEMEHU Ul MAalUeHTOB, 3apEeTMCTPUPOBAHHBIX B KIMHUYECKOM
ucciaenoBanmu ALXNI1210-PNH-302 ¢assr III, kak OLEHEHO C HCIOJb30BAHUEM IIKAJIbI
(byHKIMOHATBHON onleHKH Tepanuu XpoHudeckoro 3adbonesanus (FACIT) - yromisiemocTi.

®durypa 38 sBusercs TaONUYHBIM TPEACTABICHHEM KIIFOYEBBIX  PE3yJIbTATOB
6e3onacHocTH U3 KianHMYeckoro uccaenosanus ALXN1210-PNH-302 ¢ass1 11

®durypa 39 sBisiercss TaOJIMYHBIM TPEACTABICHUEM BBI3BAHHBIX JIEYEHHUEM CEPbE3HBIX
neOnaronpustHbix coObitii (TESAE) w3 knuaudeckoro uccienoBanust ALXN1210-PNH-302
¢azer I11.

®durypa 40 spisiercs TaOMMUHBIM MPEACTABICHUEM HauOoOJiee paclpOCTPaHEHHBIX
BbI3BaHHBbIX JieueHHeM HeOnmaronpusTHbIX coObiTuii (TEAE) M3 KIMHHUUECKOro HMCCIenOBaHUs
ALXN1210-PNH-302 ¢a3sr 1L

durypa 41 sBnsiercs TaONUYHBIM MPEACTABICHUEM HH(PEKIUH BEPXHHUX JbIXaTEIbHBIX
nyteii (URTI) w3 xnmuHmveckoro wuccaenoanuss ALXNI210-PNH-302 ¢aser III, kak
OTpeAeNieHO MOCPEACTBOM cTaHAapTHOrO onpocHruka MedDRA (SMQ).

durypa 42 sBisiercss TaONIUYHBIM TPEICTABIEHHEM MPEACTABISIFOIINX OCOOCHHBIN
UHTEpeC BBI3BAHHBIX JieueHHeM HeOmaronpusTabix coObitiii (TEAESI) w3 kiamHM4eckoro
uccnenoBanust ALXN1210-PNH-302 ¢aszer I11.

durypa 43 sBusiercs TaONMYHBIM TIPEACTABICHUEM PE3YJIbTATOB COONIOACHHUS
NanueHTaMu peXkuMa BBEAEHMs JIEKAPCTBEHHOTO CPEACTBA M3 KIMHUYECKOrO HCCIEeNOBaHUS
ALXN1210-PNH-302 ¢a3sr 1L

durypa 44 ssisercs rpaduueckuM mnpenctaBieHueM ¢apmakokuHetnkn (PK)
ALXNI1210 wu »3kxyau3ymada, TOKa3bIBAIOIIMM KOHLEHTPALIMIO B CBHIBOPOTKE KaXKIOTO

JICKAPCTBEHHOTO CpeACTBA C TCUHCHUEM BPEMEHU.
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durypa 45 sBisercs rpaduueckum nperncraBieHneM ¢apmakoguHamuku (PD)
ALXNI1210 n skynmsymada, MOKa3bIBAIOIIMM CPEAHIOK KoHIeHTpauuto C5 B NPUCYTCTBHH
KaXJ0T0 JIEKAPCTBEHHOTO CPEICTBA C TEUCHUEM BPEMEHHL.

durypa 46 ssisercs rpadpuueckum npexacrasienuem anst ALXNI1210 u sxynusymada,
nokasbiBaromuM cpensee (£ 95% CI) m3meHeHHe, O CPaBHEHUIO C MCXOAHBIM, I OOIIei
KOHLIEHTPALUN ChIBOPOTOUHOro C5 B MPUCYTCTBUH KAXKAOTO JIEKAPCTBEHHOTO CPEACTBA C
TE€YEHHUEM BPEMEHH.

HOAPOBHOE OIITMCAHHUE

I. AuTutena nporus C5

Antnrena nporuB C5, onucaHHbIE B HACTOSINEM OINWCAHHMM, CBSI3bIBAIOT KOMIIOHEHT
kommuiementa C5 (Hanpumep, C5 yenoBeka) u MHruOupyroT pacuiermienne C5 Ha pparmMeHTh
CS5a u C5b. Kak ommcaHo Bblllle, TaKM€ AHTUTENA HMEIOT TaK)XKe, HAIpUMEp, YJy4lleHHbIE
(bapMaKOKMHETHYECKHE CBOIMCTBA, IO CPAaBHEHUIO C APYyruMu aHtutenamu mnpotuB CS5
(HampuMep, HKyJIr3yMaOOM), UCTIONB3YEMBIMH ISl TEPANIEBTUYECKUX LEIEH.

TepMuH «aHTUTENO» ONMUCBHIBAET IMOJHUIENTHUABL, COAEpIKAIINE IO MEHbIIEH Mepe OAMH
NPOUCXONAIINN U3 aHTUTENIA AHTUI'€HCBSI3BIBAIOINNI yyacToK (Hampumep, obmacte VH/VL wnn
Fv, mmn CDR). AHTHTeNna BKIIIOYAIOT H3BECTHBIE GOpMBI aHTUTEN. Hanpumep, aHTHTENO MOXKET
IPECTABIATh COOOH YeIOBEYEeCKOe aHTUTEINO, T'YMAaHH3HPOBAHHOE aHTHUTEINO, Oucnernuduyeckoe
AHTUTEJIO WJIN XUMEPHOE aHTHUTENIO0. AHTUTENIO TaKXKe MOXKET NpeacTaBisaTh codoi Fab, Fab’2,
ScFv, SMIP, Affibody®, HaHOTENO WIM JOMEHHOE AQHTHUTENO. AHTHUTENO MOMKET TaKXKe
NPUHAJIEKATh K odoMy u3 cieayromux m3otunos: [gGl, IgG2, 1gG3, 1gG4, IgM, IgAl, IgA2,
IgAsec, IgD u IgE. AHTHTENO MOXET MPEeaCTaBIsATh COOOW MPUPOAHOE AHTHTENO WM MOXKET
NPEACTaBISTh COOON aHTHTENIO, KOTOpOe OBLIO M3MEHEHO (HampuMmep, MOCPEACTBOM MYTALlHH,
JENeLNH, 3aMEHbI, KOHBIOTAIIMH C HEe OTHOCSIIEHCS K aHTUTeNNy rpymnmnoii). Hanpumep, anturesno
MOJKET BKJIFOYATh OAWH WM Oojiee BAPHMAHTOB aMHHOKHUCIIOT (IO CPAaBHEHUIO C MPHPOIHBIM
AHTHUTEJIOM), KOTOpPbIe U3MEHSIOT CBOMCTBO (Hampumep, (PyHKLUHMOHAIBHOE CBOMCTBO) aHTHTENA.
Hanpumep, B 1aHHOM 00J1aCTH M3BECTHO MHOKECTBO TAKMX M3MEHEHHH, BIUSIOIINUX, HAIPHMED,
Ha BpeMsl NOJyBbIBeNeHUs], 3P(PEeKTOPHYO (DYHKIUIO /WM NMMYHHBIE OTBETHI MAallMEHTA HA
aHTuTeNno. TepMUH AHTHTENO BKJIOYAET TAK)KE HCKYCCTBEHHbIE WM CKOHCTPYHUPOBAHHbBIE
NOJIUTIENITH/IHBIE KOHCTPYKLHH, COAEpKALIMe IO MEHbIIeH Mepe OIMH MPOUCXONAIIHNN U3
aHTHTENIa AHTUTCHCBSA3BIBAIO LM YYACTOK.

Anturena nporus C5 (wnu mpoucxonsmme w3 HuX aomeHsl VH/VL), npuronHeie st
UCTIONIB30BAHUS 110 M300PETEHHI0, MOJKHO MOJy4YaTh C HCIIOJIb30BAHHEM CIOCOOOB, XOPOLIO
U3BECTHBIX B JTAaHHOH 00JacTH. AJBTEPHATUBHO, MOYKHO HCIIOJIb30BaTh M3BECTHbIE B JTAHHOH
obnactu anturena npotuB C5. MOXHO HCHONB30BaTh TakKKe AHTHTENA, KOHKYPHPYIOLIHE C
JTr0OBIM U3 3THX M3BECTHBIX B JAHHOW OOJIACTH aHTHTEN 32 cBsi3bIBaHME ¢ CS.

Okyu3ymab (Taxke u3BecTHbIM kak Soliris®) npexcrasnsier coboii antuteno npotus C3,
conepxaiiee nomersl CDR1, CDR2 u CDR3 Tspkenoi menu, UMEOIINe MOCIeA0BaTeIbHOCTH,
ykazansbie B SEQ ID NO: 1, 2 u 3, coorBerctBenHo, u gomeHsl CDR1, CDR2 u CDR3 nerkoii

Leny, UMerLue nocieaosarenbHocTy, ykazanubie B SEQ ID NO: 4, 5 u 6, COOTBETCTBEHHO.
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Okymu3ymMad CONEpsKUT BapuadENbHYI OOJNIACTh TSDKEJIOW IEeTH, UMEIOIIYI0 aMHHOKHCIOTHYIO
MOCJIEIOBATEIbHOCTD, Yka3aHHyo B SEQ ID NO: 7, u BapuabenbHyr0 00JacTh JIETKOH LETH,
UMEIOLIYI0 aMHHOKHCIOTHYK IOCIEOBaTeNbHOCTh, yKazaHHyro B SEQ ID NO: 8.
Bapuabenbubie obmactu skynusymabdba ommcanbl B PCT/US1995/005688 wu Ilarente CIIHA
No.:6355245, nonHoe 0ObACHEHNE CONEPKaHMsI KOTOPOTO MPHUBEAEHO B HACTOSIIEM ONMCAHUH B
Ka4eCTBE CCBUIKH. DKYJU3yMad COAEPIKUT TSDKENYI0 LeMb, COAEPKAIIYI0 aMHHOKHUCIOTHYIO
nocjienoBaTeabHOCTh, ykazaHHyro B SEQ ID NO:10 u jerkyro Lemb, HMEIOLIYIO
AMUHOKHCJIOTHYIO TOCJIE€N0BaTeNbHOCTh, yka3zaHHyo B SEQ ID NO:11. IlonHopasmepHbie
TsDKeNble U JIerkue 1enu skynuzymada ommcanel B PCT/US2007/006606, nonHoe oObsicHEHUE
CoZiepKaHNsl KOTOPOTO NMPHUBEIEHO B HACTOSIIEM ONMHCAHUH B KAUECTBE CCHUIKH.

HUnmocrpatuBHeiM = aHTHTENOM TmpotuB C5 sBiseTcss paBynnzymad, copep Kaiuil
TSDKEINYIO U JIETKYIO 1IN, UMEIOIIHE NocenoBaTebHOCTH, noka3zaHHbie B SEQ ID NO:14 u 11,
COOTBETCTBEHHO, WJIM UX aHTHICHCBS3BbIBAIOLINE (PparMeHThl M BapuaHThl. PaBynnsymal (Taxske
u3BecTHbI kak Ultomiris™, BNJ441 u ALXN1210) onucan B PCT/US2015/019225 u INatente
CIOA No.: 9079949, oObsicHeHME WM COAEp’KaHWE KOTOPbIX IPHUBEACHO B HACTOSIIEM
OIMCAHUMU B KauyecTBe CCbUIKU. TepmuHbl paBymsymad, BNJ441 u ALXNI1210 moryt ObITh
HCIIOJIb30BaHbl B3aUMO3aMEHAEMO Ha NMPOTSKEHUU 3TOTO ONUCAHMS, HO BCE OTHOCSTCS K OTHOMY
U TOMy e aHtuTeny. PaBymusyma® wusOupatenpHO cBszbiBaeT Oenok C5 KoMIuieMeHTa
yeyoBeKa, nHrubupys ero pacmeruienne 10 C5a u C5b B xonme axTuBammu KOMILIEMeHTa. JTO
UHrUOMPOBAaHME  MPENOTBpALlaeT  BBICBOOOKAEHHME Menuatopa Bocnaienuss CSa wu
(bopMHUPOBaHKE LIMUTOJUTUIECKOTO MOPOoOpasyroInero MeMopaHoaTakyero kommiekca CSb-
9, B TO JK€ BpeMsl COXPaHssl MPOKCHUMAJIbHbIE HJIH PAHHHE KOMIIOHEHThI aKTUBALIMH KOMIUIEMEHTA
(Hanpumep, C3 u C3b), HeoOXomumble IJisi ONCOHU3ALMU MUKPOOPTAHU3MOB M BBIBEICHUS
UMMYHHBIX KOMIUIEKCOB.

B npyrux BapmanTax ocyuiectBieHusi, aHTHTENO comep:kutr CDR wunm BapuabenbHbIe
o0JyacT TsDKENOW W JIeTKOW Iienmud W3 paByjiu3ymada. Hampumep, B OZHOM BapHaHTe
ocyuiectBieHusi, antuteno copepxkut gomernsi CDRI1, CDR2 u CDR3 ob6mactu VH wu3
paBysnu3zymaba, MMERINel MOoCIenoBaTeIbHOCTh, yka3aHHyro B SEQ ID NO:12, u nomeHsl
CDR1, CDR2 u CDR3 obnactu VL w3 paBynusymada, HMMEKOINEH IOCIEIOBATEIbHOCTD,
ykazannyto B SEQ ID NO:8. B npyrom BapuanTte OCyIIECTBICHHS, aHTUTENO COAEPIKUT TOMEHBI
CDRI1, CDR2 u CDR3 Tspxenoi memnu, UMErOLIHE MOCIe0BaTEIbHOCTH, yKka3aHHbie B SEQ ID
NO:19, 18 u 3, coorBerctBeHHO, 1 AoMeHbl CDR1, CDR2 u CDR3 nerkoii nenu, umeromnume
nocnenosatenbHocTy, YkazanHele B SEQ ID NO:4, 5 u 6, cootBercTBeHHO. B npyrom BapuanTe
OCYIECTBJIEHUsI, aHTUTENO coxepxutr obmactu VH m VL, umeromme aMHUHOKHCIOTHBIE
nocnenosatebHOCTH, ykazaHHbie B SEQ ID NO:12 u SEQ ID NO:8, cooTBETCTBEHHO.

JlpyruM WIIIOCTpPAaTUBHBIM aHTUTENoM TmpotuB (5 sBnsercs antuteno BNJ421
coneprKaliee TSHKEIYIO U JIETKYIO e, UMEIOIIHe MMOCIeN0BaTeIbHOCTH, Toka3aHHbie B SEQ ID
NO:20 u 11, COOTBETCTBEHHO, HJIM UX aHTUTEHCBS3bIBAaOIUE (hparMeHThl U BapuaHTel. BNJ421
(raxke wu3BecTHbI Kak ALXNI211) omucan B PCT/US2015/019225 wu Ilatente CIIA
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No0.9079949, o0bsicHeHHe WM COAEP’KaHHE KOTOPBIX NPHUBEACHO B HACTOSIIEM OIMCAHUU B
Ka4ueCTBE CChUIKU.

B npyrux BapmanTax ocyuiecteieHusi, aHTHTeNo comepkur CDR wunm BapuabenbHble
obmactu Tsokeno u serkoi nenn u3 BNJ421. CooTBETCTBEHHO, B OJHOM BapHaHTE
ocymectsyieHusi, antutesio conepxkut nomensl CDR1, CDR2 u CDR3 obnactu VH u3 BNJ421,
UMeEIoIeN mnocienoBaTeabHOCTh, ykazaHHyio B SEQ ID NO:12, u nomenst CDR1, CDR2 u
CDR3 o6nactu VL u3 BNJ421, umerorneli nmocienoBaTeabHOCTb, ykazaHHy0 B SEQ ID NO:8. B
IPYyroM BapuaHTe oOcCyluecTBieHus, aHTuteno coaepxkut nomeHsl CDRI1, CDR2 u CDR3
TSDKEJION Lenu, HUMEIoIIue mocienoBaTenpHoCcTH, ykazaHHble B SEQ ID NO:19, 18 u 3,
coorBerctBeHHo, W goMennl CDRI1, CDR2 wu CDR3 nerkoil uenu, HMEOIINUE
nocyienosatesbHOCTH, ykazaHHble B SEQ ID NO:4, 5 u 6, COOTBETCTBEHHO.

Tounple rpanunbsl CDR onpeneneHbl Mo-pasHOMY, B COOTBETCTBUM C pPa3jJUYHBIMU
crocobamu. B HEKOTOpBIX BapwaHTax ocynecTBieHus, nonokeHuss CDR wmm kapkacHbIX
obnacteli BHyTpH BapuaOeNbHOrO JOMEHA JIETKOH WIIN TSDKEJION LeNU MOTYT SIBJISATHCS TAKUMHU,
kak onpeneneno B Kabat ef al. [(1991) «Sequences of Proteins of Immunological Interesty. NIH
Publication No. 91-3242, U.S. Department of Health and Human Services, Bethesda, MD]. B
takux ciaydasx, CDR moryt ObiTh 0603HaueHb! kak «CDR mo Kabat» (manpumep, «LCDR2 no
Kabaty mmn «HCDR1 no Kabat»). B Hexotopeix Bapuantax ocyiuectsieHus, nojoxenus CDR
BapuadenbHON 00JACTH JIETKOH WJIH TSDKEJIONW eI MOTYT SIBJISIThCSI TAKUMH, KaK ONPEEICHO B
Chothia et al. (1989) Nature 342:877-883. COOTBETCTBEHHO, 3TH O0JIACTH MOTrYT OBITh
obo3nauensl kak «CDR mo Chothiay (manpumep, «LCDR2 mno Chothia» wnmu «HCDR3 mo
Chothia»). B HekoTOpbIX BapuaHTax ocyuecTBieHus, mnonokenus CDR BapuabenbHbIX
oOyacTeil JierkoW W TSOKEJIOW LEeNmd MOTYT SBJIATBCS TAKUMH, KakK OINpPENelIeHO 10
koMOuHMpOBaHHOMY omnpenenenuto Kabat-Chothia. B Takux BapuaHTax OCYLIECTBJICHUS, DTH
obiactu MoryT ObITh 0Oo03Ha4YeHbl kak «CDR mo xomOuHupoBanHOMy omnpenesnenuto Kabat-
Chothia». B Thomas et al. [(1996) Mol Immunol 33(17/18):1389-1401] npuBeneHbl NpUMepsbI
unentudukarmu rpaann CDR, B coorBeTcTBrHE ¢ onpenenenusivu o Kabat u Chothia.

B npyrom BapmanTe ocyuiecTBieHHs, aHTHTENO coaepkut odiaactu VH u VL, umeromue
aMUHOKHCIJIOTHBIE TOcheaoBatenbHOCTH, YkazaHHbie B SEQ ID NO: 12 u SEQ ID NO: 8§,
COOTBETCTBEHHO. B 1pyroMm BapuaHTe OCYLIECTBJIECHMs, AHTUTENO COAEPKUT KOHCTAHTHYIO
obnactp TspKeNoH nenw, kak ykazaHo B SEQ ID NO:13. B npyrom BapuaHTe OCYLIECTBICHHS,
AHTUTEJIO COAEPIKUT TOJIUIENTU] TsDKeNIoN tenu, kak ykazano B SEQ ID NO: 14, u nonunentun
nerkoit nernu, kak ykazado B SEQ ID NO:11. B apyrom BapuaHTe OCYIIECTBJICHHS, AHTUTENO
COZIEP’KUT BapUAHT KOHCTAaHTHOH obsactu Fc denoBeka, KOTOPBINA CBSI3bIBAET HEOHATATBHBIN
perentop Fc uenoseka (FcRn), roe Bapuant CH3 kxoHcTaHTHOM obnactu Fc yenoBeka conepskut
3ameHbl Met-429-Leu u Asn-435-Ser B ocTaTkax, COOTBETCTBYIOLIMX METHOHUHY 428 u
acnaparuHy 434 HaTuBHOW KOHCTaHTHOH oOmactu Fc IgG dyemoBeka, KaXKIplii COTJIACHO
Hymepauuu EU.

B npyrom Bapuante ocymecteienus, antureno comepxkut gomeHol CDR1, CDR2 u

CDR3 Tspxenoil nenu, uMeroImue nocieaosarenbHocTy, ykazanaeie B SEQ ID NO:19, 18 u 3,
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cootBercTBeHHO, U mocnenoarenbHocT CDR1, CDR2 u CDR3 nerkoil nemnu, yka3aHHbIE B
SEQ ID NO:4, 5 u 6, COOTBETCTBEHHO, U BapUAHT KOHCTAHTHOU oOnactu F¢ yenoBeka, KOTOPBIi
cBsi3bIBaeT HeoHaTayipHbIW peuentop Fc wemoseka (FcRn), rme Bapmant CH3 koHCTaHTHOH
obnmactm Fc demoeka comepkut 3ameHpl Met-429-Leu u Asn-435-Ser B ocrarkax,
COOTBETCTBYIOIIUX METHOHMHY 428 u acraparuy 434 HaTMBHOH KOHCTaHTHOH oOnactu Fc IgG
4YeJIOBEKa, KaXKAblil cornacHo Hymepauuu EU.

B npyrux BapuaHTax OCYILIECTBJIEHMs, aHTUTENO NMpoTUB C5, ONMUCAHHOE B HACTOSILEM
onucanuy, coxepxkutr CDRI Tspkenmoit nenu, copepiKallyr0 WM COCTOALIYH) M3 Clenyroein
amuHOKHcnoTHOHN nocaenosarensHocTi: GHIFSNYWIQ (SEQ ID NO:19). B npyrom Bapuanre
OCYLIECTBJICHUs, aHTUTENO NMPOTUB C5, OMMCAaHHOE B HACTOALLEM OMHUCaHUH, conepkut CDR2
TSDKEJION  LEMH, COAEPXKALMYK WIM COCTOSALIYK W3  CIEAYyIOLEeH aMHUHOKHCIOTHOM
nocnenosatenbHocTy: EILPGSGHTEYTENFKD (SEQ ID NO:18).

B npyrom BapuaHTe OCyLIECTBJIE€HHUs, aHTUTENO cBsA3biBaeT C5 uenoseka npu pH 7,4 u
25°C c xoHcTanToM appunHON auccoumanun (Kp) nexameit B tuanasone 0,1 HM < Kp < 1 HM.
B npyrom BapuaHTe ocyluecTBieHus, aHTuteno cBsazbiBaeT CS5 uenoseka npu pH 6,0 u 25°C ¢
Kp > 10 sM. B ngpyrom Bapuante ocymectsieHus, [(Kp aHTurena wmm ero
aHTUreHCBs3bIBatoero ¢gparmenta anst C5 genoseka nmpu pH 6,0 u npu 25°C)/(Kp antutena
WIM ero aHTWreHcBsi3biBaromero (parmenta mis CS wenoseka npu pH 7,4 u mpu 25°C)]
aHTHUTENA COCTABIAET Oonee 25.

JpyruM MILTFOCTpaTUBHBIM aHTUTENOM npotuB CS sBisiercs antureno 7086, onucaHHoe
B ITarentax CIIIA No. 8241628 u 8883158. B omHOM BapuaHTe OCYILECTBJICHUS, aHTUTENIO
comepsxkut CDR unu BapuabenbHble 00JIACTH TSKEJION U Jierkoi uenu u3 aHturena 7086 (cm.
[Matentsr CIIIA No. 8241628 u 8883158). B npyrom BapuaHTe OCYINECTBJICHUS, AHTHTENO HJIH
€ro aHTUTeHCBs3bIBaNOIUM (parMeHT coneps:kut aomMeHbl CDR1, CDR2 u CDR3 Tsikenoit memnu,
UMeEIoIHe TocienoBarenbHocTH, ykazanabie B SEQ ID NO: 21, 22 u 23, COOTBETCTBEHHO, U
nomensl CDR1, CDR2 u CDR3 nerko#i nemnu, UMerOLIHe MOCIEAOBATEIPHOCTH, YKa3aHHBIC B
SEQ ID NO: 24, 25 u 26, cOOTBETCTBEHHO. B pyrom BapuaHTe OCyILIECTBICHUs, AHTUTENIO WU
€ro aHTUTeHCBS3BIBAOIIMN (hparMeHT conmep:kut obsnacte VH u3 antutena 7086, umeromnyro
MOCJIeOBATEIbHOCTh, yKazaHHyrdo B SEQ ID NO:27, u obmacte VL w3 anturena 7086,
MMEIOIIYIO MOCJIEA0BATENbHOCTD, YKazaHHyo B SEQ ID NO:28.

JlpyruM WIIIOCTPAaTUBHBIM aHTUTeNoM npotuB C5 sBnsercs Takxke aHtureno 8110,
onucanHoe B Ilatentax CIIJA No. 8241628 u 8883158. B onHOM BapuaHTe OCYLIECTBJIEHUS,
aatureno conepkur CDR wnm BapuaOesbHbIe 00JaCTH TSDKENIOW M JIETKOW LETIH U3 aHTUTENa
8110. B npyrom BapuaHTe OCYIIECTBIEHHSI, AHTUTENO WIH €r0 aHTUTE€HCBS3bIBAOIIUI (parMeHT
conepxut nomeHbl CDR1, CDR2 u CDR3 Tspkenoit memnu, UMEOIINE TMOCIEA0BATENIbHOCTH,
ykazanHabie B SEQ ID NO: 29, 30 u 31, coorBercrBenHo, u aomensl CDR1, CDR2 u CDR3
JIETKON 1emnyu, WMeRlIne mnocienoBatenbHocT, ykasanable B SEQ ID NO: 32, 33 u 34,
COOTBETCTBEHHO. B Ipyrom BapuaHTe OCYILIECTBIIEHHs, aHTHUTENO conmep:kuT odnacte VH u3
anTutena 8110, UMEOIIYIO TOCIENOBATENLHOCTD, YKka3aHHy0 B SEQ ID NO: 35, u obnacts VL

u3 anturena 8110, UMeErOIIy0 MOCIEA0BaTENBHOCTD, YKa3aHHy0 B SEQ ID NO: 36.
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JpyruM HJUTIOCTPaTUBHBIM aHTuTesnioM npotuB C5 sBisiercs antuteno 305LOS,
ormucanHoe B US2016/0176954A1. B omHOM BapuaHTe OCYLIECTBJICHHUS, AHTUTEJO COAEPIKHUT
CDR wunu BapuabenbHble 007aCTH TsDKENOW M Jerkoil nenu u3 anturena 305LOS. B ppyrom
BApPUAHTE OCYIIECTBJICHUS, AHTHUTEJO WJIM €ro aHTHICHCBS3BIBAIOIINHA (PAarMEHT COAEPIKHUT
nomeHsl CDR1, CDR2 u CDR3 Tspkenoit nenu, uMeroIue nociaeioBaTeIbHOCTH, YKa3aHHbIE B
SEQ ID NO: 37, 38 u 39, coorBerctBeHHo, u nomeHsl CDR1, CDR2 u CDR3 nerkoii memnwu,
uMeroIue nocienoBarenpbHocTH, ykasanHele B SEQ ID NO: 40, 41 u 42, coorBercTBeHHO. B
OPYTOM BapUaHTE OCYLIECTBJICHUs, aHTHUTEJO comep:kut obmacte VH u3 antmrena 305LOS,
UMEOIIYIO0 MOCIeN0OBaTeNbHOCTh, Yka3aHHyo B SEQ ID NO: 43, u obnacte VL u3 antutena
305L0S, umerouyo nocienoBaTeIbHOCTb, yka3zaHHyo B SEQ ID NO: 44,

JpyruM WUIHOCTpAaTUBHBIM aHTuUTenoM npotuB (5 sABmgerca antureno SKYS9,
orucanHoe B Fukuzawa T., er al, Rep. 2017 Apr 24;7(1):1080). B omHom Bapuanre
ocyuecTieHus, antureno cogepxkutr CDR ummu BapuabenbHble 00JaCTH TSKENOW U JIErKOH
nenu w3 anturena SKYS59. B papyrom BapuaHTe OCYINECTBICHMs, AHTUTENO WIH €ro
AHTUTEHCBSI3BIBAIOIIUIT ()PArMEHT CONEPIKHUT TSDKENyHo Lenb, copepkamyo SEQ ID NO: 45, u
Jerkyto uerb, cogepxkamyo SEQ ID NO: 46.

Jpyrum wWUIIOCTpaTUBHBIM aHTUTeNoM npotuB C5 sBmsercs antureno REGN3918
(raxke wm3BectHoe kak H4H12166PP), omucannoe B US20170355757. B omHOM BapuaHTe
OCYLIECTBJICHUs, AHTHTEJIO COIEPKUT BapuabOeNbHyI O0JacTh TSHKENOH Ienu, COAEpIKallyro
SEQ ID NO:47, u BapuabenbHyt0 oOnacth Jjerkoil unemu, comepxkamyro SEQ ID NO:48. B
IPYyroM BapHaHTe OCYIIECTBJICHHS, aHTUTEJIO COAEPIKUT TSDKENYIO 1emnb, conepxkainyo SEQ ID
NO:49, u nerkyro nensb, cogepxamyo SEQ ID NO:50.

B npyrom BapuaHTe OCYIIECTBJICHHUS, AHTUTENIO KOHKYPUPYET 3a CBSI3bIBAHUE W/HJIH
CBSI3BIBAETCS C TEM K€ CaMbIM 3MHUTONOM Ha C5, 4TO U BBILIEYOMSHYTbIE aHTUTENA (HATIPUMED,
sKkynu3ymMad, paByiam3ymad, antutesno 7086, antureno 8110, awtmreno 305LOS, antuTeno
SKY59 unu antureno REGN3918). B apyrom BapuaHTe OCYIIECTBJIEHUS, aHTHUTEJIO UMEET IO
MeHbInei Mepe npudbausutrenbHo 90% HASHTUYHOCTh AMHUHOKUCIIOTHOH TOCIIENOBATENIbHOCTH
BapuabesbHONH 00JacTH C BBILICYNOMSHYTBIMH aHTUTENaMH (Hampumep, MO MeHbIueil mepe
npubmsuTenbHo 90%, 91%, 92%, 93%, 94%, 95%, 96%, 97%, 98% wnu 99% UNEeHTUIHOCTH
BapHuadeIbHON 001acTH).

AnTtuTteno nporuB C5, onucaHHOE B HACTOALIEM OIHUCAHUHM, MOXET, B HEKOTOPBIX
BapUAHTAX OCYINECTBJICHHUS, COAEPIKaTh BAPUAHT KOHCTAHTHOU oOjactu Fc denmoBeka, KOTOPbBIH
CBsI3bIBa€T HeOHaTaNbHbIM pernenrop Fc uenoeeka (FcRn) ¢ Oonmbmedi adhduHHOCTBIO, uYeM
HATHBHAsl KOHCTaHTHast obnactk Fc uenoBeka, U3 KOTOPOI MPOMCXOANT BAPHUAHT KOHCTAHTHOMN
obnactu Fc yenoseka. Hanpumep, koHcTaHTHast 06yacTh F¢ MokeT conmepskaTh OaHy wiu Oonee
(Hampumep, ABe, TPHU, YEThIpPE, ISITh, LIECTh, CEMb WJIM BOCEMb, WIN OoJiee) aMUHOKUCIOTHBIX
3aMEH, OTHOCUTENIbHO HATUBHOH KOHCTaHTHOH obmactu Fc denmoBeka, n3 KOTOPOH MPOHCXOIUT
BApPUAHT KOHCTaHTHOW oOmactu Fc denoeka. 3ameHbl MoOryT ysenuuuBaThb adPUHHOCTH
cBsi3bIBaHMA aHTUTENa IgG, comepskamero BapuaHT KOHCTaHTHOH obnactu Fc, ¢ FcRn mpu pH

6,0, B TO e BpeMsl COXpaHsisi 3aBUCUMOCTh B3aummozneicTeus ot pH. Crmocobsl TecTupoBaHus
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TOrO, NEWCTBUTENBHO JIM OJHA WM Oojiee 3aMeH B KOHCTaHTHOM oOjactu Fc aHTuTesna
yBenmnunBaroT apPuHHOCTH KOHCTaHTHOH obOnactu Fc mmsa FcRn mpu pH 6,0 (B TO ke Bpems
COXpaHssl 3aBUCHMOCTh B3amMonedcTBust ot pH), wusBecTHel B 1aHHOH obmactu U
NPOMILTIOCTPUPOBaHbl B padounx mpumepax. Cm., Hanpumep, PCT/US2015/019225 u Ilarent
CIIIA No. 9079949 nonHoe copepkaHHE KaKAOTO U3 KOTOPBIX IMPHUBEAEHO B HACTOSILEM
ONMCAaHUU B KAYECTBE CCHUIKH.

3aMeHbl, KOTOpbIe YBEIMYUBAIOT a((PUHHOCTD CBA3BIBAHUS KOHCTaHTHOH obOmactu Fc
anTutena st FcRn, n3BeCTHBI B TaHHOW 00JIACTH M BKJIIOYAOT, HarpumMep, (1) TpoitHyro 3aMeHy
M252Y/S254T/T256E, onucannyto B Dall’Acqua et al. (2000) J Biol Chem 281: 23514-23524;
(2) 3amennr M428L umm T250Q/M428L, onucanneie B Hinton et al. (2004) J Biol Chem
279:6213-6216 u Hinton et al. (2006) J Immunol 176:346-356; u (3) 3amenbl N434A wunn
T307/E380A/N434A, onucanneie B Petkova et al. (2000) Int Immunol 18(12):1759-69.
Homnonuureneasle mapsl 3amen: P2571/Q3111, P2571/N434H wu D376V/N434H omnucansbl,
Hanpumep, B Datta-Mannan et al. (2007) J Biol Chem 282(3):1709-1717, nonHoe conepkaHue
KOTOPOTO NPUBEACHO B HACTOSALIEM ONMCAHUH B KaU€CTBE CCHUIKHU.

B HexoTOpBIX BapHaHTaX OCYINECTBJICHUS, BAPUAHT KOHCTAHTHON O0JIACTH MMeEET 3aMeHy
aMuHOKHUCNOTHOrO ocratka 255 no EU anda Banuna. B HEKOTOPBIX BapuaHTax OCYLIECTBJICHUS,
BapUAHT KOHCTAHTHOH 0OJACTH MMeeT 3aMeHy aMHHOKHCIOTHOro ocrarka 309 mo EU s
acraparnHa. B HEKOTOPBIX BapMaHTaxX OCYINECTBJICHUS, BAPHAHT KOHCTAHTHOH 00JacTH MMeeT
3aMeHy aMUHOKHUCJIOTHOro ocratka 312 mo EU nns u3oneiinuHa. B HEKOTOpBIX BapuaHTax
OCYILIECTBJIEHHUS, BAPUAHT KOHCTAHTHOMN OOJIACTH MMEET 3aMeHy aMHHOKUCJIOTHOTO ocTtaTtka 386
no EU.

B HeKoTOpbIX BapHaHTaX OCYILIECTBIEHHs, BAPUAHT KOHCTAaHTHOI oOnactu Fc comepkut
He Oonee 30 (mampumep, He Oonee 29, 28, 27, 26, 25, 24, 23, 22, 21, 20, 19, 18, 17, 16, 15, 14,
13, 12, 11, 10, neBsATH, BOCBMH, CEMHU, IECTH, MSITH, YETHIPEX, TPEX WIH JABYX) AMUHOKUCIIOTHBIX
3aMeH, BCTABOK WJIM JIEJICIMi, OTHOCUTEJIbHO HATUBHON KOHCTAHTHOW OOJIACTH, U3 KOTOPOH OH
NPOUCXOOUT. B HEKOTOPBIX BapHaHTAaxX OCYILIECTBJIEHHs, BAPHAHT KOHCTaHTHOH obmactu Fc
COIEPUT OAHY WM OoJiee aMUHOKHCIIOTHBIX 3aMeH, BBIOPAHHBIX W3 TPYIIIbI, COCTOSILIEH 3!
M252Y, S254T, T256E, N434S, M428L, V2591, T250I u V308F. B HekoTOpbIX BapuaHTax
OCYILECTBJICHUs, BAapUAHT KOHCTAHTHOW oOxactu Fc denoBeka CONEPKUT METHOHUH B
nonoxkeHun 428 u acnaparuH B nonoxkeHun 434, kaxnabii cormacHo Hymepaunun EU. B
HEKOTOPBIX BAPHAHTAaX OCYIIECTBJICHUS, BAPHAHT KOHCTAHTHOH oOnactu Fc conmepkut nBOIHYIO
3ameny 428L/4348S, kak onucano, Hanpumep, B [Taterre CIIIA No. 8088376.

B HexoTOpbIX BapuaHTaxX OCYLIECTBJIEHUS TOYHAs JIOKANU3aLUs 3TUX MyTalUHd MOXKET
OBITh CABHHYTAa OTHOCHUTEJIbHO TIOJIOXKEHUSI B HATUBHON KOHCTaHTHOW oOnactu Fc uenoseka u3-
3a KOHCTpyupoBaHus antutena. Hanpumep, neotiHast 3amena 4281./434S, mpu UCTIOIB30BAaHUH B
xumepHoM Fc 1gG2/4 moxer cooTBeTcTBOBaTh 429L 1 435S, Kak B Bapuantax M429L u N435S,
oOHapysxeHHbIX B BNJ441 (paBynmsymabe) u ommcanHbeix B Ilatente CLIIA HOMep 9079949,

MOJIHOE COACPIKAHUEC KOTOPOr'o NPpUBEACHO B HACTOALIEM OINMUCAHUUN B KAYECTBE CCHUIKU.
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B HekoTOphIX BapWaHTaX OCYLISCTBJICHUS, BAPHAHT KOHCTAHTHOW OOJACTH COINEPKHUT
3aMEHY B NOJIOKEHMM aMUHOKMCIOTHI 237, 238, 239, 248, 250, 252, 254, 255, 256, 257, 258,
265, 270, 286, 289, 297, 298, 303, 305, 307, 308, 309, 311, 312, 314, 315, 317, 325, 332, 334,
360, 376, 380, 382, 384, 385, 386, 387, 389, 424, 428, 433, 434 unu 436 (o nymepauuu EU),
OTHOCHUTEJIbHO HATHBHOW KOHCTaHTHOH obmactu Fc denoBeka. B HEKOTOpHIX BapuaHTax
OCYIIECTBJICHUS, 3aMEHa BBIOpaHAa W3 TPYIIbI, COCTOSLIEH W3. METHOHWHA MJis TJIHUIMHA B
nosiokeHuu 237, anaHuHa AJis NPOJIMHA B MOJIOKEHUU 238 IU3UHA AJIs CEPUHA B MOJIOKEHUU
239; w3oneWnuHA I JIM3WHA B TOJOXeHUH 248; ananuHa, (eHWIaJaHWHA, U30JICHIINHA,
METHOHMHA, TJIyTaMHHA, CEepUHA, BajWHA, TpunTodaHa WIM THUPO3UHA I TPEOHHHA B
nojioxxeHnu 250; ¢peHnnanannHa, TpuntodpaHa Uik THPO3UHA 111 METHOHUHA B TIOJIOXKEHUH 252,
TPEOHMHA Ul CEPUHA B MOJIOKEHUU 254, TiyTaMUHOBOM KUCJIOTHI U1l apTMHUHA B MOJIOKEHUHN
255; acmaparuHOBOM KHCJIOTBI, IJIyTAMHUHOBOM KHUCJIOTBI WJIM IJIyTaMHHA Ui TPEOHUHA B
MOJIOKeHUU 256, anaHuHa, IIMLWHA, W30JeHLIMHA, JEeHLMHA, METHOHMHA, acraparuia, CepuHa,
TPEOHUHA WJIN BAJIMHA JUJIS IPOJIMHA B MOJIOKEHUU 257; TUCTUMHA JJIs1 TIIyTAMUHOBOW KUCJIOTHI
B MOJIOXKEHUH 258; ajaHMHA Ui aCIaparuHOBOH KHCJIOTHI B IMOJOXKEHUH 265; (eHmIasaHnHa
IJIs1 aCTaparMHOBOM KHUCJIOTHI B MoJjiockeHUM 270; anaHuWHA WM TJIyTAMUHOBON KHUCJIOTHI IS
acriaparvia B MOJOKeHUM 286, TMCTHIMHA JUIsl TPEOHMHA B MOJOXXKEHUM 289; ajaHuHa aJis
acraparvuHa B NOJOKeHuH 297, riIvuMHa U1 CepUHA B MOJOXKEHUH 298, anaHuHA AJid BaJIUHA B
nonoxeHuu 303; anaHuHa AJ BajduHAa B nosiokeHUM 305; anaHuHA, acnapariHOBOM KUCJOTEHI,
(eHnnanaHuHa, TIMLKMHA, THCTUAWHA, U30JICHINHA, JTU3UHA, JIEHIIMHA, METHOHUHA, acrapariHa,
MPOJIMHA, TJIyTaMUHA, apTMHUHA, CEPUHA, BajMHA, TpUNTOodaHa WM TUPO3UHA IJIST TPEOHUHA B
nonoskennn 307; amanuHa, (peHWIANAHWHA, W3OJEHIMHA, JIEWLMHA, METUOHHHA, MPOJIMHA,
rJIyTaMUHA WM TPEOHUHA JJIsl BaiMHA B nojioxkeHUu 308; ajaHuHA, acapardiHOBOM KUCIIOTHI,
IJIyTAMUHOBOM KMCJIOTBI, MPOJIMHA, WIM apTUHUHA JJIS JICMIMHA WK BajJuHa B noyioxenun 309;
aJaHWHA, TUCTUIAWMHA WU H30JEHLUMHA JUIsl TAyTaMUHAa B mojnokeHuu 311, amanuHa win
TUCTUIMHA JJI aCTIapariHOBOM KUCJIOTHI B MOJIOKEHUH 3 12; MTU3MHA WM apTUHUHA IS JIeHLUHA
B nosiockeHnu 314; ajaHvWHa WM TUCTUAMHA JJIs acraparvHa B MosioskeHuH 315, anaHuHa auis
JU3WHA B MNOJOKeHMU 317, rauuuHa [Uisl acrmaparuHa B TOJIOKEHWH 325; BaluHA it
HM30JIEHIIMHA B IIOJIOKEHNH 332; JeHIIUHA IS IN3UHA B IOJIOKEHUH 334; TUCTUANHA IS JIM3UHA
B MOJIOKeHUU 360; ajaHuHa AJis aclapariHOBOM KHUCJOTHI B TMOJIOKEHUHU 376, alaHWHA AJiA
IJIyTAMUHOBOM KUCJIOTHI B 1OJ10keHuH 380; ajaHuHa AJi Ty TAMUHOBOM KHUCJIOTHI B MOJIOKEHUH
382, amaHuHa AJis acraparuHa Wi CEpUHA B MOJIOKEHHHM 384; acrmaparvHOBOW KHCJIOTBHI WIH
TUCTUAWHA AJs DNIMLHAHA B MOJOXKEHMM 385, MpoNMHA [y TIyTaMUHA B NOJOXKeHuu 380,
IJIyTAMUHOBOM KHUCJIOTHI JJIsl IPOJIMHA B MOJIOKEHUH 387, allaHMHA WJIM CEPUHA JJIsl acraparuHa
B MOJIOKeHUU 389; anaHuHa A CepUHA B MOJIOKEeHUU 424, anaHuHa, acCnapariHOBON KUCJIOTHI,
(deHMNanaHuHa, TJIWUIWHA, TUCTUAWHA, W30JICHIMHA, JIU3WHA, JICWIMHA, acrapardHa, MpPOJIHHA,
rlyTAMHHA, CEepPUHA, TPEOHWHA, BAJMHA, TPUNTOdAHA WU TUPO3WHA JJIi METHOHHHA B
noyiockeHnn 428; Ju3WMHA AN TUCTHAMHA B mojnoxeHnn 433; anaHuHa, (QeHMIaIaHWHA,
TUCTUAWHA, CepuHa, TpuntodaHa WM THPO3WHA JUIsl acmaparvHa B mojokeHun 434; u

THCTUIMHA JUTS TUPO3WHA WK (EeHUIIAJIaHuHA B MToJIoskeHNH 436, Bce o Hymepamn EU.
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IIpuronuele antutena nporuB CS5 A UCHIONB30BAaHUS B CIIOCO0AX, OMHCAHHBIX B
HACTOSIIEM ONHMCAHWH, B HEKOTOPBIX BapHAHTAX OCYIIECTBJIEHHs, COIEPXKAT TMOJIHIIENTH
TSDKEJION LIeNH, COAEp Kalluii aMUHOKUCIOTHYIO TOCJIEOBATEIbHOCTD, NoKa3aHHyo B SEQ ID
NO:14, w/vnu noNMMnenTua JErKOW e, COAep KAl aMHHOKHCIIOTHYO TTOCIIEIOBATEIBHOCTD,
nokazaHHyro B SEQ ID NO:11. AnsrepHatuBHO, anTuTena npotuB CS5 s UCMOJNB30OBAHUS B
crioco0ax, ONMHMCAHHBIX B HACTOSIIEM ONMCAHUHU, B HEKOTOPHIX BAPHAHTaX OCYILIECTBIICHHS,
cofiepKaT MOJHUIENTH TSDKENON Lenu, CoaepsKaluii aMUHOKHCIIOTHYIO TMOCJIENOBATENbHOCTD,
nokazaHnHyro B SEQ ID NO:20, w/wunm mnonumentun JIETKOW Lenu, Coaep Karqui
aMUHOKHUCJIOTHYO [TOCJI€A0BAaTENbHOCTD, TokasaHHyo B SEQ ID NO:11.

B onnoM BapuaHTe ocymectBieHus, antureno cssbBaeT CS mpu pH 7,4 u 25°C (u, B
UHOM cClilydae, B (PU3MOJOTHUECKUX YCIOBHSIX) ¢ KOHCTaHTOH adduunoit muccormauuu (Kp),
cocrapisitomeii mo mensied mepe 0,1 (mampumep, mo mensiueir mepe 0,15, 0,175, 0,2, 0,25,
0,275, 0,3, 0,325, 0,35, 0,375, 0,4, 0,425, 0,45, 0,475, 0,5, 0,525, 0,55, 0,575, 0,6, 0,625, 0,65,
0,675, 0,7, 0,725, 0,75, 0,775, 0,8, 0,825, 0,85, 0,875, 0,9, 0,925, 0,95 wnmu 0,975) aM. B
HEKOTOpPBIX  BapuaHTax  ocymectsienus, Kp anrurena mnporuB C5 wumum  ero
AHTHTeHCBS3bIBAIOIIErO (hparMeHTa coctasisieT He Oojiee 1 (Hampumep, He Oomnee 0,9, 0,8, 0,7,
0,6, 0,5, 0,4, 0,3 wmu 0,2) HM.

B npyrux Bapuantax ocyumecteienus, [(Kp anturena mis CS npu pH 6,0 mpu 25°C)/(Kp
anturena anst CS npu pH 7,4 npu 25°C)] cocrasnsier 6onee 21 (manpumep, 6osee 22, 23, 24, 25,
26, 27, 28, 29, 30, 35, 40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 110, 120, 130, 140, 150,
160, 170, 180, 190, 200, 210, 220, 230, 240, 250, 260, 270, 280, 290, 300, 350, 400, 450, 500,
600, 700, 800, 900, 1000, 1500, 2000, 2500, 3000, 3500, 4000, 4500, 5000, 5500, 6000, 6500,
7000, 7500 unu 8000).

CrniocoObl  ompefeNneHusi TOrO, CBSI3bIBAET JIM AHTUTENIO OEJKOBBIM AHTHUIEH, W/WJIH
onpenenenus: apUHHOCTU aHTHUTeNA IJisi OEJIKOBOTO aHTUIE€HA M3BECTHBI B JAHHOW OO0JACTH.
Hampumep, cBs3piBaHUE aHTUTENA C OEJNKOBBIM AHTUT€HOM MOXKHO JETEKTUPOBATH W/HIIH
OLICHUBATh KOJHYECTBEHHO C HCIOJb30BAHUEM MHOXKECTBA CIIOCOOOB, TaKUX Kak, HO 0Oe3
orpaHuueHusi, BecTepH-OJOTTUHT, HNOT-OJOTTUHT, CHOCOO TOBEPXHOCTHOIO IIJIA3MOHHOTO
pe3onanca (SPR) (Hampumep, ¢ ucnonbp3oBanueM cucteMbl BIAcore; Pharmacia Biosensor AB,
Uppsala, Sweden wu Piscataway, N.J.) wiu TBepnodasHblii MMMyHO(QEPMEHTHBIH aHAIH3
(ELISA). Cm., nanpumep, Benny K. C. Lo (2004) «Antibody Engineering: Methods and
Protocols», Humana Press (ISBN: 1588290921); Johne et al. (1993) J Immunol Meth 160:191-
198; Jonsson et al. (1993) Ann Biol Clin 51:19-26; u Jonsson et al. (1991) Biotechniques 11:620-
627. Kpome Toro, crocoObl usmepenusi ahGuHHOCTH (Hampumep, KOHCTAHT AWCCOLUAIMH U
CBSI3bIBAHMS) YKa3aHbI B pA0OYNX NpUMeEpax.

B pamkax nzobperenusi, TepMuH «k,» OTHOCHUTCS K KOHCTAHTE CKOPOCTH ISl CBS3BIBAHHSI
aHTUTEeNa ¢ aHTUreHOM. TepMHH «kg» OTHOCHUTCS K KOHCTaHTE CKOPOCTH JJISl TUCCOLIMALNN
aHTHUTEeNa W3 KOMIUIekca aHtureno/antureH. M tepmun «Kp» OTHOCHUTCS K pPaBHOBECHOH
KOHCTaHTe IUCCOLIHMALNHU JUIsI B3aMMOJCHCTBHSI AHTHTENO-aHTUTeH. PaBHOBECHYIO KOHCTaHTY

JUCCOLIMALIMN BBIBOAAT M3 COOTHOIIEHUS] KHHETHYECKUX KOHCTaHT ckopocth, Kp=k,/ky Takue
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onpeneneHus: npennoutureabHo nposomaT npu 25°C wm 37°C (cMm. paboume mpuMephI).
Hanpumep, xuHeTHKy cBs3biBaHusA aHTUTena ¢ C5 yenoBeka MoxxHO ompenensats npu pH 8,0,
7,4, 7,0, 6,5 u 6,0 mocpencTBOM MOBEPXHOCTHOTO MIa3MOHHOTO pe3onanca (SPR) B ycrpoticTse
BIAcore 3000 ¢ wucmonbp30BaHHEM CIOCO0A CBS3bIBAHUS MPOTUB Fe sl mMMOOWIM3anuu
aHTHTENA.

B omHomM BapmaHTe  ocymecTBieHus, aHtuteno nporuB  C5  wummm ero
AHTUIeHCBSA3BIBAIOIIMK  (parmMeHT OJOKuMpyeT oOpa3oBaHME WM AaKTHBHOCTb aKTHBHBIX
¢parmenToB CS5a w/umu C5b 6enka CS (mampumep, Oenka C5 uenoseka). ITocpeacrsom 3Toro
onokupytromero 3¢dexra, aHTUTENa HHTUOMPYIOT, HANPUMEpP, MPOBOCTATUTENbHBIE 3((HEeKThI
C5a n obpazoBanne MmemOpanoarakyouiero komruiekca (MAC) C5b-9 Ha mOBEPXHOCTH KJIETKH.

CrniocoObl onpeneneHust TOro, AEHCTBUTEIBHO JIM KOHKPETHOE AHTHUTEJO, ONMHCAHHOE B
HACTOSIIIEM ONMCAaHUM, HUHrubupyer pacuieruiedne C5, H3BECTHbI B JaHHOHW 0OJacTu.
WHrubuposanue koMroHeHTa komruiemMeHTa C5 denoBeka MOXET yMEHbIIATh CIIOCOOHOCTb
KOMIUIEMEHTa K JIM3UCY KJIETOK B JKUAKOCTSAX OpraHusMa cyObekra. Takue yMeHbLICHUs
CIOCOOHOCTH K JIM3UCY KIIETOK KOMILJIEMEHTA, MPHUCYTCTBYIOLIETO B JKHUIKOCTH(KHIKOCTSIX)
OpraHu3Ma, MOYKHO M3MEPSTh CIOCOOAMH, XOPOLIO MU3BECTHBIMU B JAHHOH OOJIACTH, HApUMeEp,
TAaKUMH KaK OOILIENPUHSTHIA FeMONUTHYECKUI aHAIN3, TAKOHM KaK aHAJIN3 FeMOJIN3a, OTMCAHHBINA
B Kabat and Mayer (eds.), «Experimental Immunochemistry, 2" Edition», 135-240, Springfield,
IL, CC Thomas (1961), pages 135-139, nnu o01menpuHSTHIA BapUAHT 3TOTO aHAIN3a, TAKOH KaK
croco0 remMoJr3a SpUTPOLMTOB KypHILbI, Kak onucaHo, Hanpumep, B Hillmen et al. (2004) N
Engl J Med 350(6):552. CniocoObl onpeaesieHust TOro, AeUCTBUTEIBHO JIU COSTUHEHUE-KaHIUAAT
uHruoupyer pacmerieHue C5 denoBeka Ha Gopmbr CS5a u CSb, u3BecTHBI B TaHHON 00acTH U
onucanbl B Evans et al. (1995) Mol Immunol 32(16):1183-95. Hanpumep, KOHLEHTPALMIO W/WITH
¢usnonornueckyro aktuBHOcTh CS5a m CSb B KMIOKOCTH OpraHu3Ma MOXKHO H3MEPSThb
croco0amMu, XOpOIIO H3BECTHBIMH B JaHHOH obOmactu. s CSb, MOXHO uCHOnb30BaTh
reMOJINTHYECKHE aHAJN3bl MM aHaJIu3bl pacTBopuMoro C5b-9, kak oOCyKAar0T B HACTOSIIEM
onucaHnu. MOXHO TaK)ke HCIOJIb30BaTh APYTHe aHAIMU3bI, M3BECTHBIC B NaHHOUN obmactu. C
UCTIOJIB30BAHUEM aHAJIU30B 3TUX WJIH APYTUX MPHUTOAHBIX THUIOB, MOXKHO NMPOBOAUTH CKPUHUHT
CPeACTB-KaHAMIATOB, CIIOCOOHBIX HHITHOMPOBATH KOMIIOHEHT KoMIuIeMeHTa C5 uenoBeka.

HNmmyHomorudeckue crnocoObl, Takue Kak, HO Oe3 orpanwueHusi, ELISA, MoxHO
UCTIONB30BATh U U3MepeHUs1 KoHUeHTpanuu Oenka CS5 W/WiM mpORyKTOB €ro pacLIeTUICHHS,
IUIA  OTIpeneNieHus1 CcrocoOHocTH aHTuTena npotuB C5 WM ero aHTUTeHCBS3BIBAIOIIETO
¢parmenta uHrHOUpoBaTh mnpespaimieHue CS5 B OHWONOrMUECKHW AaKTHBHBIE IPOAYKTHL B
HEKOTOPBIX BAPHAHTAX OCYILIECTBIECHHs, M3MepSIOT oOpa3oBanue C5a. B HEKOTOPBIX BapHaHTax
ocyIecTBieHus1, cnenupuieckne aist Heosnurona C5b-9 aHTHTENa UCTIONB3YIOT IS AETEKIIUU
(dbopMHUpPOBaHHS TEPMUHAIBHOTO KOMILIEKCa KOMIUIEMEHTA.

I'emonuTHueckrue aHaNIM3bl MOXKHO HCIIONB30BATh JUISL OINPENENIeHUs] WHTHOMPYHOIIEi
aKTUBHOCTH aHTHTeNa MpoTHB C5 MM €ro aHTUIreHCBSI3bIBAOLIETO (PparMeHTa, o OTHOLICHUIO
K aKTHBaUMK KoMmruieMeHta. [[ns ompenenenust >ddexra anturena npotuB CS5 wmmm ero

AHTUT'CHCBA3BIBAIOIECIO (1)parMeHTa Ha OHOCpeHOBaHHbIﬁ KIIACCUYCCKUM IMIyTEM aKTHBaLlUN
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KOMILUIEMEHTA T€MOJIN3 B ChIBOPOTKE, TECTUPYEMBII PACTBOp i# Vifro, HapUMep, SPUTPOLIUTHI
OBILBL, TIOKPBITBIE TEMOJHM3HMHOM, WM JPHUTPOLUTHl KYPHUIl, CEHCHOWIM3HPOBAHHBIE C
UCTIOJNIb30BAHUEM AHTHTENA TPOTHUB SPUTPOLIUTOB KYPHIBL, HCIOJB3YIOT B KAueCTBE KIETOK-
munieHed. IlponeHt nmsuca HopmanusyroT, cuutas 100% nu3uC  paBHBIM  JIM3UCY,
NPOUCXOSAINEMY B OTCYTCTBHE MHIHMOMTOpa. B HEKOTOpBIX BapHaHTax OCYILIECTBICHHS,
KJIACCUYECKHH MyTh AaKTHBALMK KOMIUIEMEHTAa AaKTUBHPYIOT TOCPEACTBOM aHtHuTena I[gM
YeJioOBeKa, HalpuMep, Kak HCIONB3YIOT B HaOope Uil aHajh3a KIAcCHUYEeCKOro IyTH
komruiementa Wieslab® (Wieslab® COMPL CP310, Euro-Diagnostica, Sweden). Kpatko,
TECTHPYEMYIO  CBIBOPOTKY  HMHKyOWpyror ¢  aHturenoMm mnpormB C5  wimm  ero
AHTUIeHCBA3BIBAIOIINM (parMeHTOM, B NPHUCYTCTBUU aHTUTena IgM uenoseka. KommuectBo
oOpazoBanHoro (C5b-9 wu3MepstOT MOCPENCTBOM TMpPHUBENCHHUS CMECH B  KOHTAKT C
KOHBIOTHPOBAHHBIM ¢ (hepMeHTOM aHTHUTenoM npotuB C5b-9 u ¢ayoporenusim cyberpaTrom, u
U3MEPEHUs] ONTUYECKON IUIOTHOCTH IIPU COOTBETCTBYIOLIEH JJMHE BOJHBI B KadecTse
KOHTPOJIS, TECTUPYEMYIO ChIBOPOTKY MHKYOHPYIOT B OTCYTCTBHE aHTHTeNa npotuB C5 min ero
AHTUTEHCBSI3BIBAIOIIETO (parMeHTa. B HEKOTOpBIX BapHaHTAaX OCYINECTBICHUS, TECTHPYeMast
CBIBOPOTKA MPEACTaBJIIET COOOW CHIBOPOTKY C HENOCTATOYHOCTBIO (5, BOCCTAHOBJIEHHYIO C
ucnonb3oBanueM nonunenruaa CS.

Jns onpenenenust >ddexra anturena npotuB CS5 HMIM €ro aHTUT€HCBSI3BIBAIOIIETO
¢dparmMeHTa Ha ONMOCPENOBAHHBIA AJBTEPHATUBHBIM IyTEM I'€MOJIN3, HECEHCHOMIN3UPOBAHHbIE
SPUTPOLIUTHI KPOJIMKA WIM MOPCKOHM CBHHKH MOYKHO HCIIOJIb30BATh B KAYECTBE KJIETOK-MHUIIECHEH.
B HEKOTOpBIX BapHaHTax OCYLIECTBICHMs, TECTUPYEMbIil PacTBOP CBHIBOPOTKH MPEICTABIISET
co0Ol CBIBOPOTKY € HENOCTaTOYHOCTBIO (5, BOCCTAHOBJIEHHYIO C  HCIOJb30BAHHEM
nommnentuna CS. Ilpouent nmsuca HopMmanmm3yroT, cuuras 100% Ju3WC paBHBIM JIU3HCY,
NPOUCXOISAIIEMY B OTCYTCTBHE MHTHOMTOpa. B HEKOTOpBIX BapHaHTax OCYLIECTBIICHHS,
AJIbTEPHATUBHBIN MyTh KOMIUIEMEHTA aKTUBHPYIOT MOCPEACTBOM MOJIEKYJI JIUTIOMOJUCAXAPUA,
HampuMep, KakK HCIONb3YIOT B HaOOpe Il aHaiu3a ajJbTePHATHMBHOTO NMYTH KOMIUIEMEHTA
Wieslab® (Wieslab® COMPL AP330, Euro-Diagnostica, Sweden). Kparko, Tectupyemyro
CBIBOPOTKY MHKYOHPYIOT ¢ aHTHTEJIOM NpoTHB C5 WIIN €ro aHTUreHCBSA3BIBAIOIINM (pparMeHToM
B TPUCYTCTBUM Jumonojucaxapuna. KommuectBo oOpasoBanHoro C5b-9  m3mepsitoT
NOCPECTBOM MPUBEACHHUS CMECH B KOHTAaKT C KOHBIOTHPOBAHHBIM C ()EPMEHTOM AHTHTEJIOM
nporuBe  C5b-9 u  ¢ayoporeHnsiMm cyOcTpatoM, W u3MepeHUs (IyOPECUHEHLIUH TpU
COOTBETCTBYIOIIEH JUTMHE BOJHBI. B KauecTBe KOHTPOJIS, TECTHPYEMYIO CHIBOPOTKY MHKYOHUPYIOT
B OTCYTCTBHUE aHTHTENA NMPOTHB C5 MK €ro aHTUIe€HCBSI3bIBAIOLIETO (PParMeHTa,.

B HekoTOpBIX BapHaHTax OCYIIECTBJICHHUS, akTUBHOCTP C5 wim ee WHruOMpOBaHUE,
OLICHMBAIOT KOJHMYECTBEHHO ¢ wucnonb3oBaHueM aHanmu3a CHS50eq. Amnanuz CHS0eq
npencTaBisieT cobol crnocod m3MepeHus o0Iel akTHBHOCTH KJIACCHYECKOTO My TH KOMILUIEMEHTA
B CBIBOPOTKE. DTOT TECT MPEACTABISACT COOOH JUTHYECKHH aHajHn3, B KOTOPOM HCIOJB3YIOT
CEHCHOMTM3NPOBAHHBIE AHTUTEJIOM SPUTPOLIUTHI B KaYECTBE AKTHBATOPA KJIACCHYECKOTO MyTH
aKTUBALMH KOMIUIEMEHTA, U Pa3JINYHbIC PA3BEACHUS TECTUPYEMON CBIBOPOTKH AJIsI OTIPENEIICHHUS

KOJHYeCTBa, HeoOxomumoro mst nojayderus S0% nusuca (CHS0). IlponeHT remosnmsa MOKHO
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OTIpEeAeNATh, HAPUMEP, C UCIIONIb30BaHueM criekTpodoromerpa. Ananmms CHS0eq obecnieunBaer
HerpsiMoe u3MepeHue (popMupoBaHus TepMHHAJIbHOrO Komruiekca kowmmuiementa (TCC),
nockosbky cobctBeHHO TCC sBIsIeTCsl HANPSIMYIO OTBETCTBEHHBIM 33 U3MEPSIEMBbIH T€MOJTH3.

OTOT aHajIu3 SBISAETCS XOPOILIO H3BECTHBIM U PACHPOCTPAHEHHBIM B IpPAKTUKE IS
crenyanucra B JaHHOH obOmactu. KpaTko, Ui akTHBALMM KJIACCHYECKOrO MYyTH aKTHBALUU
KOMILUIEMEHTA, Hepa3BedeHHble 0Opa3lbl ChIBOPOTKU (HANpPUMEp, BOCCTAHOBJIEHHBIE OOpAa3Ilbl
CBIBOPOTKH 4YeJlOBeKa) AO00aBISIOT B JIYHKM MHKpPOIUIAHINETa Ui aHAlK3a, COIepiKallne
CEHCUOMIIN3UPOBAHHBIE AHTUTENIOM PUTPOLUTHI, YTOOB! TakuM obpazom nonyuuts TCC. 3atem,
AKTUBUPOBAHHBIE CHIBOPOTKH PA3BOAST B JYHKAX MHUKPOIUIAHINETA ISl aHAJIN3a, MOKPBITBIMU
CBSI3BIBAIOIIMM DPEAareHTOM (HampuMep, AaHTUTENIOM, CBS3BIBAIOIIMM OJUH wiIu  Ooee
komnioHeHTOB TCC). TCC, mpucyTcTByOLMil B aKTHBHPOBAHHBIX 00pa3slax, CBS3BIBAETCS C
MOHOKJIOHQJIbHBIMU @HTUTEJIAMHU, KOTOPBIMU MOKPBITA MOBEPXHOCTD JIYHOK MUKPOIUIAHIIETA IS
aHanmu3a. JIyHKM MPOMBIBAIOT, M B KAKAYIO JIYHKY JOOABIISAIOT PEAreHT A NEeTEKIH, MEUEeHHBIN
noajaroleicss aerekuuu MeTkod u y3Haromuil ceasaHHbll TCC. Ilogparomasics aetexuuu
METKa MOXKET MPEeACTaBJsTh COOOH, Hampumep, (JIyOpPeCUEHTHYH) METKy Wi (PEePMEHTHYIO
MeTKy. Pesynbrarel aHanusa BelpakatoT B CHS50 enMHUYHBIX 5KBUBAJIEHTOB HAa MUJUTHJIUTP
(CHSO0 en. s5xB./mn).

WNHrubuposanue, HanmpuMep, MO OTHOIIEHHIO K aKTUBHOCTH TEPMHUHAJIBHOTO KOMILUIEKCA
KOMIUIEMEHTa, BKJIOUAET 110 MeHbIel Mepe 5 (Hanpumep, 1o MeHbIuel mepe a 6, 7, 8, 9, 10, 15,
20, 25, 30, 35, 40, 45, 50, 55 wnn 60) % yMeHbIIEHHEe aKTHBHOCTH TEPMUHAJIBHOTO KOMILIEKCA
KOMIUIEMEHTa, HalpuMep, B reMOJUTHYecKOM aHanuse win aHanuse CHS50eq, mo cpaBHEHUIo ¢
3¢ pexToM KOHTPONBHOrO aHTHUTEN A (WJIM €r0 aHTUIEHCBSI3BIBAIOLIETO (PparMeHTa) B CXOIHBIX
YCIOBUAX M B OSKBUMOJISIPHOW KOHLEHTPAILMU. 3HAYWTEbHOE WHTHOMPOBAaHME, B pPaMKax
U300peTeHHs,, OTHOCHTCS K WHTMOWUPOBAHUIO IaHHOW AaKTHBHOCTH (HAMpPUMEpP, aKTHBHOCTH
TEPMHMHAJIBHOTO KOMILJIEKCa KOMIUIEMEHTA) MO MeHblueld Mepe Ha 40 (Hampumep, MO MEeHbIIEH
mepe 45, 50, 55, 60, 65, 70, 75, 80, 85, 90 wnu 95, wnu Gonee) %. B HEKOTOPBIX BapHaHTAX
OCyIIeCTBJIeHHUs, aHTUTeN0 MpoTuB C5, OonMHuCaHHOE B HACTOSINEM OMHCAHHUM, CONEPIKUT OJHY
i Ooyiee aMUHOKHCIIOTHBIX 3aMeH, oTHocuTesibHO CDR sxynusymaba (t.e., SEQ ID NO:1-6),
erle coxpassisi mo Menbined Mepe 30 (Hampumep, mo MeHbinel mepe 31, 32, 33, 34, 35, 36, 37,
38, 39, 40, 41, 42, 43, 44, 45, 46, 47, 48, 49, 50, 55, 60, 65, 70, 75, 80, 85, 90 umu 95) %
UHTUOMPYIOIIEH KOMIUIEMEHT AaKTUBHOCTH JKyJM3ymMada B TE€MOJUTHYECKOM aHAIHM3e WU
ananmze CHS50eq.

Antureno mnporuB CS5, ommMcaHHOE B HACTOSIIEM OMHCAHUH, WMEET BpeMs
TIOJTY BBIBEJIEHUS] B CIBOPOTKE Y YEJIOBEKa, COCTABJIAIOIIEE MO MeHbIIei mepe 20 (Hampumep, 1o
MeHnbinen mepe 21, 22, 23, 24, 25, 26, 27, 28, 29, 30, 31, 32, 33, 34, 35, 36, 37, 38, 39, 40, 41,
42, 43, 44, 45, 46, 47, 48, 49, 50, 51, 52, 53, 54 wmm 55) cyrok. B npyrom Bapuante
OCyllecTBJIeHUs,, aHTuTeno npotuB C5, onucaHHOE B HACTOSIIEM ONMCAHUH, UMEET BpeMs
MOJIyBBIBEJICHUsI B CBHIBOPOTKE Yy 4YEJIOBEKa, COCTaBjsAroniee mo MeHblned mepe 40 cytok. B
APYyrOM BapHaHTe OCYLIECTBJIEHMs, aHTuTeNo npoTtus C5, onucaHHOE B HACTOSIIEM OMMCAHUY,

UMEeT BpeMs MOJYBBIBEIEHUS B CHIBOPOTKE Y HYEJIOBEKA, COCTABJISIOLIEE MPUOIM3UTENBHO 43
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CyTOK. B npyrom BapmaHTe OCyIIeCTBIICHHS, aHTUTENO NpoTuB C5, ommcaHHOE B HACTOSIIEM
OIMHCAHNH, UMEET BPEMS TOJyBBIBECHHUS B CBIBOPOTKE Y YEJIOBEKA, COCTABIAIOIIEE MEXIy 39-
48 cytok. CriocoObl M3MepeHus] BpEMEHHU TOJIyBbIBEEHHUsI AHTUTENIA B CHIBOPOTKE W3BECTHBI B
IaHHOM oOjacTu. B HEKOTOpBHIX BapHaHTaX OCYINECTBJIEHUs, aHTHTENO npotuB C5 wmim ero
AHTUTeHCBSA3BIBAIOIINN (PpParMeHT, OIHMCAHHbIE B HACTOSIIEM ONHCAHUH HMEIOT BpEMs
NOJIyBBIBEZIEHHS B CBIBOPOTKE, IO MeHbIIel Mepe Ha 20 (Hampumep, o MeHbined mepe 30, 35,
40, 45, 50, 55, 60, 65, 70, 75, 80, 85, 90, 95, 100, 125, 150, 175, 200, 250, 300, 400, 500) %
IPEBBIIIAIOIIEE BPEMS MOJYBBIBEACHUS B CBIBOPOTKE HKyJIM3yMada, HanmpuMep, Kak H3MEPEHO B
OHOW M3 MOJEJBHBIX CHCTEM Ha MbIIAX, OMHCAHHBIX B padoO4yMX mpumepax (Hampumep, y
Mpliei ¢ HemoctaTogHocThio C5/NOD/scid uny B MOZEIbHOM CHCTEME Ha TPAHCTEHHBIX MBIIIAX
hFcRn).

B onHOM BapuaHTe OCYLIECTBIIEHMs, AHTUTENO KOHKYPHPYET 3a CBs3bIBAHUE W/WIIH
CBSI3BIBAETCS C TEM JK€ CaMbIM 3mHUTONOM Ha C5, YTO M aHTHUTENA, ONHCAHHbIE B HACTOSINEM
onucaHnM. TepMUH «CBA3BIBAETCA C TEM K€ CAMbBIM IMTONOM», NMPUMEHHUTEIBHO K JIBYyM WU
Oonee aHTUTENaM, O3HAYAET, YTO AHTHTENA CBA3BIBAIOTCS C OJHUM M TEM e (pparMeHToOM H3
AMMHOKHCJIOTHBIX OCTATKOB, KakK OIPEAENeHO MOCPEeACTBOM aaHHOro crocoda. CrocoObl
OTIpeJIeIeHUs] TOTO, NEHCTBUTEIBHO JIM AHTUTEJNA CBSI3BIBAIOTCS C TEM K€ CAMBIM AIIMTOIIOM Ha
C5», uro m aHTUTENAa, ONMUCAHHbIE B HACTOSINEM ONMCAHUM, BKJIIOYAIOT, HANPUMEp, TaKue
CrocoObl  ATHTOIHOIO KApTHPOBAHMSA, KAaK pPEHTreHorpauyeckue aHaiu3bl KPHCTAJUIOB
KOMIUIEKCOB aHTHICH.aHTHTENO, OOECIeuMBAIOIINE AaTOMHOE pas3pelleHHe 3MUTONA, U Macc-
CIIEKTpOMETpHsl ¢  BomoponHo/medirepueBbiM  obmenom (HDX-MS). Jlpyrue cnocoObl
MOHUTOPHUPYIOT CBS3bIBAHUE AaHTUTENAa C NEeNTUAHBIMH (parMeHTaMH aHTHUreHa WU
MYTAHTHBIMH BAapUAHTAMH AHTHI€HA, TI/I€ TMOTEPI0 CBS3BIBAHHMA H3-3a MOAH(HKALUU
AMHHOKHCJIOTHOTO OCTaTKa B TIOCJIENOBATENIbHOCTH AHTHIEHA YacTO pPAaCcCMATPUBAIOT Kak
NoKa3areib KOMIOHEHTa 3muTona. Kpome TOro, MOXKHO TaKyke HCIIOJb30BaTh KOMITBIOTEPHBIE
KOMOMHATOPHBIE CIOCOOBI  SMUTOMHOTO KAPTHUPOBAHMSA. OJTHU CIOCOOBI OCHOBaHBI HA
CHOCOOHOCTH MPEACTABISIIOIIET0 HHTEPEC aHTUTENA K aQpUHHOMY BBINEICHUIO CrelH(UIECKIX
KOPOTKHUX MENTHIOB M3 KOMOWHATOPHBIX OHOMMoTek ¢aroBoro auciuiest nentuaoB. OKUAaroT,
YTO AaHTUTENA, MMEIOLINe OIWHAKOBbIe mocienoBaTesibHOCTH VH m VL mnu  ogmHaKkoBbIe
nocaenoBateibHOCTH CDR1, 2 u 3, CBSI3BIBAIOT OJUH U TOT K€ SITUTOIL

AHTHTENA, KOTOPbIe KKOHKYPHUPYIOT C JPYTUM aHTUTEJIOM 32 CBS3BIBAHHE C MHUIICHBIOY,
OTHOCATCS K aHTHUTENaM, KOTOpble WHTHOMPYIOT (YaCTHYHO WJIHM TIIOJIHOCTBIO) CBSI3bIBAHUE
APYTOrO aHTUTENA ¢ MULICHBIO. JIeHCTBUTENBHO JIM ABA AHTUTENIA KOHKYPHUPYIOT APYT € APYTOM
3a CBS3BIBAHHE C MHIIEHBIO, T.€., NEHCTBUTEIBHO JIU M IO KAKOH CTENEHHW OIHO AHTUTEIO
UHTUOMPYET CBS3BIBAHHE JIPYIrOro aHTUTENa C MHUIICHbI, MOXKHO OINpenNeNsiTbh ¢
HUCIOJBb30BAHUEM H3BECTHBIX HKCIMEPUMEHTOB MO KOHKYPEHIMH. B KOHKPETHBIX BapHUaHTax
OCYILECTBJICHUSI, AHTUTEJIO KOHKYPHPYET C IOPYTMM AHTUTEJIOM M HHIHOUPYET CBsI3bIBAHHE
OPYyroro aHTUTEJa ¢ MUIIEHBIO 1O MeHbliel Mepe Ha 10%, 20%, 30%, 40%, 50%, 60%, 70%,
80%, 90% wmu 100%. VYpoBeHb HWHTMOMPOBAHUS WJIM KOHKYPEHLUH MOXKET SBJIATHCS

pa3jiniHbIM, B 3aBUCUMOCTU OT TOT'O, KAKOC€ AHTUTECJIO SABJISICTCA ((6.]'IOKI/Ipy1-OH_[I/IM AHTUTCJIOM»
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(T.e., XOJIOAHBIM AHTUTEJIOM, KOTOPOE CHadasla MHKYOHPYIOT ¢ MuineHbr0). KoHkypupyromue
aHTUTENa CBA3BIBAIOT TOT JK€ CaMblil SIMUTOMN, MEPEKPBIBAIOIIUINCA SIUTON WU COCEIHUE
STMUTOINBI (HAIPUMEP, KaK JOKA3aHO 10 CTEPUYECKUM 3aTPyAHEHUSIM).

AnTtnrena mpotuB CS5 WM WX AHTHIEHCBS3BIBAKOLINE (DparMeHThI, OIMCAHHBIE B
HACTOSIIIEM OIMMCAHUH, HCIIONIb3yEeMbIe B CIIOCO0AX, OMMCAHHBIX B HACTOSIIEM ONUCAHUH, MOYKHO
NOJly4aTh C HCIOJIb30BAHHEM MHOXECTBA M3BECTHBIX B JaHHOW o00iacTu crmocoOoB.
MOHOKJIOHAIbHBIE aHTUTENA MOXHO TOJYy4aTh MOCPEACTBOM PA3IMYHBIX CIIOCOOOB, N3BECTHBIX
CeuuatucTy B JaHHOW oOmactu. KpaTko, KJIeTKH Cene3eHKH OT  JKUBOTHOTO,
UMMYHU3UPOBAHHOTO JKEJATEJIbHBIM AHTUTE€HOM, HMMOPTAIM3YIOT, OOBIMHO MOCPENCTBOM
cnusiHuA ¢ KieTkoi muesnomsl (cMm., Kohler & Milstein, Eur. J. Immunol. 6: 511-519 (1976)).
AJNbTepHATUBHBIE CIIOCOOBI UMMOPTAIM3ALMN BKIFOYAIOT TPAHC(POPMALIUIO BUPYCOM DIIITeHHA-
bapp, oHKOreHaMM WM PETPOBUPYCAMM, WM APYTHE CIIOCOOBI, XOPOLIO M3BECTHBIE B JAHHOM
obnactu. KojoHNM, BOZHUKAIOIINUE U3 OTAENBHBIX MMMOPTAJIU30BAHHBIX KJIETOK, IOABEPTaIOT
CKPUHHMHIY MO TMPOAYKLMU AHTHUTENl C JKEJAaTeJbHON CHeHU(PUIHOCTBIO U ap(PUHHOCTBHIO IS
AHTUT€HA, U BBIXOJ MOHOKJIOHAJBHBIX AHTUTEJ, MPOAYLHUPOBAHHBIX TAKUMHU KJIETKAMU, MOXKHO
YBEJIMUMBATh TOCPEACTBOM PA3JIMYHBIX CHOCOOOB, BKIIIOYAs MHBEKLHUIO B OPIOIIHYIO MOJIOCTh
MO3BOHOYHOIO XO35iIMHA. AJBTEPHAaTHBHO, MOXXHO BbAEHATh mnocnueposarenpHoctu JIHK,
KOIUPYIOLTNEe MOHOKJIOHAJIbHOE AHTUTENO WM €ro CBSA3BIBAIOLIMHA (PParMEHT, MOCPEICTBOM
ckpununra Oubmmorexkn JIHK u3 B-kieTok uesnoBeka, B COOTBETCTBHM C OOLIUM CHIOCOOOM,
onrcanubiM B Huse, ef al., Science 246: 1275-1281 (1989).

I1. Komno3uuuu

Hacrosiee n3o0peTeHne OTHOCUTCS TakKKe€ K KOMIIO3ULIUSIM, COIEPIKALIUM aHTUTEINO
npotuB CS5 wiIM €ro aHTUTEHCBSI3bIBAOIUN (parmMeHT. B OnHOM BapuaHTe OCYLIECTBIICHHS,
KOMITO3ULMsT copepkutT antureno nporus CS5, comepskamee nomensl CDR1, CDR2 u CDR3 B
BapuabesbHON 00JIACTH TSDKEJION LIeTH, UMEROINeH MOC/IeIoBaTeNIbHOCTh, YKa3aHHyo B SEQ ID
NO:12, u nomenst CDR1, CDR2 u CDR3 B BapuabenbHO# 00jacTH JIETKOH LENMH, UMEIOIIEH
nocnenosaTtenbHOCTh, ykasaHHyro B SEQ ID NO:8. B npyrom BapuaHTe OCYLIECTBIIEHUS,
antuteno npotuB C5 CONEPKUT TsDKENble U JIETKHE LeNH, UMEIOLINe IOCIeN0BaTebHOCTH,
nokazaHHble B SEQ ID NO:14 u 11, coorBercTBeHHO. B Apyrom BapuaHTe OCYILIECTBIIEHUS,
antuteno npotuB C5 COAEPKUT TsDKENble U JIETKHE LeNH, UMEIOLINe I0CIeN0BaTebHOCTH,
nokazanabie B SEQ ID NO:20 u 11, cooTBETCTBEHHO.

KoMmno3uuun MOXHO COCTaBJsITh B (popMe (apMaLeBTHUECKOTrO pacTBOpa, HAIpUMep,
IUIE  BBEHNEHHUA CYOBEKTY MU JIEYEHUS WM TPEAOTBPALICHHS ACCOLUHPOBAHHOTO C
KOMILIEMEHTOM Hapyuenus, Takoro kak PNH unn aHUS. ®@apmanieBruyueckie KOMNO3ULNHU, KaK
NPaBUIO, BKIHOYAOT (papManeBTUYECKH NpPHEMIIEMBbIi HOcUTelb. B pamkax wu3o0pereHws,
«(apManieBTUIECKN TPUEMIIEMbI HOCHTENb» O0OO3HA4YaeT W BKJIIOYAET BCE 0€3 HCKIIIOYCHHUS
pPacTBOPUTENH, AUCIeprupyoLiye cpenpl, MOKPBITHS, aHTHOAKTepUAIIbHBIE u
NPOTHBOTPUOKOBBIE CPEACTBA, M30TOHUYECKHE M 3aMeisione abcopOmoo CpeacTea, 1 T.IL.,

KOTOpPBIC  ABJIAKOTCA (I)I/ISI/IOJ'IOFI/ILIGCKI/I COBMCCTHMBIMH. KOMHOBI/ILII/II/I MOTYyT BKJIFOYaTb
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(bapMaLeBTHUECKH MPUEMIIEMYIO COJIb, HAMIPHMEP, KUCIOTHO-aAUTHBHYIO COJIb WJIM OCHOBHO-
aJTUTHBHYIO COJIb, Caxapa, YIJIEBObI, TIOJIHOJIBI W/ WA MOAU(HUKATOPbI TOHUIHOCTH.

KoMno3nuun MOXHO COCTaBIATh B COOTBETCTBHHM CO CTaHAAPTHBIMH CIIOCOOAMHU.
ITonyuenne (QapmManeBTHYECKHX COCTABOB SIBISIETCS XOPOIIO pa3BUTOW OOJACTBIO, W
JOTIOTHUTENIPHO OmnrcaHo, HanpuMmep, B Gennaro (2000) «Remington: The Science and Practice
of Pharmacy», 20% Edition, Lippincott, Williams & Wilkins (ISBN: 0683306472); Ansel et al.
(1999) «Pharmaceutical Dosage Forms and Drug Delivery Systemsy, 7 Edition, Lippincott
Williams & Wilkins Publishers (ISBN: 0683305727); u Kibbe (2000) «Handbook of
Pharmaceutical Excipients American Pharmaceutical Association», 3™ Edition (ISBN:
091733096X). B HEKOTOpBIX BapHaHTaxX OCYIIECTBJICHUs, KOMIIO3HLUIO MOJKHO COCTaBJISTb,
Harpumep, B popme 3a0y(epeHHOro pacTBopa B NOAXOALIEH KOHIEHTPALUH U IPUTOJHOTO AJIs
xpanenus npu 2-8°C (nanpumep, 4°C). B HEKOTOPBIX BapHaHTax OCYILECTBJICHUS, KOMITO3ULIHIO
MO>KHO COCTaBJIATh AJIsl XpaHeHus npu temnepatype Hwxke 0°C (Hanpumep, -20°C unu -80°C). B
HEKOTOPBIX BapHAHTaX OCYIIECTBJIEHUS, KOMIIO3ULIMIO MOJKHO COCTABIIATH Ui XPAaHEHHs B
TE4YEeHHe BIUIOTH 70 2 JieT (Hampumep, OAHOTO MeCALA, IBYX MECSIEB, TPEX MECSLEB, YeThIpeX
MECSILIEB, MATH MECSLEB, IECTH MECALIEB, CEMH MECSLIEB, BOCbMH MECSLEB, NEBATH MecsALes, 10
mecsites, 11 mecsiues, 1 ropa, 1% ner nnu 2 ner) npu 2-8°C (nmanpumep, 4°C). Takum obpazom,
B HEKOTOPBIX BApMAHTAaX OCYLIECTBJIEHMs, KOMIIO3ULMH, OMHCAHHBbIE B HACTOALIEM OIUCAHWH,
ABJSIFOTCS. CTaOWJIBHBIMU TIPU XpaHEHMH B Te4eHue 1o MeHbiueil mepe | roma mpu 2-8°C
(manpumep, 4°C).

dapmarieBTUYeCKie KOMIIO3ULUN MOTYT HaXOIUThCS BO MHOXKECTBEe (hopM. DTH (HOpMBI
BKJIFOYAIOT, HAMPUMED, JKUAKHUE, TIOJyTBEPAbIE M TBEPAbIE JIEKApCTBEHHbIE (OPMBI, TAKHE KaK
JKUJIKUE PAcTBOPBI (HAMpUMep, MPUTOAHbIE JJISi UHBEKIHMU W UH(Y3UU PacTBOPBI), TUCTIEPCHU
WIN CyCTIEH3UH, TaOJETKH, IJIIOJIH, TOPOLIKH, JIUTOCOMBI U cynno3utopud. [IpeqnoyrurenbHas
¢opMa 3aBHCHUT, HYACTHYHO, OT HAMEYEHHOTO CrHoco0a BBENEHHUS M TEPANeBTUYECKOrO
npuMeHeHus. Hampumep, KOMITO3UIMHM, COAEp KaIlhe KOMIIO3HMILMIO, MPEIHA3HAYCHHYIO IS
CHCTEMHOMW WJIM MECTHOM TOCTABKU, MOTYT HaXOIUThCS B (POpPME MPUTOAHBIX JJIT UHBEKLIUU WITH
uHpy3un pactBopoB. COOTBETCTBEHHO, KOMIIO3MLIMM MOXHO COCTABJISATH JUJISI BBEACHUS
NapeHTepPaIbHBIM ~ COocOOOM  (Hampumep, TOCPEACTBOM  BHYTPHBEHHOW,  MOJKOXKHOWM,
BHYTPHOPIOIIMHHONH WJIM BHYTPUMBIIIEYHOW WHbeKIMH). «llapeHTepaipHOE BBEICHUEY,
«BBOJUMBIH TMApEeHTEPAJIbHO» M JPYrHe I'PAMMATHYECKH SKBHBAJEHTHbIE (pasbl, B pamKax
u300peTeHus, OTHOCATCS K crmoco0aM BBENEHHs], OTJIMYHBIX OT SHTEPAJIBHOTO U MECTHOTO
BBEJICHUSI, OOBIYHO MOCPEICTBOM HMHBEKIUH, W BKIIOYAKOT, 0€3 OrpaHH4YeHHs], BHy TPUBEHHYIO,
UHTPAHA3AJIbHYIO, BHYTPHUIJIA3HYIO, JIETOYHYIO, BHYTPUMBIIICYHYIO, BHYTPHAPTEPHAIBHYIO,
UHTPATEKAJBHYIO, UHTPAKAICYJISIPHYIO, BHYTPHOPOUTAIIBHY IO, BHYTPHUCEPACUHYO,
BHYTPHKOXHYIO, BHYTPHIJIETOUHYIO, BHYTPHUOPIOIIMHHYIO, TPAaHCTPAXEaJbHYI0, MOAKOXKHYIO,
CYOKyTHKY JISIPHY IO, BHYTPHUCYCTaBHYO, CyOKarCyJIIpHYy IO, cyOapaxHOMIATBHYIO,
UHTPACTIMHAJIBHYO, 3MUY PATBHY IO, UHTpauepeOpaIbHyIo, WHTPaKPaHUAIBHYIO,

UHTPAKaPOTHIHYIO U HHTPACTEPHAIBHYIO HHBEKIIUIO 1 HHPY3HIO.
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B opgHOoM BapmanTe ocymecTBieHus, kommosunus comepxur ALXNI1210 (Takxke

u3BecTHbIN Kak Ultomiris™, antureno BNJ441 wnm paBynmmusymald) uisi mHbeKIHH. B omHOM

>
BAapUAHTE OCYLIECTBJICHMs, PACTBOP Ui WHBEKIHMH MPENCTABISET COOOH CTEPHIIBHBIN, OT
NPO3pavyHOro A0 TMOJYIPO3PavyHOro, HUMEIINUH OeloBaTyl0 OKpacKy, CBOOOAHBIH OT
KOHCEpPBAHTOB  pacTBOpP [Jsl BHYTPUBEHHOIO HCIONb30BaHUA. B  npyrom BapuaHTe
OCYIECTBJICHUsS], KQXIbIH (pIakoH st oqHOKpaTHOH 103bl comepkut 300 mr ALXN1210 mns
UHbEKIMN B KOHUeHTpauun 10 mr/mn ¢ pH 7,0. B ppyrom BapuaHTe OCYLIECTBICHHS,
ALXNI1210 nnst wabeKUun TpeOyeT pasBelNeHHs 10 KOHEYHOH KOHIEHTpauuu S5 mr/mu. B
OPYTOM BapHWaHTe OCYINECTBJICHHS, KaXKAbld MJI JOMOJHUTENbHO conep:xut nonucopdar 80 (0,2
Mr) (PacTUTENBHOIO MNPOHCXOXKAEHUs), Xxjopun Hatpus (8,77 Mr), ABYXOCHOBHBIM ¢ocdar
Hatpus (1,78 mr), onHoocHOBHBIH docdart Hatpust (0,46 Mr) v BOY 11 UHBEKLIUH.

III. Cnoco0bl JieueHust

Hacrosee nsobperenne orHocutes k criocodam nedenuss PNH nimu aHUS y manumenra-
YeloBeka, BKIIOYAIOIIMM  BBeJIEHHE TmauueHTy aHturena mnpotuB C5  wumm  ero
AHTUTEHCBSI3BIBAIOIIETO (pparMenTa, rae aHTuTeso NpoThB C5 MM ero aHTUreHCBSI3bIBAOIIUI
¢parmMeHT BBOIAT (WM TNpPEOHA3HAYAIOT U1 BBEICHUS) B COOTBETCTBUU C KOHKPETHBIM
KJIMHUYECKUM PEXHMOM J03UPOBaHUs (T.€., TP KOHKPETHOM YPOBHE J103bI U B COOTBETCTBUU C
KOHKPETHBIM PAaCIICaHUEM TO3UPOBAHMUSA).

B pamkax n3oOpeTeHus, TEpMHUHBI «HMHAYKLMS» M «(aza MHAYKLUH» HCIOIb30BAHbBI
B3aMMO3aMEHsIeMO 1 0003HAYAIOT NEPBYIO (pasy JeueHns B KIMHUIECKOM HUCCIIeJOBAHHH.

B pamkax wu3oOpereHus, TEepMHHBI «moxaepkaHuey u «(dasza MOANEPIKAHUS
UCTIOJIb30BAHBl B3aMMO3aMEHsieMO U 0003HAYalOT BTOPYHO a3y JeYeHUs B KIMHUYECKOM
UCCIIEIOBAaHNH. B KOHKPETHBIX BapuaHTaX OCYIIECTBJICHUS, JICUEHHE MPOAOJIKAIOT HACTOJIBKO
JOJTo, TIOKa HAOMIOMAIOT KIMHUYECKOe TPEHMYINeCTBO, MM TOKa HE BO3HHKHET HE
MOJAOLIASICS. KOHTPOJTKO TOKCUYHOCTD HJI TIPOTPECCUPOBAHKE 3a00IEBaHUSI.

B pamkax wu3o0pereHHs, TEPMHUH «CYOBEKT» WIHM «IALUEHT» MPEACTaBIsieT CcOoOOit
NalHMeHTa-4eJIoBeKa (HampuMep, MaLUeHTa, MMEIOIIEero acCOLHMHPOBAHHOE C KOMIUIEMEHTOM
cocrosinue, Takoe kak PNH umu aHUS).

B opHOM BapmaHTe OCYLIECTBIEHHs, ACCOLHMHPOBAHHOE C KOMIUIEMEHTOM COCTOSHUE
npeAcTaBisieT coO0H MapoKCHU3MaIBHY0 HOUHYIO remorioounyputo (PNH). PNH npencrasiser
co0oii TpuoOpeTeHHOe T'eMOJUTHYECKOe HapylleHne, HauboJiee YacTO BO3HUKAOIIEE Y
B3pocibix (Brodsky RA., Blood. 2015;126:2459-65). 3a0oneBaHre Ha4YMHAETCS C KJIOHAJIBHON
SKCIMAHCUU MeMATOMO3THYECKON CTBOJIOBOU KJIETKH, MPUOOPETIIEeH COMATUYECKYI0O MYTAlHIO B
rene PIGA (Brodsky RA., Blood. 2014;124:2804-1). CnenoBatenbHO, KJIeTKH KposH rpu PNH
JMIIEHBI 3asKOpeHHoro rmkodocharunumnosuronom (GPI) 6enka u UMEOT HEOCTATOYHOCTD
CBSI3aHHBIX C MEMOpaHOW MHruOupyromux komruieMeHT 6enkoB CDSS u CDS9. B orcytcTBue
CDSS5, npucyTcTByeT yBeNMYEHHE OTJIOXKEHHUS NMPOAYKTOB pacLICTUICHHs Oellka KOMIUIEMEHTa
C3 Ha MOBEPXHOCTAX MEMOpaH KJIETOK KPOBH, B CBOIO OU€pelb, MPUBOASIIIEE K PACIICIUICHUIO
C5 na CS5a u C5b. Ilaronorust U KJIMHHYECKHUE TPOsiBNIeHUsT nmanueHToB ¢ PNH HaxonsTcs mox

yIpaBJI€HUEM HEKOHTPOJIHUPYEMON aKTUBALIUA TEPMUHAIBHOIO KOMIIJIEKCA KOMILIEMEHTA.
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C5a mpencraBnsier coOOW aKTUBHBIN aHA(UIATOKCHH, XEMOTAKCHYECKUH (akTop U
AKTUBUPYIOIIYIO KJIETKH MOJIEKYJY, OTIOCPEAYIOINHA MHOKECTBO BHIOB NMPOBOCHAIUTENBHON U
nporpomboTudeckoi aktuBHOCTH (Matis LA, ef al., Nat. Med. 1995;1:839-42; Prodinger et al.,
Complement. In: Paul WE, editor. Fundamental immunology (4th ed). Philadelphia: Lippincott-
Raven Publishers; 1999. p. 967-95). C5b mnpuBnekaer TepMHHAIbHbIE KOMIIOHEHTBI
kommiementa C6, C7, C8 u C9 nns popmMupoBaHHs MPOBOCTIAIUTEIBHOMN, MPOTPOMOOTHUECKOH,
LUTOJIUTHYECKON mopoodpasyromeii mojiekysibl CS5b-9, B mporecce, KOTOPbIH, B HOPMaJIbHBIX
YCIIOBHSIX, MOXKeT ObITh OJokupoBaH Ha MeMmOpane sputpouuta (RBC) nocpencrsom CDS9. ¥V
nanueHToB ¢ PNH, ogHako, 3TH KOHEYHBIE CTaJUU MPOAOIDKAIOTCS OECKOHTPOJIBHO, AOCTHUrast
reMoJIn3a U BbICBOOOXKIEHHUs] CBOOOJHOIrO reMOrjIo0NHa, TaK e KaK aKTUBALMH TPOMOOIIMTOB
(Hill, et al., Blood 2013; 121:4985-96). Ilpu3znaku u cumnromel PNH MoOXHO oTHecTH K
XPOHMYECKOMY, HEKOHTPOJHPYEMOMY pAaCLICTIEHHIO KOMIIOHEHTa koMmruieMeHta C5, wu
BbIcBOOOXKIeHM0 C5a u C5b-9, npusoasimemMy k remonn3y RBC, koTopeie COBMECTHO MPUBOASAT
k (Hill, et al, Blood 2013; 121:4985-96; Brodsky RA., Blood. 2014;124:2804-1):
BBICBOOOKIEHHIO BHYTPUKJIIETOYHOTO CBOOOAHOrO reMorioduHa u nakraraeruaporenassl (LDH)
B KPOBOTOK B KadeCTBEe NPSMOrO IOCIEACTBHS I'€MOJH3a, HEOOPATUMOMY CBSI3BIBAHHUIO U
uHakThBauuu okcupa asora (NO) remornobuHoM, u wuHruOupoBaHuto cuHTe3a NO,
BA30KOHCTPUKLIMM M HIIEMUH TKAHEBOTO JIOXkKa M3-3a OTCYTCTBHsI cocypopaciuupsitomero NO,
TaK € KaK K BO3MOXXHBIM MHKPOTPOMOaM, MPOSIBISIFOIIMMCS Kak OOMM B OONACTH JKHBOTA,
nucdarust U SpeKTUIbHAS TUCPYHKLNSA, aKTUBALHSI TPOMOOLIUTOB, W/UJIH MPOBOCHAIUTEIEHOE U
nporpomboTudeckoe coctosiuue. CyinecTBeHHass A0Jsi TaiuieHToB ¢ PNH HCHBITBIBAIOT
aucyHKIUIO MoYky U jerounyto runeprensuto (Hillmen, ef al., Am J Hematol.2010;85:553-9.
[erratum in Am J Hematol. 2010;85:911.]; Hill, et al., Br. J Haematol. 2012;158:409-14; Hill, et
al., Blood 2013; 121:4985-96). IlanieHThI TakKe WUCTBITHIBAIOT BEHO3HBIN MJIM apTEpPHATIbHBIMN
TpOMOO3 B pa3HOOOPA3HBIX YUACTKAX, BKIFOUAsl OPIONIHYIO TOJOCTh MITH LEHTPAIbHYIO HEPBHYIO
cucremy (Brodsky RA ., Blood. 2014;124:2804-1).

B npyrom BapuwaHTe OCYIIECTBIICHHs, aCCOLMUPOBAHHOE C KOMIUIEMEHTOM COCTOSHUE
npeAcTaBisieT OO0 aTUNMMYHBIA reMONuTHKO-ypemudeckuii cunapom (aHUS). Ilaronorus u
KJIMHUYeCcKHe nposiieHus nanuerToB ¢ aHUS Taxike HaXOmATCs MOJ YIIPABICHHEM aKTHBALIUU
TEPMHMHAJIBHOTO KOMIUIEKCa KOMIUIeMeHTa. bonee koHkpeTHO, aktuBauusi CS5 u HapylueHue
peryJsiiuM aKTUBALMM KOMIUIEMEHTA TMPHUBOAAT K COOBITUSM TOBPEXKICHHS HHIOTEIHS,
notpeOeHus TPOMOOLIUTOB U TPOMOOTHUYECKOH MHUKPOAHTHOTIATUH (TMA),
XapaKTEPU3YIOLIUMCS TPOMOOLIUTONIEHHEH, MEXaHUYECKHM BHYTPHCOCYAUCTBIM TE€MOJH30M H
NOBpeXAeHHEM NOYKU. BakHo, uro mpubmmsurenpHo 20% MalMEHTOB HUCHBITHIBAIOT TAKKE
BHENOYEYHbIE TIPOSIBIICHHsI 3a0O0JIeBaHMs, BKJIOYAs 3aTPArMBaHWE IIEHTPAJIbHONH HEPBHOH
CHCTEMBI, CepaLa, >KEeNyIOYHO-KUIIEYHOTO TPAaKTa, AUCTAJBHBIX OTHAEIOB KOHEYHOCTEH, U
TSDKENoe cucTeMHoe mopaxenue opranoB (Loirat, ef al., Orphanet. J. Rare Dis. 2011;6:60).
Cumnromer aHUS xoporo H3BECTHBI CIIEUATNCTAM B O0JIACTH MEAULIMHBI PEAKUX 3a00IeBaHUI
WM 3a00NIeBaHUI TMOYEK W BKJIOYAIOT, HANpUMEp, TSDKENYK THIEPTEH3HIO, MPOTEHHYPHIO,

ypeMHIO, JIETAPTHIO/Y TOMIISIEMOCTD, Pa3apaKUTENbHOCTD, TPOMOOLIUTONIEHHIO,
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MHUKPOAHTHONATHYECKYI0 TEMOJINTHYECKYI0 aHEMUIO U HapyIIeHust (PYHKLIHUU MOYeK (HampuMmep,
OCTPYIO TIOYEYHYIO HEIOCTATOYHOCTD).

aHUS MoskeT sBISATBCS T€HETHUECKUM, MpUoOpeTeHHbIM miu uauonarundecknM. aHUS
MO>KHO paccMaTpUBaTh KaK M€HETHYECKH, KOrja ABa Wiu Oonee (HampuMmep, TPH, YEThIPE, MATh
WIA IIecTb, WM Oojee) WIEHOB OOHOH W TOW K€ CEMbU CTAaHOBATCS IOPAKEHHBIMU
3a00/eBaHNEM C HMHTEPBAJOM [0 MEHbBIIEH Mepe IIeCTh MeECsSIEeB, M BO3IeHCTBHE OOLIero
MyCKOBOrO (pakTopa MCKIKYEHO, MM KOTAa OfHa MM Ooyiee MyTalMil B aCCOLMHPOBAHHBIX C
aHUS renax (mampumep, omHa wiu Oonee myrtauuii B CFH, MCP/CD46, CFB wumm CFI)
uneHTHgUIUpoBaHbl y cyobekta. Hampumep, cyObekT MoxeT umerh acconuupoBanHbiii ¢ CFH
aHUS, accouuupoBanneiii ¢ CFB aHUS, accouunpoBannbiti ¢ CFI aHUS wnu
accounuposansbiii ¢ MCP aHUS. Bmonote no 30% renetuueckoro aHUS accouuuposaHo ¢
mytauusasmMu B CFH, 12% c¢ mytauusamu B MCP, 5-10% c¢ mytrauusamu B CFI u menee 2% c
myTtauusivu B CFB. I'enetndeckuit aHUS MokeT ABIATBCS MYJIBTHILIEKCHBIM (T.€., CEMEHHBIM,
aBa WM Ooyiee TOPaKEHHBIX UJIEHOB CEMbH) WM CHUMIUIEKCHBIM (T.€., OJHOKpaTHas
BCTpeuaeMocTh B cembe). aHUS mMokHO paccMaTpuBaTh Kak MPUOOPETEHHBIH, KOTZIa MOXHO
UIeHTU(UIMPOBATD JIeXKAIUHA B OCHOBE (akTOp BHELIHEH cpenbl (Hampumep, JIEKapCTBEHHOE
CPEACTBO, CHUCTeMHOe 3a0ojieBaHWE, WJIM BHPYCHble WM OaKkTepualibHbIE areHThl, He
oOpasyrompe MmUranogoOHbIX SK30TOKCMHOB) WM myckoBoil ¢akrop. aHUS wmoxHO
paccMaTpuBaTh KaK HAMONATHMYECKUH, KOTAa HET O4YEeBHOHOIO IyCKOBOro (akropa
(reHeTnveckoro ¢akTopa win paKTopa BHELUIHEH CPEIbl).

MOKHO TIPOBOIUTH J1AOOPATOPHBIE TECThI IJIsi ONPEIENICHHs] TOrO, UMEeT JIU CyOBeKT-
YEJIOBEK TPOMOOLIUTONIEHHIO, MUKPOAHIHOMATUYECKY0 T€MOJIMTHYECKYI0O aHEMHUIO WJIA OCTPYIO
MOYEYHYI0 HEIOCTATOYHOCTb. TPOMOOLIMTONEHHIO MOXKET JHATHOCTHPOBATH PaOOTHUK
3PaBOOXPAHEHUsT KaKk ONHO wiau Oosee u3: (1) KONUYeCTBa TPOMOOIIMTOB, COCTABJISIFOIIETO
menee 150000/mm® (Hampumep, menee 60000/mMm?); (ii) yMeHbIIEHHs] BpEMEHU BBIKHBAEMOCTH
TPOMOOLIUTOB, KOTOPOE YMEHBIIAETCs, OTpakas YCUJICHHOE pa3pylleHHe TPOMOOIMTOB B
KPOBOTOKE; U (ii1) THTAHTCKUX TPOMOOLIUTOB, HAOMIOIaeMbIX B Maske MeprpepruuecKoil KPOBH,
YTO COrJacyercs C BTOPUYHOW aKTUBaLMedl TpoMOOIMTONO033a. MHUKPOAHTHOMATUYECKYIO
TeMOJINTHYECKYI0 aHEMUIO MOXKET JTUArHOCTUPOBATh PAOOTHHK 3[JPAaBOOXPAHEHHS KaK OHO WU
Ooree u3: (1) KOHLEHTpALMI reMorio0nHa, cocTaBsommx Meree 10 mMr/an (Hanpumep, MeHee
6,5 mr/mn); (i1) yBEeTMUEHHBIX KOHLIEHTPALMA CBIBOPOTOYHOW JnakTaraeruaporeHasel (LDH)
(>460 en./n); (iil) runepOwIMPyOUHEMHUU, PETUKYJOIUTO3a, LUPKYJIUPYIOLUIErOo CBOOOIHOIO
reMoryioOWHa, ¥ HU3KUX WM HE TIOJIAFOIINXCS NeTEKIMU KOHIEHTPAUi rantorioduna; u (iv)
IeTeKUUd (PParMEHTHPOBAHHBIX JSPHUTPOLUTOB (LIUCTOLIMUTOB) C THUIHYHBIM  aCIEKTOM
IIMIIKOBUHBIX WJIM IIUIEMOBHJHBIX KIETOK B Ma3ke mnepudepruueckoil KpOBH, BMECTE C
orpunarenbHeiM TecToM KymbOca. Cwm., Hanpumep, Kaplan et al. (1992) «Hemolytic Uremic
Syndrome and Thrombotic Thrombocytopenic Purpura», Informa Health Care (ISBN
0824786637) u Zipfel (2005) «Complement and Kidney Disease», Springer (ISBN
3764371668). Konuentparun B kpoBu C3 u C4 MOXHO TakXe HCIIONB30BaTh B Ka4eCTBE

MOKa3aTejid aKTUBAIIUW KOMILUJIEMECHTA WJIM HApPYLICHHSA PETYJSALNN. KpOMe TOro, COCTOsAHHEC
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CyOBEKTa MOXKHO AOIOJHHUTEIBHO XapaKTEPU30BaTh MOCPEACTBOM HACHTU(UKALMH CyObeKTa
KaK Hecylero onHy win Ooyee myTaiuii B rede, accouuuposanHoMm ¢ aHUS, Takom kak CFI,
CFB, CFH mnu MCP (gviue). Ilpurogssie crnocoObl OETEKIMA MYTALMH B T'€HE BKIHOYAIOT,
Hanpumep, crocoObl cekBeHupoanus JJHK u MaccuBpl HykIIeMHOBBIX KUCIOT. CM., HanpuMmep,
Breslin et al. (2006) Clin Am Soc Nephrol 1:88-99 u Goicoechea de Jorge et al. (2007) Proc Natl
Acad Sci USA 104:240-245.

B pamkax wm300perenms, «3QQPeKTHBHOE JieUE€HHE» OTHOCHTCA K JICUEHHIO,
OKa3bIBAKOLIEMy OJaronpusTHbIA > QeKT, HanmpumMep, o0JeryeHue Mo MEHbIIeH Mepe OZHOro
cuMnToMa 3ab0eBaHusl WM HapyleHus. braronpusTHeil 3QpQPexkT MOKET NMPUHUMATh (opMy
YJIYULIEHUs 110 CPABHEHHIO C UCXOJHON TOYKOM, T.€., YJIYUILIEHHUs 110 CPABHEHHIO C HU3MEPEHUEM
WM HaOJIFOIGHNEM, CIIeNIaHHBIM /10 Havyaja Tepariui B COOTBETCTBHHU CO criocoboM. B koHTekcTe
PNH, nanpumep, 3ppexkTuBHOE JIeueHnE MOXKET OTHOCUTBCS K OOJIETYeHUIO OIHOTO MK Ooiee
CHUMIITOMOB, BBIOPaHHBIX W3 TPYIIbI, COCTOALIEH M3 yTOMIIAEMOCTH, O0NU B OONACTH JKHUBOTA,
auCIHO?, nucharum, OOMM B TPyAM W/WiM 3pekTHibHOW nuchyHkumu). B xontekcre aHUS,
HarpuMep, 3((PEeKTHBHOE JEYEHHE MOMKET OTHOCHTHCS K OOJerdeHWr0 OJHOro win Oosee
CHMIITOMOB, BBIOPAHHBIX W3 TPYIIbI, COCTOSINEH M3 TSDHKEJIOH TUNEePTEH3UH, MPOTEHUHYPUH,
ypeMuu, JeTaprun/y TOMJISIEMOCTH, Pa3aPaKUTETBHOCTH, TPOMOOLIUTONIEHUH,
MHKpPOAHTUONIATHYECKOH TeMOJUTHYECKOH aHeMHH W/WiM HapyleHus (QyHKIMH MO4YeK
(HampuMep, OCTPOH MOYEUHOH HEOCTATOUHOCTH)).

Tepmun «3ddexkTuBHOE KONMMYECTBO» OTHOCUTCS K KOJIWYECTBY COEIUHEHUS,
obecrieunBaroIeMy JKeJaTeIbHbIN OMOJIOTUYECKUH, TepaneBTUUECKUM u/unu
npOQHIAKTUYECKUN Pe3yJIbTaT. DTOT Pe3yJIbTAT MOXKET MPENCTaBNIATh COOOW yMEHbIIEHHE,
oOnerdyeHue, cMsrdeHue, CHIDKEHHE, 3aJepiKKy W/WIM oOcialieHue ONHOro wujiau Oonee U3
NPU3HAKOB, CHMITTOMOB HJIH TIPUYHH 3a00JI€BAHUS, HITH JIFO0O0E APYroe KeJaTeIbHOEe H3MEHEHNE
Ouonornyeckoii cuctemsl. B onHOM npumMepe, «3¢(HEeKTHBHOE KOJIMYECTBOY» MPEACTABIIET COOOH
KOJIN4eCTBO aHTUTeNa MpoTuB C5 MM €ro aHTUT€HCBSI3bIBAIOIIETO (PParMeHTa, KaK KIMHUYECKU
ZI0Ka3aHOo, O0JIeryaroInero no MeHblied Mepe onuH cumntoM PNH (Hanpumep, yTOMIIsIEeMOCTb,
001 B 00J1aCTH JKUBOTA, TUCITHOD, AUCGaruto, 601b B TPYIU WM SPEKTUIBHYIO JTUCQYHKIUIO)
wii 1o MeHbledl Mepe omuH cumnToM aHUS (Hampumep, TSDKENyH THIIEPTEH3HIO,
NPOTEUHYPHIO, YPEMHIO, JIETAPTHIO/yTOMIIIEMOCTD, Pa3IPaKUTEIBHOCTh, TPOMOOIIMTONEHHUIO,
MHUKPOAHTHOMATHYECKYI0 T€MOJINTHUECKYI0 aHEMHIO U HapyIlleHHe PYHKIHUU MMOoYeK (HampuMmep,
OCTPYIO TIOYEYHYIO HEIOCTATOYHOCTH)). D(PPeKTHBHOE KOIMYECTBO MOKHO BBOAWTH 3a OJIHO
nnu OoJiee BBEIEHUIA.

B oanom BapuanTe ocyinecTBieHMs, nAo3a aHTutena nporuBs C5 wnm  ero
AHTUIeHCBS3BIBAIOIIErO0 ()parMeHTa OCHOBaHA Ha Macce NanueHTa. Hampumep, B OgHOM
BapuaHte ocywectsieHus, 2400 mr wim 3000 wmr astutena npotuB C5 wunum  ero
AHTUTEHCBS3BIBAIOIEr0 (pparMeHTa BBOAST MalueHty maccoi > 40 - < 60 kr. B npyrom
BapuaHte ocywectsieHus, 2700 mr wimm 3300 wmr antutena npotuB C5 wunm  ero
AHTUTeHCBS3BIBAIOIIErO (parMeHTa BBOINAT MauueHTy maccoi > 60 - < 100 xr. B ppyrom

BapuaHte ocymectsieHus, 3000 mr wm 3600 wmr anturena npotuB CS5 wuam  ero
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AHTUTeHCBS3BIBAIOIIETO (pparMeHTa BBOAAT MauueHTy Mmaccod > 100 kxr. B KOHKpeTHbIX
BAapUAHTAX OCYILISCTBJIICHUS, PEXUMBI JIO3UPOBAHUS KOPPEKTUPYIOT JJisi  ODecreueHus
ONTHMAJIbHOTO KeJIaTeJIbHOro OTBeTa (Hampumep, 3h(HEeKTHBHOTO OTBETA).

B  ngpyrom BapuaHTe oOcyumiecTBieHHs, aHTuUTeno npotuB CS5  wumm ero
AHTUTEHCBS3BIBAIOIIUN (PparMeHT BBOISAT HA MPOTSHKEHUU OIHOTO WIIH OOJiee LIUKJIOB BBEICHUSI.
B onHOM BapuaHTe OCYLIECTBIICHHS, LIMKJ BBEICHUS COCTaBJsAeT 26 Henenb. B onHOM BapuaHTe
OCYIIECTBJICHUs, aHTUTEJIO TIPOTUB C5 WM €ro aHTUreHCBSI3bIBAIOIINI (PparMeHT BBOISAT OJUH
pa3 Ha CyTKM | LUKJIa BBEACHHS, OOUH pa3 Ha CyTKH 15 LMKJIAa BBEAEHUS U KaX/Jble BOCEMb
HeZlenb Tocie 3Toro. B ogHOM BapuaHTe OCYLIECTBAEHHUs, aHTUTENO mnpotuB CS5 wim ero
AHTUTEHCBS3BIBAIOIUN (PparMeHT BBOIST KaKIble BOCEMb HEAENb TOCJE LUKJIa BBEICHUS B
TE€YEeHHE MepPHOAa PACUIMPEHHs BILIOTh 0 ABYX JieT (Hanpumep, B 1o3e 3000 mr, 3300 Mr uu
3600 mr).

B npyrom BapmaHTe OCYLIECTBJIEHHsI, HACTOsillee M300pETeHHE OTHOCHUTCS K CIIOCOOY
neueHus nanuenrta-dyenosexka ¢ PNH unu aHUS, Bkimrouaromemy BBeZeHHE NMALUEHTY BO BpeMs
UuKIa  BBedeHHs O(PQPEKTUBHOrO  KonudyectBa aHturena npotuB C5  wmm  ero
aHTHTeHCBsI3bIBAIOLIEro (hparmMeHTa, coneprkainero nocienosarenbuoctu CDR1, CDR2 u CDR3
Tspkeson nenw, ykazanaele B SEQ ID NO:19, 18 u 3, COOTBETCTBEHHO, U MOCJIEI0OBATEILHOCTU
CDRI1, CDR2 u CDR3 nerkoit uenu, ykazanaele B SEQ ID NO:4, 5 u 6, COOTBETCTBEHHO, Te
aHTUTeNo NPoTUB C5 MM €ro aHTUT€HCBS3bIBAIOINUIN (PparMeHT BBOISIT:

(a) omuH pa3 Ha cyTkH | 1ukia BBeAeHus B go3e: 2400 mr ais marmeHTa Maccou > 40 - <
60 kr, 2700 Mr mis namuenTa maccou > 60 - < 100 kr uymm 3000 mr i1t manpeHTa Maccoi > 100
KT, U

(b) Ha cyTku 15 HuKIa BBEAEHHS U KasKAble BOCEMb HEMENb Mocie 3Toro B no3e 3000 mr
IUIs TrarerTa maccoit > 40 - < 60 kr, 3300 mr aist manueHTa maccoi > 60 - < 100 kr mmu 3600
MT A1 maurdenTa maccom > 100 kr.

B npyrom BapmaHTe OCYIIECTBJIEHHsI, HACTOsIIEe M300PETEHHE OTHOCHTCS K CIOCOOy
neueHus nanuenrta-denoseka ¢ PNH wnu aHUS, Bkimrouaromemy BBeZeHHE MALUEHTy BO BpeMs
uKia  BBemeHUss 3(pQPEeKTHBHOrO  KoiudecTBa aHturejga mnpotuB C5  wimm ero
aHTUTEHCBsI3bIBAOIIEro (hparMenTa, conepskamero nocinenosarenbHoctd CDR1, CDR2 u CDR3
Tspkenol neny, ykasanHeie B SEQ ID NO:19, 18 u 3, COOTBETCTBEHHO, MOC/IENOBATEIbHOCTH
CDRI1, CDR2 u CDR3 nerkoii uenu, ykazaaasie B SEQ ID NO:4, 5 u 6, COOTBETCTBEHHO, U
BAapHAHT KOHCTAHTHOW obOsact Fc uenoBeka, KOTOPBIN CBSI3bIBAET HEOHATAIBHBIA peuentop Fc
yenoseka (FcRn), roe Bapumant CH3 koHcTanTHOH obnact Fc yenoBeka conepxut 3amMmeHsl Met-
429-Leu u Asn-435-Ser B ocraTkax, COOTBETCTBYIOIIUX MeTHOHMHY 428 u acmaparusy 434
HATUBHOW KOHCTaHTHOH obmactu Fc IgG yenoseka, kaxnblii cornacHo Hymepaumu EU, rhe
aHTUTeNo nMpotuB C5 MM €ro aHTUTeHCBSI3bIBAIOINNN ()PArMEHT BBOJIST:

(a) onuH pa3 Ha cyTku | nukia BBeneHus B no3e; 2400 mr ajist manueHTa Maccoit > 40 - <
60 kr, 2700 Mr mis maquerTa maccou > 60 - < 100 kr mym 3000 mr miist manmeHTa Maccoii > 100

KT, U
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(b) Ha cyTku 15 nuKIa BBEASHHS U KasKAble BOCEMb HEEJNb Mocie 3Toro B no3e 3000 mr
IUTsT mamuenTa Maccoit > 40 - < 60 kr, 3300 mr mis nampenTa Maccou > 60 - < 100 kr uiau 3600
MT 1JIs1 anyeHnTa Maccou > 100 kr.

B npyrom BapuaHTe ocyliecTBieHus, aHtureno nporus C5 umm  ero
AHTUTeHCBS3BIBAIOIINN (PPArMEHT BBOIAT MaLMEHTy Maccor > 40 - < 60 kr:

(a) onuH pa3 Ha cyTkH | nukia BBeaenus B 1ose 2400 mr; u

(b) Ha cyTkH 15 1MIKIIa BBEEHUS U KaXIble BOCEMb HEZEJb Mociie 3Toro B po3e 3000 wmr.

B npyrom BapuaHTe oOcyliecTBieHHUs, aHTureno nporus C5 umm  ero
AHTUTeHCBA3BIBAIOIINN (PparMEeHT BBOIAT MaLUEHTy Maccoi > 60 - < 100 kr:

(a) onuH pa3 Ha cyTkH | nukia BBexenus B 1o3e 2700 mr; u

(b) Ha cyTku 15 1HIKIa BBEIEHUS U KaXIble BOCEMb HEZIEJb Mocie 3Toro B 1o3e 3300 wmr.

B npyrom BapuaHTe oOcyllecTBieHHUs, aHTureno nporus C5 umm ero
AHTUTeHCBSA3BIBAIOIINM (PparMeHT BBOAAT MaLUEHTy Maccoi > 100 kr:

(a) onuH pa3 Ha cyTku 1 nukia BBenenus B 1ose 3000 mr; u

(b) Ha cyTku 15 uMKIIa BBEIEHHS U KaXK/ble BOCEMb HeJlesb MOCje 3TOro B 1o3e 3600 mr.

B HexoTOpBIX BapuaHTax OCYLIECTBJICHHMS, NMALUEHTA PaHEE HE MOABEPraly JICYCHHUIO C
UCIIONIb30BAHUEM MHIMOMTOpAa KOMIUIEMEHTa (HampuMmep, NALUEeHT MpeAcTaBiser coOoi
NAalMeHTa, HAWBHOIO IO OTHOLICHHWIO K JIEYEHHWIO C HCIIOJNBb30BAHMEM MHIUOMTOpA
KOMITJIEMEHTA).

B npyrux BapuaHTax OCYILECTBJECHMs, MALMEHTa paHee MOABEpPrajud JICYEHHUIO C
UCTIOJIb30BAHUEM OJHOro aHTHTena npoTuB CS5 WM ero aHTUreHCBS3bIBAKOIIErO (parMeHTa, u
NEePeBOASAT Ha Apyroe antuteno npotuB C5 Ha mpoTsDKeHUH Kypca jedeHus. Hampumep, B
KOHKPETHBIX BapHaHTaxX OCYINECTBIEHHs, pasiudHble aHTUTena mnpotuB C5 BBOOAT Ha
MPOTSKEHUM Kypca JieueHusl. B oqHOM BapuaHTe OCYLIECTBIICHUS, Pa3IMuHble aHTUTENA TIPOTUB
C5 BBOmAT BO BpeMsl pa3iUYHBIX MEPUOJOB JiedeHUs W pacmupeHus. Hampumep, B onHOM
BapHUAHTE OCYLIECTBJICHHUS, MALIMEHTA MOBEPTAIOT JICUSHHUIO C HCIIOJIB30BAHUEM KYJIH3yMada BO
BpeMs nepuoja JeueHus (Harmpumep, B Te€4eHHe 20 HeneNb), ¢ IMOCIEAYIOIIUM JIEYEHUEM C
UCTIONB30BaHUEM apyroro antutena nporuB C5 (Hampumep, paBynuszymada, anturtena 7086,
anrurena 8110, anturena 305L0OS, anturena SKYS9 nmm anturena REGN3918), manpumep, Bo
BpeMsi Tlepuoja pacliupeHus. B JapyroM BapuaHTe OCYLIECTBIEHHS, SKyJIH3yMad BBOIST
nanueHTy B no3e 600 mr Ha cyTku 1, 8, 15 u 22 nukia BBeneHus: BO BpeMsi (a3l MHHAYKLUH, C
nocienyomeil nonaepxuparomeii no3oi 900 mr skynusymada Ha cyTKH 19 nukia BBeOeHUS U
KaXXZIble JIB€ HEIENH IOCie 3TOro (Hampumep, B T€YEHHE BCEro 20 HeNelnb), ¢ MOCIeNyIOINUM
JIEYEHHEM C HMCIIOJIb30BAHUEM paByJIM3yMada B T€UEHHUE MEPHONa PACIIUPEHUS BIUIOTH A0 JIBYX
ner. B npyroMm BapuaHTe OCyLIECTBJIEHUs, NAL[MEHTA MOJBEPralOT JIEYEHUIO C UCIIOJIb30BAHUEM
paBymm3ymaba (Hampumep, B TedeHHe 20 Henenb), C TOCHEAYIOUINM JIeYEHHEM C
UCTIONB30BaHUEM Jpyroro anrutena npotuB CS5 (Hanmpumep, skyinu3ymada, aHturena 7086,
anaturena 8110, anturena 305LOS, anturena SKYS9 win anturena REGN3918) nanpumep, Bo

BpEMs I€puoaa paCIIupeHUs.



39

HUnmocTpaTuBHBIE anbTepHaTHBHbIE aHTHTena mnpotuB C5 BrmouaroT, HO 0e3
orpannuenus, (1) ALXNI210, (ii), aHTUTeNO WM €ro aHTHUIeHCBS3bIBAOLIUI (hparMeHT,
conepxarrue nomeHsl CDR1, CDR2 u CDR3 Tsxenoit uenu, copepxkamiue SEQ ID NO: 21, 22
u 23, coorBercTBeHHO, U noMeHbl CDR1, CDR2 u CDR3 nerkoit uemnu, conepxamue SEQ ID
NO: 24, 25 u 26, cOOTBETCTBEHHO, (1l1) AHTUTENO WM €r0 aHTHICHCBS3BIBAIOIINHA (hPAarMeHT,
comepskame BapuadenbHYr0 00macTh Tsokenou wemru, coxepxkamyo SEQ ID NO:27, u
BapuadenpHy0 00sacTh Jierkoil memu, comepskamyo SEQ ID NO:28, (iv) aHTUTENO WK ero
aHTUTeHCBs3bIBatOIUN (pparmenT, conepskamue nomeHsl CDR1, CDR2 u CDR3 Tspxenoii nerny,
conepxame SEQ ID NO: 29, 30 u 31, coorBerctBeHHO, U noMeHbl CDR1, CDR2 u CDR3
nerkoii uemnu, cogepsxkamue SEQ ID NO: 32, 33 u 34, cOOTBETCTBEHHO, (V) aHTUTEJIO WM €ro
AHTUIeHCBA3BIBAIOIINK (parMeHT, coieprkaliie BapHaOeNbHYI0 O00JacTb TSKENONW IIelH,
conepsxauyto SEQ ID NO: 35, u BapuabenpHyro 00sacTh Jierkoi nemnu, copepxamy SEQ ID
NO: 36, (Vi) aHTUTENO WK €r0 aHTUIeHCBSI3BIBAIOIINN (pparMeHT, conepskaimue nomeHsl CDR1,
CDR2 u CDR3 Tsaxenoi uenu, copepxkamue SEQ ID NO: 37, 38 u 39, COOTBETCTBEHHO, U
nomensl CDR1, CDR2 u CDR3 nerkxoit nenu, comepxkaume SEQ ID NO: 40, 41 u 42,
COOTBETCTBEHHO, (Vil) aHTHTENO WM ero AaHTUIeHCBS3BIBAIOIIMKA (PparMeHt, comepskalnue
BapuabeNbHy0 o0nmacTh Tspkenoi nenu, comepxamyro SEQ ID NO: 43, u BapuabenbHYyIO
obnacte serkoit uenu, cogepxamyo SEQ ID NO: 44, (viil)) aHTUTENO WIH €ro
AHTUTEHCBSI3BIBAIOIIUI (pparMeHT, copepskaue TsHKeyro 1emnb, cogepskamyo SEQ ID NO: 45,
u Jierkyro uenb, copepxamyo SEQ ID NO: 46, (iX) aHTUTENO WM €r0 aHTUT'€HCBS3bIBAOIIUI
(dbparMeHT, coaepskamire BapuadbesbHy0 001acTh TspKeIon uemnu, conepsxkamyo SEQ ID NO: 47,
u BapuabesbHy0 00jacThb Jierkoi nenwu, copepxkamyo SEQ ID NO: 48, u (X) aHTUTEJIO UJIH €0
AHTHTeHCBS3BIBAIOMINI (PparMeHT, copeprkaline TsHKeNIyo 1emnb, coaepskamyo SEQ ID NO: 49,
U JIETKYO0 1enb, comepxkamyto SEQ ID NO: 50.

B HekoTOpBIX BapuaHTaX OCYILIECTBJCHMS, MALMEHTA paHEe IOIBEPrajid JICUCHHIO B
T€UEeHHUEe MO MeHblIeH Mepe 1 mecsua, Mo MeHbIIEH Mepe 2 MecsAleB, IO MEHblled mepe 3
MeECALIEB, N0 MEHbILIEH Mepe 4 MecsleB, [0 MEeHbLIeH Mepe 5 MeCsALEeB, 0 MEHbLIEH Mepe 6
MeECALIEB, 110 MEHbIIEH Mepe 7 MecsleB, [0 MeHbLIeH Mepe 8 MecsleB, N0 MeHbLIeld Mmepe 9
MecsLeB, 0 MeHblel Mepe 10 mecsnes, no menbliel Mepe 11 mecsaues, no meHblnen mepe 12
MECSLEB, IO MEeHbLIEH Mepe 18 Mecs1eB uau no MeHblel Mepe 24 MecsLEeB ¢ UCIMIOIb30BaHUEM
anTutena npotuB CS5 WM ero aHTUTeHCBSI3bIBAKOIIEro (parmMeHra, (Hampumep, SKym3ymada)
nepes MepeBoOM Ha Jpyroe aHtureno npotus CS5 WM ero aHTHUIreHCBSI3bIBAOIIUI (pparMeHT
(mampumep, paByim3yMad). B KOHKpETHOM BapuaHTE OCYIIECTBJICHHUS, IALMEHTa paHee
MIOJIBEPTAIIH JIEUEHUIO B TEUCHHE TI0 MEHbLIEH Mepe 6 MECSIIEB C UCIOJIb30BAHUEM 3KYJINU3yMaoa.

B npyrom BapmaHTe oCyIecTBIEHHs, rae nauueHta (Hanpumep, nauueHta ¢ PNH wmm
aHUS) nozxsepraroT Je4eHHIO C HCIOJNB30BAaHHEM IMepBOoro axnturena nporuB CS5 u 3arem
NEPEBOIAT Ha JICUEHHE C MCIOJIb30BAHIEM BTOPOTO OTIMYHOro antutena npotus C5, ocoOeHHO
r7Ie BTOpPOe OTIM4YHOe aHTuTeno npotuB C5 cessbiBaercs ¢ snuronoM Ha C5, OTIMYHBIM OT
SMUTONA Ui TepBOro aHrutena npotuB CS5, pacnucaHue BBENCHUS NPUHIMAET BO BHUMAaHUE

BpeMsl TONyBbIBEIeHHs mepBoro antutena nporus CS5. Hampumep, uToObl yOemutbes, 4TO
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nepBoe aHtureno nporus C5 BbeIBENEHO (HampuUMep, «BBIMBITOY») W3 OpPraHU3Ma IMALMEHTa 10
BBEJICHUsI BTOPOro (OTiam4yHOro) anturena nporus C5 (Hampumep, uToOBl M30€kaTh MpoOseM,
ACCOLMMPOBAHHBIX C arperanuel, (HOpMHUpOBaHHMEM HMMYHHOTO KOMIUIEKCA H T.1.), BpeMs
MOJIy BbIBEJIEHUS NEepBOro aHturena nporus CS5 mpuHMMarOT BO BHHMMaHHE. B ogHOM BapuaHTe
OCYIIECTBJIEHUs], BTOpoe (OTIM4HOe) aHTHTeNno mnpotuB CS5 HE BBOMAT, MOKAa HE HCTEYET
MPOAOJIKUTENIBHOCTh BPEMEHH, COOTBETCTBYIOLIEro 2, 2.5, 3, 3,5, 4,45, 5, 5,5, 6, 6,5, 7 unu 7,5-
KpaTHOMY BpEeMEHHU IONyBbIBeleHUs MepBoro antutena npotuB (5, mocne mnocnenHero
BBEJIEHUS NepBOro anTurena nporus CS.

B nppyrom BapuaHTe OCYyLIECTBJEHHs, MAaLIUEHTAa paHee IMOJBEpPraju JIEUEHUIO C
UCITIONBb30BAHUEM 3KyJH3yMada M 3aTeM MNEePEeBOJAT Ha JIEUEHHE C HCIIOJIb30BAHHEM BTOPOTO
(ornmuuHOTro) anTUTena nporus CS (Hampumep, paBynuzymada, anturena 7086, anturena 8110,
anturena 305LOS, awturena SKYS9 wmnmu anturena REGN3918). B omHom BapuaHTe
OCYIIECTBJICHUS] TZi€ 3KYJU3yMad MNpencTaByisieT coOOi nepBoe BBOJUMOE AHTUTENO, BTOPOE
(ornuuHOe) anTHTENO NpoTUB C5 HE BBOAAT, HANPUMeEp, IOKa He MPOiAeT o MeHblueil mepe 36,
45, 54, 63,72, 81, 90, 99, 108, 117 wnu 126 cyTok mocje MocjaeqHero BBeAeHHs HKyInu3ymada.

B npyrom BapuaHTe OCyILIECTBIEHHUs, MAaLUEHTAa paHee MOJABEpPrajy JIEUEHUIO C
UCIIOJIb30BAHUEM PaBYJIM3yMada U 3aTeM MEPEBOAT Ha JIeYeHHE C MCIIOJIb30BAHHEM OTIHMYHOIO
antutena nporuB CS5 (Hampumep, skynusymaba, anturena 7086, anturena 8110, anrutena
305L0S, antureno SKY 59 unu anturena REGN3918). B onHoM BapuaHTe OCyIIEeCTBJICHUS, TIe
paBysm3ymMal mpenctaBisieT coOoi MmepBoe BBOAMMOE aHTUTENO, BTOPOE (OTJIMYHOE) aHTUTEJIO
npotuB C5 He BBOIST, HANIpUMep, MOKa He TpouaeT o MeHsiue mepe 100, 125, 150, 175, 200,
225, 250, 275, 300, 325, 375 unu 400 cyTOK MOCJIe MOCIEIHErO BBEACHHSI paByin3ymada.

JIOTIOTHUTENIPHO HJIM  AJIBTEPHATUBHO, HCIOJB3YIOT CHOCOOBI IS BBIBEIEHUS HJIH
YCUJIGHUsl BbIBEJeHUs IMepBoro aHturena npotuB C5 mnepen mnepeBOAOM Ha JieueHUE C
UCTIOJIB30BAHUEM BTOPOro (OoTnu4HOro) anturena mnpotuB CS. HMumocTpaTHBHBIE CIIOCOOBI
BKJIFOYAIOT, HO Oe3 orpaHuyeHws, riasMadepes win tpaHcdysun kposu. B nmpyrom Bapuanrte
OCYIIEeCTBJIEHHUs, aHTUTEJIO MPOTHUB MEPBOro aHTuTesna npotus C5 BBOAST ISl BbIBEACHUS WU
YCUJIEHHsI BBbIBENEHHMsI TmepBoro axrturena unporuB CS5 (Hampumep, AaHTUTENO MPOTHB
sKyu3ymMada, aHTHTENIO MPOTUB paByJH3yMada, aHTUTENO MpOTHB aHTUTena 7086, aHTUTENO
npotuB aHtutena 8110, antureno npotrus anturena 305LOS, aHTUTENO NMPOTUB AHTHUTENA
SKY59 umu antureno nporus anturena REGN3918) nmepen BBeneHreM BTOPOTO (OTIHYHOTO)
anTturena npotus CS.

B npyrom BapuaHTe ocyuiecTBieHus, aHtureno nporus C5 umm  ero
aHTUreHCBs3bIBatOIMi  (parment (Hampumep, ALXN1210), BBOmAT NanMeHTy, TAE€ LIHKI
BBEJICHUS HAYMHAETCSI Yepe3 MO MEHbIIeH Mepe NMPHOIM3HTENBHO JBE HENENH, N0 MEHbIIeH
Mepe TPUOTU3UTENPHO TPU HEIENH, 1O MEHbIIeH Mepe MPHUOIM3UTENbHO YEeThIpe HENelH, 10
MEHbIIEH Mepe MPHOIM3HTENBbHO LIECTh HENelb, MO0 MEHbIIEH Mepe MPHOIU3UTENbHO CEeMb
Henesb WK 10 MEHbLICH Mepe MPUOIM3UTENIbHO BOCEMb HEAENb MOCHe MOCHeIHEH BBEIEHHON
NAalMEHTy A03bl 3Kyiu3ymada. B npyrom BapuaHTe ocyiuecTBieHus, antureno nporus C5 wmun

€ro aHTUTreHCBs3bIBarOIMN (parmenT (Hampumep, ALXNI1210), BBOAST MalMeHTy, A€ LHKI
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BBEICHUS] HAYMHAETCSl 4Yepe3 MO MEHbIIEH Mepe ABE HEeAeNu IOCNE IMOCIEAHEH BBEeIEHHOU
MAIUEHTy J03bI 3KyJn3ymada.

B HExOTOpBIX BapHaHTax OCYLIECTBJICHUs, MNALUEHTOB, IOABEPraeMbIX JICYEHUIO B
COOTBETCTBUH CO CHOCOOaMHM, ONMCAHHBIMH B HACTOSLIEM OIMCAHWH, BAKLMHUPYIOT MPOTHUB
MEHMHIOKOKKOBBIX MH(EKIMI B mpenenax 3 JeT 10 WM BO BpeMsl Haudaia jiedeHus. B ogHOM
BApUAHTE OCYILUECTBJICHUs, NMALIUEHTOB, MOABEPIra€MbIX JICUEHHUIO MEHEE, YeM 4epe3 2 Hemenu
MOCJI€ BBEIEHUs NPOTUBOMEHMHIOKOKKOBOM BaKLUHBL, IOABEPrarOT JICUEHHUIO TaKkKe
NOIXOMALIMMH NPOPHIAKTUYECKUMH aHTUOMOTHKAaMM [0 2 He[eNnb IOocie BakuWHAIuH. B
APYyroM BapHaHTE OCYLIECTBJIEHUS, MALMEHTOB, MOABEPraéMbIX JICUCHHUIO B COOTBETCTBUU CO
crioco0amu, ONUCAHHBIMHM B HACTOSALIEM OMNHMCAHUH, BAKLUHHPYIOT MPOTHB MEHHHIOKOKKOBBIX
ceporunos A, C, Y, W135 u/unmu B.

B pamkax m3zoOpereHus, TEepMUH « MUHHUMAJIbHBIN YPOBEHb B CBIBOPOTKE» OTHOCHTCS K
CaMOMY HH3KOMY YPOBHIO, HA KOTOPOM CpPE€ACTBO (Hampumep, aHturtesno npotuB C5 umm ero
AHTUTeHCBA3BIBAIOIINN (PparMeHT) UiH JIeKapCTBEHHOE CPENCTBO MPUCYTCTBYET B CHIBOPOTKE. B
OTJIMYME OT 3TOrO, KMAKCHUMAJIbHBII YPOBEHb B CBIBOPOTKE» OTHOCHUTCS K CAMOMY BBICOKOMY
YPOBHIO CpEICTBA B ChIBOPOTKE. «CpenHuil ypoBeHb B CHIBOPOTKE» OTHOCUTCS K CPEIHEMY
YPOBHIO B CHIBOPOTKE C TEYEHUEM BPEMEHHU.

B onHOM BapuaHTe OCYLIECTBJICHUS, ONHUCAHHBIE PEXHUMBI JICUCHUS SIBJISIFOTCS
JOCTATOYHBIMU Ul NMOAAEPKAHUS ONpPENESeHHON MHUHHMAJBHON KOHLIEHTPAaLUU B CBIBOPOTKE
anturena npotuB C5 wWim ero aHTHreHCBsi3bIBaroLlero ¢parmenta. Hampumep, B OmgHOM
BAapUAHTE OCYILECTBIICHUs, JIUeHUE MOANEPKUBAET MUHUMAJIbHYI0 KOHLIEHTPALIUIO B CBIBOPOTKE
anTutena nmpotuB CS5 wim ero aHTureHeBsi3biBaroero pparmenra 50, 55, 60, 65, 70, 75, 80, 85,
90, 95, 100, 105, 110, 115, 120, 125, 130, 135, 140, 145, 150, 155, 160, 165, 170, 175, 180, 185,
190, 200, 205, 210, 215, 220, 225, 230, 240, 245, 250, 255, 260, 265, 270, 280, 290, 300, 305,
310, 315, 320, 325, 330, 335, 340, 345, 350, 355, 360, 365, 370, 375, 380, 385, 390, 395 unu
400 wkr/mn, wim Oonee. B ONHOM BapuaHTe OCYIIECTBIICHUS, JIEUEHUE MONIEPIKUBAET
MUHUMAaJbHYK0  KOHLIEHTpPAallMIO B  CbIBOPOTKe aHTurena nportuB C5  wumm ero
aHTUTeHCBs3bIBatomero (parmenra 100 wmkr/mn  wim  Oomee. B ;mpyrom  BapuaHTe
OCYLIECTBJICHHUS, JIEUCHUE NOAAEPKUBAET MUHUMAJIbHY KOHLICHTPALIUIO B CBIBOPOTKE AHTUTENA
nporue C5 wim ero aHTUreHCBsi3bIBaroIiero Qgparmenrta 150 mxr/mn wimm Oonee. B npyrom
BApUAHTE OCYILECTBIICHHUs, JIEUCHUE MOANEPKUBAET MUHUMAJIbHYK KOHLIEHTPALIUIO B CBIBOPOTKE
antutena npotuB CS5 wmiu ero aHtureHcBsidbBaromero gparmenra 200 mkr/mu unu Oonee. B
APYroM BapUaHTE OCYILLECTBJICHMs, JICUEHUE MOAAEPKUBAET MUHUMAJIbHYK KOHLICHTPALIUIO B
CBIBOPOTKE aHTUTeNa NpoTUB C5 MM €ro aHTHUreHCBs3bIBaroIero gpparmenta 250 MKI/Mi wiu
Obonee. B npyroMm BapmaHTe OCYINECTBJICHHUS, JIEYCHHE MOAACPKUBAET MHUHUMAJIbHYIO
KOHIIEHTPALIMIO B CBIBOPOTKE aHTHTENa NMpoTuB C5 MM €ro aHTHUreHCBSI3bIBAIOLIETO (hparMeHTa
300 mkr/mn wminu Oomee. B gpyrom BapwaHTe OCYINECTBIEHHS, JICUEHHE IOAAEPKHBAET
MUHUMaJbHYK0  KOHLIEHTpPAalLlMIO B  CbIBOpOTKe aHTturena nporuB C5  wumm ero

aHTUreHCBs3bIBatoero gparmenta Mexay 100 mxr/mn u 200 mkxr/mn. B npyrom Bapuante
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OCYLIECTBJICHHUS, JICUCHUE MOANAEP>KMBAET MUHUMAJIbHY KOHLICHTPALIUIO B CBIBOPOTKE AHTHUTENA
npotus C5 WM €ro aHTUreHCBA3BIBAIOLIETO (hparMeHTa NpudIu3uTeNbHO 175 MKI/mMuL

B npyrom BapuaHTe OCYIIECTBIECHUS, sl MONyUeHHs 3()(HEKTUBHOTO OTBETA, AHTUTEINO
npotuB C5 BBOASAT NMALMEHTy B KOJMUYECTBE U C YaCTOTON AJIs MOAJEP KaHUS IO MeHbIIeH Mepe
50 mxkr, 55 Mkr, 60 Mkr, 65 Mmkr, 70 Mkr, 75 Mkr, 80 Mkr, 85 Mkr, 90 Mkr, 95 mkr, 100 mkr, 105
MKr, 110 mkr, 115 mkr, 120 mkr, 125 mkr, 130 mkr, 135 mxr, 140 mxkr, 145 mxr, 150 mkr, 155
MKT, 160 Mkr, 165 mkr, 170 mxr, 175 mkr, 180 mkr, 185 mkr, 190 mkr, 195 mkr, 200 mkr, 205
MKT, 210 mkr, 215 mkr, 220 mkr, 225 Mmkr, 230 Mkr, 235 Mkr, 240 mxkr, 245 mxkr, 250 mkr, 255
MKr wid 260 MKr aHTUTENa Ha MWUIWIMTP KpOBUM nauuMeHra. B apyrom BapuaHte
OCYILIeCTBJIEHUs, aHTUTeNO NMpoTuB C5 BBOAAT MALMEHTY B KOJUYECTBE U C 4YaCTOTOM IJs
nopaepxkanust Mexay 50 Mkr u 250 MKr aHTUTeNa Ha MUWUIMJIMTDP KPOBH mauueHTta. B npyrom
BAapHAHTE OCYIIECTBJIECHUS, aHTUTENO NPOoTUB C5 BBOAST MAaLMEHTY B KOJIMYECTBE U C YACTOTON
st nopaep:kanust Mexay 100 mxr u 200 MKr aHTUTENa HA MWUIMIUTP KPOBH mnauueHTta. B
APYroM BapUaHTE OCYLIECTBJICHMs, aHTUTENO NpoTuB C5 BBOAAT MAaLUEHTY B KOJIHUYECTBE U C
YaCTOTOH JUIl TMOAAEPKaHMS NPHUONUBUTENbHO 175 MKr aHTUTENa Ha MWUIMIIUTP KPOBH
MaLUEHTa.

B npyrom BapmaHTe OCyINECTBIEHHUS, U NMONydeHHs 3(PPEKTUBHOIO OTBETA, AHTHTEJO
npotuB C5 BBOAAT MAaLMEHTY B KOJUYECTBE M C YAaCTOTOM U MOAAEpPXKAHMS MHUHUMAJIbHOMN
KOHLeHTpauun cBobomHoro CS5. Hampumep, B OZHOM BapHaHTE OCYINECTBIICHHUS, AHTHTEJNO
npotuB C5 BBOAAT MAaLUEHTy B KOJUYECTBE U C YAaCTOTOW Ui MOANEPKAHUS KOHLEHTPALUU
ceodomnoro C5 0,2 mxr/mu, 0,3 mkr/mi, 0,4 mxr/mi, 0,5 MKr/mi uiu Hibke. B npyrom BapuaHTe
OCYyIIECTBJIEHUs, aHTUTeNO MpoTuB C5 BBOAAT MALMEHTy B KOJUYECTBE U C YaCTOTOM s
nojnepkanusi KoHueHrpauuu csodogHoro CS5 or 0,309 mo 0,5 mkxr/mn wiu Hmwke. B apyrom
BApUAHTE OCYIIECTBJICHUs, JIEYEHUE, OINMCAHHOE B HACTOSINEM ONUCAHUM, YMEHbIIAET
KOHIeHTpauuo cBobogHoro C5 Oonee, yem Ha 99% Ha MPOTSDKEHUM Tepuonaa JjedeHus. B
APYyTOM BapHUaHTE OCYLIECTBIICHHS, JICUEHHE YMEHbIIAET KOHLEHTpauo cBodonHoro C5 Oonee,
yeM Ha 99,5% Ha NPOTSKEHUU NEePUOJA JICUEHHSI.

B npyrom acnexre, HacTosiiee U300peTeHNEe OTHOCUTCS K CIIOCO0aM JICUSHHs TallueHTa-
YeJIOBEKa, MMEIOIIEro acCOLMMPOBAHHOE C KOMIUIEMEHTOM HapylueHue. B onHOM BapuaHTe
OCYILECTBJIEHUsI, CITIOCOO BKJIIOYAET JICYCHHE MAIMEeHTA-4eJIOBEKa, HMEIOLIEr0 aCCOLMUPOBAHHOE
C KOMIUIEMEHTOM HAapylUIeHHE, KOTOPOro TMOABEPraJid JIEYEHUIO C HUCIOJIb30BAaHUEM
sKymu3yMada, rae crnocod BKIIOYAET MPEKPALIeHUE JICUEHUs C UCTIONb30BAHUEM 3KYJIH3yMada u
NepeBos MAlFeHTa Ha JICYeHHe C WCIOJIb30BAHHEM OTJIMYHOTO MHIHOUTOpAa KOMIUIEMeHTa. B
APYyTOM BapHaHTe OCYINECTBJIEHUS, CIIOCO0 BKIIIOYAET JICUCHHE MALMEHTA-4eJIOBEKa, NMEIOIIEero
aCCOLMUPOBAHHOE C KOMIUIEMEHTOM HapylIE€HHWE, KOTOPOrO TMOABEPrajlid JIEYEHHUIO C
UCTIONB30BAaHUEM  paByim3yMaba, rae Cnoco0 BKIIOYAeT MpPEKpalleHHe JICYeHHs C
UCTIONIB30BAHUEM paByJH3yMada M TMEpeBOA MALMEeHTa Ha JIeYeHHE C HCIOJIb30BAHUEM
OTJIMYHOTO MHTHOWTOpa KOMIUIEMEHTa. B OZHOM BapWaHTe OCYINECTBJICHHUS OTIMYHBINA
UHTUOUTOP KOMIUIEMEHTA BBIOPAH U3 TPYIIIbI, COCTOSIINEH M3 MO MOJIEKYJIbI, MOJUNENTHAA,

aHajora nomunentuaa, nenrupomumernka, MuPHK wnum antamepa. B npyrom BapuaHte
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OCYIIECTBJICHUs, OTJIMYHBI HHTUOUTOpP KOMIUIEMEHTa WHTHOMpPYeT OAMH WiH Ooyee U3
komrnoneHToB komruiementa C1, C2, C3, C4, CS5, Co, C7, C8, C9, dakropa D, daxropa B,
nponepauHa, MBL, MASP-1, MASP-2 wnn ux OHONOrMYecKH aKkTHUBHBIX (pparMeHTOB. B
APYyTOM BapHaHTe OCYIIECTBJICHUS, OTJIMYHBIH MHTHOMTOP KOMIUIEMEHTA IMpPEICTABISET COOOH
oTanyHoe aHtureno mnpotuB C5 (Hampumep, paBynusymad, antureno 7086, antureno 8110,
anTuteno 305L0OS, antureno SKY 59 wnu anrureno REGN3918).

NnnrocTpaTuBHBIE acCOLMUPOBAHHBIE C KOMIUIEMEHTOM COCTOSIHMSI, KOTOPbIE MOXKHO
JIE€YUTh B COOTBETCTBUHU CO CIIOCOOAMH, ONMMCAHHBIMU B HACTOSILIEM OIMCAHUH, BKIFOYAIOT, HO
0e3 orpaHW4YeHUs, PEBMATOWUAHBIA apTPUT, CHUHAPOM aHTH(POCPONUNMUIAHBIX AHTHUTE,
BOJIYaHOUHBIA HEPPUT, HLIEMHYECKU-PENePPy3HOHHOE OBPEKACHNE, ATUITUYHBIA FeMOIUTHKO-
ypemuueckuii  curapoM  (aHUS), TUNMUUHBIA  reMONUTUKO-yPEMHUYECKUH  CHHIPOM,
NApOKCU3MANIbHYI0  HO4HyK remorjobunypuro (PNH), Oone3np mioTHOro ocanka,
ONTUKOHEBPOMUENNT, MYJbTU(POKAIBPHYI0O MOTOPHYIO HEHpONATHIO, PAaCCEsHHBIH CKIIEpO3,
JereHepanmilo  skeiaroro  nAtHa, cuHapom HELLP, cnoHTanHyro mHoTepr  IUIOZAA,
TPOMOOTHYECKYIO TPOMOOIIMTONIEHUYECKYIO MypIypy, CIa0OMMMYHHBIH BacKyJUT, OyJUIe3HBINH
SMUAEPMO3, PELUIAUBUPYIOLIYK MOTEPH IUIONA, TPABMATUYECKOE IOBPEXKIECHUE TOJOBHOIO
MO3ra, MHOKapauT, LepeOpoBacKyJIipHOE HapylIeHWe, HapylueHue nepudeprueckux
KPOBEHOCHBIX COCY OB, PEHOBACKy JISIPHOE HapylIeHHE, HapylleHue
Me3eHTepHANIbHbIX/PHTEPANbHBIX COCYAOB, BacKynut, nypnypy lllennelina-I'enoxa nedpur,
aCCOLMUPOBAHHBIM C CHUCTEMHON KpPAacCHOW BOJYAHKONH BACKYJMT, AaCCOLMMPOBAHHBIA C
pPEeBMATOMIHBIM aPTPUTOM BACKYJIUT, AaCCOLMHPOBAHHBIA C WMMMYHHBIMH KOMILIEKCAMU
BACKyJIUT, Oonie3Hb Takasicy, MUIaTalMOHHYIO KapAHMOMHONATHIO, THA0ETHYECKYIO aHIHOMATHIO,
bonesnr KaBacaky, BEHO3HyH Ta30BYH0 5MOOJHIO, PECTEHO3 TIOCIe CTEHTUPOBAHUS,
POTALMOHHYIO aTEPIKTOMUIO, UPECKOKHYIO TPAHCIIOMUHAJIBHYIO KOPOHAPHYIO AHIMOILIACTHKY,
MHUACTEHUI0, OOJIE3Hb XOJIOJOBOH  AarrjIOTHHALWH, JIEPMATOMHO3HT, MaPOKCH3MAIbHYIO
XOJIOZIOBYIO TeMOTJIOOMHYPHIO, CHHAPOM aHTHU(OChHOMUIMUAHbIX aHTUTEN, Oonesnb ['paiinca,
aTepockyepo3, Oonie3Hb AJblLreiiMepa, CHUCTEMHBIH BOCHAJMUTENbHBIA OTBET, CEICHC,
CeNTUYECKHH IIOK, TNOBPEXKIACHWE CIMHHOTO MO3Ta, TIJIOMEPYJIOHe(QPUT, OTTOpKEHHE
TPAHCIUIAHTATa, THPEOUANT XaImUMOTO, nuader Tuma I, mcopuas, nemduryc, ayTOUMMYHHYIO
TeMOJINTHYECKYIO AHEMHIO, HMIUOMATHYECKYH0 TPOMOOLUTONEHUYECKYI0 MypIypy, CHHIPOM
I'yanacuepa, 6onesnp Jleroca u katactpopuueckuii CHHAPOM aHTU(OCHONUITUIHBIX aHTUTEN. B
OTHOM BapUaHTE OCYILIECTBJIEHUs, AaCCOLMHUPOBAHHOE C KOMIUIEMEHTOM COCTOSIHHE
npencrasisier coboii PNH. B napyrom BapmaHTe OCYHIECTBIIEHUS, ACCOLIMUPOBAHHOE C
KOMIUIEMEHTOM COCTOsTHHE TipencTansier codoit aHUS.

IV. Ucxoasl

Hacrosimee m3o0perenne otHocutes k ciocodam sedennss PNH win aHUS y nmanuenra,
BKJIFOUAIOLIMM BBEJE€HHE MaLUeHTy aHTuTena npotuB C5 MM €ro aHTUIEHCBSI3bIBAIOLIETO
¢dparmenra.

Cumnromer PNH Brimowaror, HO 0€3 OrpaHWYeHHs, YTOMJSIEMOCTb (HarpuMep,

yCTAJIOCTh, TPYAHOCTH B OCYIIECTBJICHHH TIOBCEJHEBHOW MAESTENbHOCTH, TMPOOJIeMbl C
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KOHIIEHTpAIeH, TOJIOBOKPY KeHHUE, C1adocTh), O0b (Hampumep, O0b B ey ake, 00Ib B HOrax
WIA OTEK HOT, 00Nk B rpynau, OONb B CIIMHE), TEMHYIO OKPACKy MOYH, 3aTPYIHEHHE JbIXaHMS,
3aTPYOHEHHOE TIIOTaHME, TIOXKENTEHNE KOKU W/WIIM TJIa3, 3PEKTWIbHYI0 JTUCPYHKIUIO, CI'yCTKH
KpoBH, 3a00JieBaHUE TIIOYKH, NOBPEKACHHE OPraHOB, HHCYJBT WIH CEPIEYHbIH MPHUCTYIL
ITarueHTsl, MOABEPTHYTHIE JICYEHUIO B COOTBETCTBUH CO CIOCOOAMH, OMMCAHHBIMH B HACTOSILIIEM
OIMCAHMH, TPEANOYTUTENPHO, HCIIBITHIBAIOT YJIYYIIEHWE 0 MEHbIIEH Mepe OJHOrO IMpU3HAKa
PNH. Hampumep, jedeHue MOXKET OKa3blBaTb IO MEHBIIEH Mepe OAUH TepaneBTUYECKUH
s¢¢exr, BbIOpaHHBII W3 TPYNIBL, COCTOSINEH W3 YMEHBIIGHUS WM MPEKpaIleHHs
YTOMJISIEMOCTH, OOJIM B O0JACTH KUBOTA, AMCIIHO3, Aucdaruy, 00U B rpyAu U 3PEKTUIBHOM
auchyHKIUN.

Cumnromer aHUS BkmowaroT, HO 0€3 OrpaHHYeHMs, TKENYI TUIEPTEH3HIO,
NPOTEUHYPHIO, YPEMHUIO, JIETAPTUI0/yTOMIIIEMOCTD, Pa3IPaXKUTEIBHOCTh, TPOMOOIIMTONEHHUIO,
MHUKPOAHTHONATHYECKYI0 TE€MOJIUTHUECKYIO aHEMHIO U HapylleHHe QyHKLIUHU Mo4YeK (HampuMmep,
OCTPYIO IOYEUYHYIO HENOCTATOYHOCTH). IlanneHThl, MoABEprHyThIE JIEUEHUIO B COOTBETCTBUU CO
criocobamu, ONMUCAHHBIMU B HACTOSIIIEM OIMMCAHUY, MPEAIOYTUTEIBHO, UCTIBITBIBAIOT Yy YIIEHNE
1o MeHblel Mepe ogHoro npusHaka aHUS. Hanpumep, nedeHne MokeT OKa3bIBaTh MO MEHbIIEH
Mepe OMH TeparneBTHYeckuii 3pdext, BBIOPaHHBIN U3 IPYNIIbL, COCTOSAIIEH U3 YMEHBLICHUS WIH
NpeKpalleHus TUIEePTEH3UH, NPOTEUHY PUH, ypemum, JIeTaprin/y TOMISIEMOCTH,
Pa3apaXKUTENBHOCTH, TPOMOOLUTONIEHNH, MUKPOAHIHOIIATHYECKON TeMOJIUTUUECKOH aHeMUHU U
HapyLeHust QyHKLUH [TOYeK.

B gpyrux BapuaHTax OCYINECTBIIEHHs], JIEYeHHE MPUBOAUT K HHTHOUPOBAHUIO
TEPMHMHAJIBHOTO KOMIUIEKCA KOMILJIEMEHTA.

B npyrux BapuaHTax OCyLIECTBJICHUS, JeUSHHE 00eCIIeUNBAET CIBUT 110 HATIPABJICHUIO K
HOPMAJIbHBIM YPOBHSIM CBSI3aHHOTO C TEMOJIU30M IeéMaTOJIOTHYECKOTr0 OnoMapkepa, BBIOPaHHOTO
U3 TPYNNbL, COCTOSIIEH U3 CBOOOMHOIO reMOrjoOWHA, TanTorjoOWHa, KOJMYECTBa
perukynonutoB, kioHa sputporutoB (RBC) mpu PNH u D-pumepa. B apyrom Bapuanrte
OCYILECTBJICHUS], JICYCHUE NMPUBOANT K YBEJIMYCHHE CTAOMIN3ALNUN FeMOTJIOONHA TI0 CPABHEHUIO
C UCXOJHOM TOYKOM AJI MALMEHTA JI0 JICUEHU.

B npyrux BapmaHTax OCyLIECTBJICHUS, JEUEHHE 00€CIIEUNBAET CIBUT IO HATIPABJICHUIO K
HOPMAJIbHBIM YPOBHSIM aCCOLIMHUPOBAHHOTO C XPOHHYECKUM 3a0ojieBaHueM Ouomapkepa,
BBIOPAHHOTO M3 TPYMIbL, COCTOSINEH M3 OLEHEHHOH CKOPOCTH KIIyOOYKOBOW (DHUIBTpaLUU
(eGFR) u cooTHOmEHNs anbOyMHUH: KPEATUHUH B Pa30BOIl MOPLIUU MOYH, H HATPUIY pETUIECKOTO
nenTuaa rojosHoro mo3ra (BNP) B miazme.

B nmpyrux BapmaHTax OCYIIECTBJICHHUS, JICYEHHE TMPHBOAWT K YMEHBIIEHHIO
HeoOXonuMocTH TpaHc(y3uil KpoBH. B 1pyrom BapuaHTe OCYINECTBIICHUS, JIEYEHUE IPUBOIUT K
6onee uem 70% yBETMUSHHIO UCKIFOUEHUS TPaHCHY3HUIL.

B nppyrux BapmaHTax OCYILIECTBICHMS, JICUEHHE NPUBOAUT K YMEHBIICHUIO PE3KOTO
reMoJIn3a, 10 CPABHEHHUIO C JICYEHHEM C HCITIOJIb30BaHHEM 3KyJm3ymada. B nmpyrom Bapuanre

OCYHECTBJICHUA, JICUCHUEC TPUBOAUT K HCKIIFOUCHUIO PE3KOr0 remMojin3da BO BpEMA MHEpuoaa
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jedeHus. B Apyrom BapuaHTe OCYyIIECTBIEHUs, JIEUE€HHE MPHUBOAUT K YMEHBLIEHHIO PE3KOro
reMoJjn3a, o CPaBHEHHUIO C UCXOAHBIM YPOBHEM PE3KOIr0 reéMOJIH3a /10 JIEYSHMsI.

B npyrux BapuaHTax OCYILECTBIEHUs, JIeYeHHE MPUBOAUT K YMEHBIIEHUIO OCHOBHBIX
HeOJaronpusITHBIX cOCyaUCThIX coObITHii (MAVE).

B apyrux BapuaHTax OCyLIECTBJIEHUs, JIeYeHHE NPUBOAUT K U3MEHEHHUIO, 10 CPABHEHUIO
C UCXOIHOW TOYKOH, KauecTBa JKHU3HHU, KaK OIEHEHO IOCPEACTBOM IIKaJbl (PyHKIMOHAIBHON
oueHkU Tepanuu xpoHuueckoro 3abonesanus (FACIT) - yromnsemocty, Bepcun 4, U IIKaJIbI
OCHOBHOTr0O onpocHuka-30 kadecTtBa XKW3HU EBpONENCKON OpraHM3aluu MO UCCIEAOBAHUSIM U
JIEUEHUIO 3JI0KAYE€CTBEHHBIX OMyXoJieil. B 1pyrom BapuaHTe OCyLIECTBIEHNUS, I€U€HHE TPUBOIUT
K U3MEHEHUIO, 110 CPABHEHHUIO C UCXOAHOMN TOUKOMN, KaueCTBa JKU3HU, OLIEHEHHOI'0 NIOCPEICTBOM
mKagpl (YHKIMOHAJIBHONH OLEHKH Tepanuu XpoHudeckoro 3abonesanust (FACIT) -
YTOMJISIEMOCTH, BEPCUU 4, U IIKaJIbl OCHOBHOIO ONnpocHuka-30 xadecTsa ku3HU EBpomnenckoi
OpraHu3aly MO MCCIEAOBAHUSAM M JICYEHUIO 3JI0KAYECTBEHHBIX OIMYyXOJIEH, IO MEHbIIEH Mepe
Ha 7 MyHKTOB, IO CPABHEHUIO C UCXOIHBIM OAJIOM AJIS TALIEHTOB O€3 JIeUeHUs.

B npyrom BapuaHTe OCYLIECTBJICHUS, JIEUEHHE MNPUBOAUT K OTCYTCTBHIO H3MEHEHUS
kadecTBa >knu3HU (QoL), Kak OLEHEHO MOCPEACTBOM LIKAJIBI (PyHKIIMOHAIBHOW OLIEHKH Teparuu
xponunueckoro 3adonesanus (FACIT) - yromisieMmocTu, Bepcuu 4, OT UCXOIHOM TOUKU JIO CYyTOK
183. B npyrom BapuaHTe OCYILECTBJICHMs, JEUEHUE NIPUBOAUT K YBEIUYECHUIO KaueCTBA XKU3HU
(QoL), oreHeHHOro MOCPEACTBOM MIKaNbl (YHKIMOHAJIBHOH OLIEHKH TEPaNuu XPOHHYECKOIO
3abonesanust (FACIT) - yromnsiemocTH, Bepcuu 4, OT UCXOJHOW TOYKHU A0 cyTok 183. B apyrom
BapHaHTE OCYIIECTBIICHNS, JeUeHHE MPUBOAUT K UCKITIOUEHHIO TPAaHC(Y3Hii OT UCXOTHON TOUKH
no cytok 183. B papyrom BapuaHTe OCYIIECTBJICHMS], JIEYEHUE MNPUBOAUT K HCKJIIOUYEHHUIO
YMEHbIICHHsT HAa > 2 /A YPOBHS I'eMOIJIOOMHA, N0 CPABHEHUIO C UCXOIHBIM, B OTCYTCTBHUE
TpaHc(y3uH, OT UCXOTHOW TOYKH JI0 CYTOK 183.

B npyrumx BapmaHTax OCyIIECTBJCHHMS, YpOBHH JakrtarneruaporeHassl (LDH)
UCTIONB3YIOT JUIS OLIEHKH CIOCOOHOCTH K OTBETY Ha Tepanuio (Hampumep, YMEHbLICHUE
reMojin3a, Kak OLEHEHO MO ypoBHsM jaktarneruaporeHassl (LDH), sBisiercss mokaszarenem
yaydlieHuss 1o MeHbledl wmepe oxpHoro mpm3Haka PNH). LDH sBnsercs Mapkepom
BHyTpucocyaucroro remonusa (Hill, A. et al., Br. J. Haematol., 149:414 25, 2010; Hillmen, P. et
al., N. Engl. J Med., 350:552 9, 2004, Parker, C. et al., Blood, 106:3699-709, 2005).
Opurpouutsl coxepkat Oonpimne konmdectsa LDH, u onyOnmkoBaHa KOppPESIIHS MEXKIY
KOHIIEHTpalel BHEKJIETOUHOro cBobonHoro remorioduna u LDH in vifro (Van Lente, F. et al.,
Clin. Chem., 27:1453 5, 1981) u in vivo (Kato, G. et al., Blood, 107:2279 85, 20006).
IMocnencTeus remMosu3a sBJSIOTCS He 3aBucuMbiMu OT anemuu (Hill, A. et al., Haematologica,
93(s1):359 Abs.0903, 2008; Kanakura, Y. et al, Int. J Hematol, 93:36 46, 2011).
Konnentpauus LDH, nonydeHHas B HCXOJHOH TOYKE, W 3aT€M CEPUHHO Ha MNPOTKEHUH
nepuoAa JieueHus, sBJSIETCS BaKHBIM MOKasaTeneM remoiusa. McxonHele  ypoBHU
BHEKJIETOUYHOTO TeMOIJIOOWHA TUIA3MBbI SIBJISIFOTCS CHIIBHO YBEJIMYEHHBIMU y marreHToB ¢ PNH ¢
LDH, B >1,5 pa3 Beime BepxHero mpexena Hopmel (LDH > 1,5 x ULN), ¢ 3Ha4nMOii

koppessinueit mexxny LDH u BHeksieTouHbIM remoriiodnHoMm mia3mel (Hillmen, P. ef al., N. Engl.
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J. Med., 355:1233-43, 2006). Hopmanphbeiii nuana3on 3nadenuii LDH cocrasnser 105-333
ME/n (MexayHapOIHBIX €OUHHL Ha JIUTP).

Ypoeau LDH MOXHO H3MepsiTb C HCIOJIB30BAHUEM JIFOOOTO MPUTOAHOTO TECTa WU
aHanmu3a, Takoro kak onucanuble B Ferri FF, ed. Ferri's Clinical Advisor 2014. Philadelphia: Pa:
Elsevier Mosby; 2014: Section IV - Laboratory tests u interpretation of results. KoHuenTpanuzo
LDH MOXHO HM3MepsiTh B pa3iW4HbIX 00Opaslax, MOJNYYEeHHBIX OT MalMeHTa, B YaCTHOCTH,
oOpa3max CBhIBOPOTKH. B paMKax H300peTeHHs, TEPMHH «oOpa3erm» OTHOCHUTCA K
OnonornyeckoMy marepuaiy OT cyObekra. HecMoTps Ha TO, YTO KOHIIEHTPALUsl ChIBOPOTOYHOMN
LDH mnpencraensier uHTEepec, oOpaslibl MOXHO IMOJNy4YaTh U3 JIPYTMX HUCTOYHHUKOB, BKIIIOYAs,
HalpuMep, OTHAEbHbIE KJIETKH, MHOXKECTBO KJIETOK, TKaHH, OIyXOJH, OWOIOruueckue
KUIKOCTH, OMONIOTHYECKHE MOJIEKYJbl WM CYNEPHATAHThI, WIM 3KCTPAKThl JIHOOBIX U3
BbILIIEYKa3aHHbIX. [IpuMepbl BKIOYaOT 0Opas3lpl TKAHU, W3BJIEUEHHOW Ui OWOINCHH, TKaHH,
U3BJIEUEHHON B XOJA€ pPE3eKLUH, KPOBH, MOYH, JUMPATHIECKOW TKaHU, JuMpaTudeckoin
JKUIAKOCTH, CITMHHOMO3TOBOH JKUAKOCTH, ciu3u U Qexanuidl. Vcnonbdyemerii oOpaser; MOXHO
MEHSTb Ha OCHOBaHMHU (opMara aHajam3a, Cnocoda MeTeKLUH M XapakTepa ONyXojel, TKaHeH,
KJIETOK WJIM 3KCTPAKTOB, MOAiexamux aHanusy. CrocoObl moiyueHus oOpa3LioB H3BECTHBI B
IaHHOH O0JIACTH U MOTYT OBITh JIETKO alaTUPOBAHBI JUIS MOy YeHUs1 00pasiia, COBMECTHMOTO C
HCTIOJNIB3Y€MBIM CITOCOOOM.

B omHOM BapuaHTe OCYINECTBICHHs, BHIbl JICUYEHHs, ONUCAHHBIE B HACTOSLLEM
ONMCAaHUM, MPUBOAAT K HOpMmanusauuu ypoBHeil LDH. B apyrom BapuanTe oCylecTBIEHUS,
NALMEHThI, TIOABEPTHYTHIE JICYEHUIO B COOTBETCTBHM C OMUCAHHBIMH CIIOCOOAMU, UCTBITHIBAIOT
yMeHblIeHne yposaeli LDH 1o moutu HopManbHBIX ypOBHEH WM 10 ypoBHeH, B npenenax 10%
wu B npezaenax 20%, NmpeBHIIAOIINUX YPOBEHb, PACCMATPUBAEMbIN KaK HOPMaJIbHbIH YPOBEHb
(marmpumep, B mpenenax 105-333 ME/n (MexxayHapOIHBIX eQUHHL Ha JTUTP). B npyrom Bapuanre
ocymectsieHus, yposHu LDH y maumeHTta SBISIOTCS HOPMalIM30BaHHBIMU Ha MPOTSIKEHUU
NOAMEPKUBAIOLIETO Nepuoaa JedeHus. B apyrom Bapuante ocyuiectBieHusi, yposau LDH y
MOJBEPTHYTOr0 JICUEHUIO MAallMeHTa SIBJISIOTCS HOPMAJIM30BAaHHBIMU B TE€UEHHE I10 MEHbIIEi
Mepe 95% BpeMeHH Ha MPOTSKEHUH MOAAEPKUBAIOLIEro epuosa JeueHus. B npyrom BapuanTe
ocyliecTBiieHus, ypoBHu LDH y m[OABEprHyTOro  JICUEHUIO  MALIMEHTA  SIBJISFOTCA
HOPMAJM30BaHHBIMH B TeueHHe NO MeHbluel Mmepe 90%, 85% wunu 80% BpeMeHu Ha
NPOTSKEHUM TOJJEPKUBAIOLIEro Iepuoja JedeHus. B OIHOM BapuaHTe OCYLIECTBIICHUS,
ypoBHu LDH y nanmenta B > 1,5 pasa mpesslmaroT BepxHuii npenen Hopmsl (LDH > 1,5 X
ULN) no nHawama jedeHus. B 1pyrom BapwaHTe OCYINECTBICHHS, JIeYEHUE TMPUBOANUT K
HopMmanu3auuu yposHed LDH no mensinein mepe Ha cyTku 24 nedeHus. B onHOM BapuaHTe
OCYILIEeCTBJIEHUS, NALMEHTbL, T[OABEPTrHYTblE JIEYEHUIO B COOTBETCTBUM C ONHCAHHBIMU
crioco0amy, UCTIBITHIBAIOT yMeHbleHne ypoBHeli LDH no ypoBHel B mpenenax HOPMaJIbHBIX
ypoBHeH wiu 1o ypoBHeH, B mpeaenax 10%, 20%, 30%, 40% wmu B mpepenax 50% Hinke
YPOBHSI, pACCMAaTPUBAEMOTr0 KaK BEPXHHUI Mpeesl HOPMAIBbHOTO YPOBHS (HApUMep, B Mpeenax
105-333 ME/n (MexnyHapOaHBIX €AMHHUL] HA JTUTP). B 0O1HOM BapuaHTe OCYIECTBIEHHS, YPOBHU
LDH y nanmenra B > 1,5 pasa npesbimatoT Bepxauid npenen Hopmel (LDH > 1,5 X ULN) no
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Hayajna JiedeHus. B OnHOM BapuaHTe OCYLIECTBJIEHUs, JIeYeHUE NMPUBOAUT K ypoBHAM LDH,
MEHBIINM, YeM 2 X BepxHuil npenen Hopmbl (ULN).

V. HaGopbl ¥ eIMHHYHbIE 103UPOBAHHBIE (hopMBbI

Hacrosimee  m3oOpereHne  oTHOCcHUTCS  Takxke K  HabopaMm,  BKIFOYAMOLIUM
(dapMaLIeBTHUECKYI0O  KOMIIO3ULIMIO, conepkamyro aHTtureno mnportuB C5 wmimm ero
AHTUTeHCBSA3BIBAIOIINN (ParMeHT, TaKoe Kak paByJu3yMad, U (apMaleBTHUECKH TMPUEMIIEMBbII
HOCHUTEIb, B TEPANEeBTUYECKU 3(P(HEKTUBHOM KOIMYECTBE, alallTHPOBAHHOM JJIsl UCTIOIb30BAHUS
B crocobax, ONMUCAHHBIX B HacrosimeM ommcaHuu. HaOopsl, HEoOs3aTeNbHO, MOTYT TakKKe
BKJIFOYATh WHCTPYKLMWH, HANpUMep, BKIIOYAIOIINE PACHHCAHUS BBEAEHUS, YTOOBI TMO3BOJIHUTH
CHEeLUATUCTY-NIPAKTUKY B JAHHON 0OyacTu (HampuMep, TepareBTy, MEICECTPe WM MALHEeHTY)
BBOJIUTb COAEPXKAIIYIOCA B HHUX KOMIIO3ULIMIO, JJIi BBEIACHUS KOMIIO3MLIUU MAIHMEHTY,
umerotemy PNH i aHUS. Habop MoxeT Takke BKITFOYATh LITIPHILI.

HeoOsi3arenbHo, HaOOpBI  BKJIOYAIOT MHOMKECTBO YIIAKOBOK  OJHOKPATHBIX 103
(apmManeBTHUECKIX KOMITO3ULIUH, TAe Kakaas COmepKUT 3(p(HeKTUBHOE KOJMUYECTBO aHTUTENA
npotuB C5 MM €ro aHTUIEHCBS3BIBAIOINErO (pparMeHTta, Uil OJHOKPATHOIO BBENCHUS B
COOTBETCTBUH CO CIOCOOaMHM, TNPENCTABICHHBIMH Bbille. MHCTPYyMEHTBI HIIM YCTPOKCTBA,
HeoOXOoAMMbIe Ui BBelEHUs (hapMaleBTUYECKOW KOMIO3HULMH(KOMITO3HLIUI), TaKKe MOXHO
BKIIOYaTh B HaOopel. Hampumep, HaOOp MOXeT mNpenoCTaBisATh OIUH WiIM  Oosee
NPEABAPUTENIBHO 3aIOJHEHHBIX IIIPULEB, COAEPKAIIMX HEKOTOPOEe KOJHUYECTBO AaHTUTENA
npotuB C5 WK ero aHTUreHCBS3bIBAIOLIETO (hparMeHTa.

B onHOM BapuaHTe OCYLIECTBICHHS, HACTOsIIEe M300pETeHUe OTHOCUTCS K HAOOpy ISt
nedenust PNH unu aHUS y nanuenTa-denoBeka, cogepskamemy:

(a) mo3y antutena mnpotuB CS5 WM €ro aHTHIEHCBS3BIBAKOIIETO (hparMeHTa,
cogepxamero nomenol CDR1, CDR2 u CDR3 BapuabenpHOH 00NacTH TSKENOW ILEMH,
UMeEIOIIel mocienoBaTeabHOCTh, ykazanHyro B SEQ ID NO:12, u nomenst CDR1, CDR2 u
CDR3 BapuaOenbHOI 00NAaCTH JIETKOH LEMH, MMEIOUICH MOCIeNOBATENIbHOCTh, YKAa3aHHYIO B
SEQID NO:8; u

(b) wHCTPyKIMM AN WCHOJB30OBaHUS  aHTuTena mnpormB C5 wim  ero
AHTUTeHCBS3BIBAIOIIErO ()parMeHTa, B COOTBETCTBHU C JIFOOBIM M3 CIIOCOOOB, OMUCAHHBIX B
HACTOSIIIEM OMUCAHUH.

B onHOM BapuaHTe OCyLIeCTBIIEHHS, HAOOp COAEPIKUT 103y aHTHTeNa npoTus CS wim ero
AHTUIeHCBS3BIBAIOIIErO (pparMeHTa, rae antuteno npotuB CS5 WM €ro aHTUT€HCBS3bIBAOIIUI
¢dparMeHT BBOIAT MauueHTy Maccoi > 40 - < 60 kr:

(a) onuH pa3 Ha cyTku | 1ukia BBeneHus B 1o3e 2400 mr; u

(b) Ha cyTkU 15 1MIKIa BBEEHUS U KaXJIble BOCEMb HEZEJb Mociie 3Toro B go3e 3000 wmr.

B npyrom BapmaHTe OCyIIecTBIIEHHs, HAOOP COXEPKUT A03y aHTuTena npotus CS win
€ro  aHTUreHCBs3bIBarOINEro  (parmenra, rae aHtureno nporuB C5  wmm  ero
AHTUTCHCBS3BIBAIOIIMN (PPArMEHT BBOISAT MALMEHTy Maccoi > 60 - < 100 kr:

(a) onuH pa3 Ha cyTku | 1ukia BBeaenwus B 1o3e 2700 mr; u

(b) Ha cyTkH 15 1MIKIIa BBEIEHUS U KaXKJIble BOCEMb HEZEJb MOcie 3Toro B 1o3e 3300 wmr.
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B npyrom BapmaHTe OCyInecTBIIEHHs, HAOOP COmEPKUT A03y aHTuTena nporus CS5 wian
€ro  aHTUreHCBs3bIBarOIlero  ¢parmenra, rae a"tureno nporuB C5  wmm  ero
AHTUTeHCBS3BIBAIOIINN (PPArMEHT BBOIAT MAaLMEHTy Maccoi > 100 kr:

(a) onuH pa3 Ha cyTkH | nukia BBeaerus B 1o3e 3000 mr; u

(b) Ha cyTkH 15 1MIKIa BBENEHUS U KaXIble BOCEMb HEZEJb MOCie 3TOro B 1o3e 3600 mr.

Crnenyromue mnpuMepsl SIBISIOTCS TOJBKO WIIIOCTPATHBHBIMHM, M HX HE CIIEAyeT
paccMaTpuBaTh KaK OrPaHUYHBAIOIINE 00BbEM HACTOSIIErO M300peTeHUs] KaKUM-THO0 00paszom,
IIOCKOJIbKY MHO)KECTBO BapUAHTOB M 3KBUBAJIEHTOB CTAHYT OYEBHIHBIMU CIICLIUAIUCTAM B
TaHHOM 00J1aCTH NPU MPOUYTEHUN HACTOSALIETO OMHCAHUS.

ITonHoe conepskaHNe BCEX CCBUIOK, 3amuced B Genbank, maTeHTOB U OnMyOJIMKOBAaHHBIX
MATEHTHBIX 3asBOK, MPOLMTUPOBAHHBIX HAa MPOTSXKEHUH 3TOM 3asBKH, NPUBEIEHBI B HACTOSIIEM
OTUCAaHNH B KAYECTBE CCHUIKU.

INPUMEPBI

ITPUMEP 1: Panaomu3zupoBaHHoOe, OTKPBITOE Hccaeg0BaHue (a3bl 3, ¢ KOHTPOJIEM
no axkTupHomy mnpenaparty, ajass ALXNI1210 (paByim3symada) mno CpaBHEHHIO C
IKYJIH3YMAOOM, 1Jisi HAMBHBIX MO OTHOIIEHHI0 K MHTHOMTOPaAM KOMILJIEMEHTAa B3POCJbIX
MAILHEHTOB € MAPOKCU3MAJILHON HOYHOI remoryioounypueii (PNH)

B wuccnenoBanmsx ¢asel 1b/2, mpu nedeHmM ¢ HCHONBb30BaHMEM paByiusyMmada,
IPOBOAMMOM C YyBEJIMYEHHbIMH MHTEPBAJAMHU JO3MPOBAHMS, MAOCTUIVIM OBICTPOro |
3HAYUTEJIBbHOIO YMEHBIIEHNS] ONIOCPEOBAHHOIO KOMILIEMEHTOM reMoiu3a y nanueHTos ¢ PNH.
DTH UcCIenoBaHMs NOKA3aU CBSI3U JIEKAPCTBEHHOTO CPEICTBA/BO3ACHUCTBUS M OTBETA, e Oojee
BBICOKO€ KOJIMUYECTBO paByM3yMada Mpu MUHUMAJIbHOM Bo3zewcTBuu (koropta 1800-mr-q4w)
OBUIO accOLMUpPOBAHO C Oosbineid noyiel marueHToB, AoCTHrmmx ypoBHeil LDH B miasme,
paccMaTPUBAEMbIX KaK MPENCTABJISIOLUINEG HU3KUHA PUCK TeMoyin3a (HOpMau3auusl [MIH HUXKE
1,5 x ULN]), yMeHbLIEHHEM KOHLEHTPALMH CBOOOJHOTO IreMOrIOOMHA M OTCYTCTBHEM PE3KOTO
reMoJin3a, Mo CPaBHEHUIO CO BCEMH IPYrMMHU Koroptamu. Ha OCHOBaHHMM 3THX pe3yJIbTAaTOB U
MOCJEAYIOIUX AHAJIU30B 3aBHCUMOCTH OTBE€TAa OT BO3IECHCTBHUS, NPOBOAWIN OTKPBITOE,
PaHIOMU3MPOBAHHOE, MHOTOLIEHTPOBOE HCCienoBaHue (asbl 3, ¢ KOHTPOJEM IO aKTHBHOMY
npemnapary, s oueHku OezomacHoctu u 3pdextuBHoct ALXNI1210 (paBynuzymada), mo
CPAaBHEHHIO C OJKYyJM3yMaOOM, BBEIEHHOro mnocpencrsoM BHyTpuBeHHOH (IV) wunHpy3un
B3pOCHbIM TanueHTaM ¢ PNH, HauBHBIM 1O OTHOLIEHWIO K JICYCHUIO MHTHOUTOPAMHU
KoMIUieMeHTa. B uccnenoBaHuu ¢asel 3 B HACTOALIEM  ONHCAHUH, MALUEHTaM,
PaHIOMU3HPOBAHHBIM JUISI BBEACHHUS paByJIM3yMada, BBOJWIN HArpy304Hyro 103y (2400 mr s
manueHToB >40 kT - <60 kr, 2700 mr mist naupeHToB >60 KT - <100 xr, 3000 Mr mIs DaueHToB
>100 kr) Ha CyTKH 1, ¢ MOCIENYIOIUMH MMOAASPKUBAOIIUMH 03aMU paBysnzymada (3000 mr
murst marueHToB >40 kr - <60 kxr, 3300 mr ajsa narueHToB >60 - <100 kr, 3600 Mr aJis1 IarueHTOB

>100 kr) Ha cyTku 15 u q8w mocne 3Toro.

1. Llenu
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IlepBUUHON LETBIO HCCIIENOBAHMS SBISUIACH OLIEHKA HE MeHbIeH 3(QPEeKTUBHOCTH
ALXNI1210 (paBynm3ymada), 0 CPpaBHEHHIO C SKYJIHU3yMaOOM, y B3pOCHbIX mauueHToB ¢ PNH,
KOTOPBIX HUKOT/Ia HE MOJIBEPTaJIH JICYSHHIO C CIIOJIb30BAaHNEM HHTHOMTOpA KOMITJIEMEHTA.

O He meHblIel 3 (EKTUBHOCTH 3asIBISUIH, €CIH Yepe3 26 Hefenb JIeYeHus: 1) HUKHSAA
rpannua 95% nosepurensHoro uHrepBana (CI) mms pasmuuums (ALXNI1210-skynmmuzymal) B
yactrote uckirouenus Tpancdysuii (TA) cocrasmsa 6onee -20%, u 2) HwkHss rpanuna 95% CI
1t oTHoueHus mwaHcoB it ALXN1210, mo cpaBHEHHIO € 3KYJIN3yMaOOM, JUIsi HOPMaJH3aliu
nakrataeruaporerassl (LDH-N) cocrasisia 6onee 0,39.

Bropuunble Lenu BKIIOYATM XapaKTepU3ALHMIO O€30MacCHOCTH M NEePEeHOCHMOCTH
ALXN1210 B 3T0#1 monyJsiuMy MauKUeHTOB, oLeHKY 3¢ dexktuBHOocTH ALXN1210 nocpencrsom
JOTIOTHUTEIBHBIX nokasarenen s¢dexTuBHOCTH, XapaKTEePU3YIOLINX
dapmakokuneruky/papmakonnnamMuky (PK/PD) um ummynorennocts ALXNI1210, u onesky
anutenpHoN 6e3onmacHocTH U 3pdexruBHocTn ALXNI1210.

2. Iuzaiig uccaenoBaHus

OOmmii nu3aitH NCCIeNOBaHMS, BUABI JICUEHHS U JUTUTEIbHOCTb UCCIIEJOBAHHSI TIOKA3aHbI
Ha ¢urype 1. HWccaenosanme ALXNI210-PNH-301 mnpencraBisier coOoif  OTKpBITOE,
PaHAOMHM3HPOBAaHHOE, MHOTOLIEHTPOBOE HCClenoBaHue (asbl 3, ¢ KOHTPOJEM IO AKTHBHOMY
npemnapary, sl oueHKH OesomacHoctH u d¢¢extuBHocTn ALXNI1210, mo cpaBHEHHIO C
9KyJIM3yMaOoM, BBEJEHHOTO NMOCPEACTBOM BHYTpHBEeHHOH (IV) MH(Y3uM B3pOCIBIM MalMeHTaM
¢ PNH, HauBHBIM 110 OTHOLIEHHIO K JICUEHHIO MHIHOMUTOpaMH KOoMIuleMeHTa. Mccienosanue mo
Au3aifHy BKIIOUYAIo npudamsutenbHo 214 narmenTos (107 mauueHToB Ha rPyMIy JIYEeHHs ), HO B
KOHEYHOM cueTe, 246 cyObeKTOB 3aperucTpUPOBAHbI U 3aBEPLIMIIN 110 MeHbLIeH Mepe 183 cyTok
neuenus. [locie 3aBepiueHust UCCienoBaHus, 1isi 246 CyObEKTOB MPOJOJLKMIM PETUCTPALIMIO B
pacIIupeHHOe UCCenoBaHue, U aisi 2 cyObekToB mpekpatuian. MccnenoBanue CoCToso u3 4-
HEZIeJIbHOTO TMepHoAa CKPUHHUHTA, 26-HEHEeNbHOIO Mepuoja PaHIOMU3UPOBAHHOIO JIEUEHUS U
nepuosa paciiupeHusi BIUIOTh 10 2 yeT. IlanuentoB crparudunupoBanyd B 1 U3 6 rpynm Ha
ocHoBaHuu Tpanchysuii B anamuese (0, 1-14, wiu > 14 equann pRBC 3a 1 rox 1o nepBoii 10356l
HCCIIElyeMOro JIEKApCTBEHHOTo cpenctBa) u yposHe LDH mpu ckpununre (1,5 - < 3 x ULN
win > 3 x ULN). [TauneHTOB BHYTPH KasKAOW U3 6 TPy cliydyaliHbIM 00pa3oM perucTpupoBaiu
B cootHotnenuu 1:1 mst BBenenust ALXN1210 wim skynuszymabda. Peructpanuro manueHToB 6e3
TpaHc(y3uil B aHAMHE3€ 33 MPOLLIbIA rox orpaHnunBaiu 20%.

Ilepen paHgoMu3anuedl u B mpeaenax S CyTOK 1O BBEIAEHMsI HCCIEAyEeMOIo
JIEKApCTBEHHOTO CPENCTBAa HA CYTKH 1, réeMOrIOOMH y KaKAOro MAaLMeHTa OLEHHBAIH JHOO B
JIOKaJIbHOH, MO0 B 1eHTpanbHON Naboparopun. Eciu Ha 3TO BpeMsi ypOBEHb I'eMOrJIOOUHA Y
MAalMEeHTa COOTBETCTBOBAJ YKA3aHHOMY B IPOTOKOJIE PYKOBOZCTBY IO TPaHC(Y3HH, MALUEHTA
noasepranu Tpancdysun ¢ ucnoib3osanueM pRBC no ypoBHs reMorioOrHa BbIlle YKa3aHHOTO
B TPOTOKOJIE Tpeneia s TpaHc(y3uu, 4TOOBI OH MOAXONMI Uil paHgoMusanuu. JIuGo B
JIOKaJIbHOH, MO0 B LEHTpaJbHON J1aOOpaTOpHH, MONTBEPKAANIH, YTO YPOBEHb IeMOIJIOONHA Y

NalMEHTa Mociie TPaHC(Y3UH MPEBBIIIAET YKA3aHHBINA B IIPOTOKOJIE MPENe I TpaHC(y3Huu.
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[TanmenTtam, ciy4aitHbIM 00pa3oM 3aperucTpupoBaHHbIM B rpymnmy ALXN1210, BBoawu
Harpy3ounyro 103y ALXNI1210 (2400 mr nist manueHToB Maccoi > 40 - < 60 kr, 2700 mr ans
nanueHToB mMaccoit > 60 - < 100 kr, 3000 mr ans manueHToB Maccoit > 100 kr) Ha cyTku 1, €
nocaenyomumMn noaaepxkusaromumu go3amu ALXN1210 (3000 Mr aist manyueHToB Maccoi >
40 - < 60 kr, 3300 Mr st marueHToB Maccou > 60 - < 100 kr, 3600 Mr s TALMEHTOB Maccoi >
100 xr) Ha cytku 15 m xaxnele 8 Henmenb (q8w) mocie 3TOro B TeUeHHE BCEro 26 Henenb
neuenus. llammeHToB, ciydaiiHBIM 00pa3oM 3aperuCTPUPOBAHHBIX B TPYINLY 3KyJu3ymada,
NOJBEPraii HHAYKIIHOHHOMY JIEYEHHUIO ¢ uconb3oBanueM 600 mr skynmmuzymada IV Ha cyTku 1,
8, 15 u 22, ¢ nocienyomuM noAnep>KUBAIOIINM JIEYEHHUEM C UCTIOIb30BaHUEM HKyn3ymada 900
MTI Ha CyTKHU 29 u kaxnble 2 Hepenu (q2w) Mociie 3TOro B T€UEHHE BCEro 26 HeneNb JICUeHHUs.
ITocne 3aBepiIeHNs BCEX OLIEHOK Ha CyTKH 183, manueHTOB NEPEBOAWINA B IEPUO PACLIUPECHMUS,
BO Bpems Kkortoporo mnauueHtaM Bpoguid ALXNI210, moka HOpogykKT He CTaHOBMJICS
3apEruCTPUPOBAHHBIM MJIM ONOOPEHHBIM (B COOTBETCTBUHM C OIPENEIEHHBIMU JJIsI CTPaHBI
HOPMAaTHUBaMH), WJIM B T€UEHHE BIUIOTH A0 2 JIET, B 3aBUCUMOCTHU OT TOTO, YTO HACTYIIUT paHee.
Hauunas ¢ cyrokx 183, manueHrtam, paHaOMH3UpOBaHHbIM B rpynmy JjedeHus ALXNI1210,
BBOJIMJIM TIOZJIEPKUBAKOIIY 0 03y (kak ormmcaHo Beie) ALXN1210 q8w B TeueHue BILIOTH A0
ABYX JIET, U MAllMEHTaM, PAHAOMHI3HPOBAHHBIM B IPYIIY 3KyJIH3yMada, BBOAWIN HATrPy304YHYIO
no3y (kak ommcano Bbie) ALXNI1210, 3a koTopoii cienoBania, yepe3 2 Hemenu U 8w mocie
STOro, OCHOBaHHAas Ha Macce mnoxpaepxkuBaromas no3a ALXNI210. Tpanchysuro pRBC
IPOBOANJIM, KOTJIa TALMEHT MMeJ YPOBEHb reMoriaobuHa 9 I/ win HuXKe ¢ IPU3HAKAMU WIIH
CUMITOMAMU JOCTATOYHOH TSDKECTH, YTOOBI OMpaBaaTh TpaHC(y3HIO, WM YPOBEHb
reMorjioOnHa 7 T/IJ1 WM HUXKE, HE3aBHCUMO OT MPUCYTCTBHS KIMHUYECKUX MPU3HAKOB WU
CHUMIITOMOB.

3. KoHeuHble TOUKHU

CoBMecTHbIE  TIepBUYHBbIE  KOHEYHble TOYKH  3(PPEeKTHBHOCTH  HCCIETOBAHUS
npencrasisuin  cobor (1) uckimoueHue TpaHcy3wid, ONMpeneeHHOe Kak JOJsl TMAalHeHTOB,
KOTOpbIE OCTaBAJIUCh CBOOOAHBIME OT TpaHC(hy3uil U He TpeOoBaIHN TpaHCPY3UU 1O YKa3aHHOMY
B MPOTOKOJIE PYKOBOACTBY A0 CyTOK 183 (Hemenu 26), u (2) remMonu3, Kak U3MEPEHO HAIPSIMYIO
no ypoHssMm LDH-N ot cytok 29 (mepBblii CTaTyC OLEHKHM MO PACHHCAHUIO TOCHIE Hadania
MOIAEPKUBAIOIIETO TO3UPOBaHust) 10 CyToK 183 (Hemenu 26).

KiroueBble ~ BTOpUYHBIE ~ KOHEYHbIE  TOYKH  3(P(EKTUBHOCTH  HCCIIETOBAHHS
(TecTUpOBaHHBIE B HEPAPXUUECKOM IOPSAKE) MPEACTABISUINA COOOH:

1. ITponent m3menenus yposuss LDH ot ucxongHol Touku 10 cytok 183 (Henenu 26),

2. H3menenune kauectBa o km3HM (QoL), OIIGHEHHOE TOCPEACTBOM  LIKAJIBI
(YHKIIMOHATBPHON OLIEHKH Tepanuu XpoHudeckoro 3adoneBanus (FACIT) - yromisiemoctw,
BepcUU 4, OT UCXOOHOH TOUKH 10 cyToK 183 (Henenn 26);

3. JIonmo ManueHToB ¢ Pe3KHM I'eMOJIU30M, OTPEIENIEHHBIM KaK [0 MEHbIIEH Mepe OAHH
HOBBI WJIM YXYIOMIAOIIUICA CHMIITOM WIH TPU3HAK BHYTPUCOCYOUCTOTO TIE€MOJIN3a
(yTOMIIsieMoCTb, TeMOTrJI00nHypusi, 00N B 0OJIACTH KUBOTA, 3aTPYAHEHUE BIXaHUS [IUCITHO3],

anemusi [remornobun < 10 r/mi|, ocHoBHOe HebnmaronmpusiTHOe cocyauctoe coobitne [MAVE,
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BKJIFOUast TPOMOO3], nmucdarus UM 3peKTUiIbHAS TUCPYHKLNS) B MPUCYTCTBHH YBEIMUEHHOTO
ypoBHsi LDH > 2 X Bepxnero npenena Hopmbl [ULN], mocyie mpenmecTBy0Iero yMeHbIIEHUS
yposHst LDH - < 1,5 x ULN npu tepanuu; u

4. Jlomro manuMeHTOB C CTaOWIM3HPOBAHHBIM TI'eMOTJIOOMHOM, ONPENEIeHHbIM Kak
UCKJIFOUEHHE YMEHBIIEHUs] Ha > 2 T/IJ1 yPOBHS IeMOrIoONHa, O CPAaBHEHHMIO C MCXOAHBIM, B
oTcyTcTBUE TpaHChy3uu, 10 cyTok 183 (Hemenu 26).

Jlpyrue BTOpUYHBIE KOHEYHBbIE TOYKU 3(P(PEKTHMBHOCTH HMCCIENOBAHUS IPENCTABILIH
coboit:

[J0JM3MeHeHne MO IIKaje OCHOBHOro ompocHuka-30 kaudectBa >xu3Hu (QLQ-C30),
Bepcun 3,0, EBpomeinckoil OpraHu3aluu NO HCCIECAOBAHUSM U JICYEHUIO 3JI0KAYECTBEHHBIX
onyxoneit (EORTC), ot ucxonHot Touku 10 cyTok 183 (nenenu 26),

U OBpewms no nepsoro Bo3HukHOBeHUss LDH-N;

00O0mee konuuecTBO eauHul] spurpouutapHoii Maccel (pRBC), BBeneHHbIX
nocpencTsoM Tpancdysuu a0 cytok 183 (nenenu 26);,

(0H3meHenne kiauHuuecknx nposisneHnii PNH (yrommsemocTtH, reMorioOuHypuu,
Gomn B oONacTM JKMBOTA, 3aTPYIHEHUS [bIXAHUS, AHEMHUH, AUCHAruM M DPEKTHIIBHOM
Auc(YHKLUN) OT HCXOIXHON TOUKHU 10 CyTOK 183 (Hemenu 26); u

[0 Moo nmanueHToB, ucneireiBatroiiux MAVE no cytok 183 (nenenu 26).

dapmakokrHETHYECKHEe U (HapMAKOAMHAMUYECKHE KOHEUHbIe TOUKH HCCIEIOBAHMS
NPEACTaBIsUIN COOOH: M3MeHeHHe KOHIeHTpauuu B cbiBopoTke ALXNI1210 u skynusymada ¢
T€YEeHHEM BPEMEHU, U3MEHEHHUE MeMOJUTHUECKON aKTHBHOCTH IO OTHOLIEHHIO K SPUTPOLIUTAM
kypuipl (cCRBC) ¢ Teuennem BpemeHu (NMOMCKOBAsi) U M3MEHEHHE KOHLEHTPAIMH CBOOOIHOTO
KOMIIOHeHTa KoMrieMeHTa 5 (C5) ¢ TeueHreM BpeMeHu.

ITorckoBble KOHEUHBbIE TOYKM BKJIFOUAJIH COOOLIEHHbIE ManueHToM cumnToMbl PNH u
HCIIOJIb30BAHUE PECypcoB 31paBooxpaHeHus. besonacHocTs u nmepenocumocts ALXN1210, mo
CPABHEHHIO C HKYJIN3yMaOOM, OILIEHUBAIOT MOCPENCTBOM (PU3UUECKUX OOCIIETOBAHUM, JKU3HEHHO
BaXHbIX (pyHKumH, snexTpokapauorpamm (DKI), mabopaTOpHBIX OLEHOK M BCTPEYaEMOCTH
HeOnmaronpusiTHeIX coObiTuil (AE) 1 cepbesnbix Hebmaronpustabx coObituii (SAE). Ouenusanu
TAKJKe JOJIO MALUEHTOB, Y KOTOPBIX 00pa30BaJIMCh aHTUTENA POTUB JIEKAPCTBEHHOT'O CPENCTBA
(ADA).

Tabauua 1: Pacnucanue 0oCMOTPOB U OLIEHOK NMPH HCCJIEAOBAHUM: OT CKPHHHHTA 10

KOHIA nepuoaa paAHAOMHU3HUPOBAHHOI'0 JICYCHUSA

Ilepuon CxpuHu Ilepuoa paHAOMH3HPOBAHHOIO JICYEHHS

HI
CyTkn -28--1 [ 1| 8 [15(22(29(43|57|71|85|99|113(127(141|155|169(183/
HCCAEA0BAHUSA ET
OxHo (cyTkn) | N/A +2(2£2(£2(£2(£2(£2(£2(£2(£2(x2(£2({£2|£2|£2|£2
IHpopmupoBa X
HHOE COIIacue
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C30¢

Iepuon CxpuHnu Ilepuoa paHAOMH3HPOBAHHOIO JICYEHHS
HI
CyTku -28--1 8 [15(22(29(43 (57|71 |85|99 (113(127141|155|169|183/
HCCJIe10BAHUS ET
OxHo (cytkn) | N/A +2(2£2(£2(£2(£2(£2(£2(£2(£2(£2(£2({£2|£2|£2|£2
[TonTBep:x1eHU X
€ miu
[pOBENEHHE
[TPOTUBOMEHNH
FOKOKKOBOM
BaKLIMHALIUN
MenuuHCKui X
AHAMHE3 U
memorpaduuec
K1€ JaHHbIE
TecTupoBanue X
Ha HIV
[pasMep KJIOHA X X X
PNH®
Poct X
Macca X XX X[ X[ XXX XXX X|X[X[X[|X
Tect Ha X X X X X
OepeMeHHOCTh®
Peructpauus X XX X[ X[ XXX XXX X|X[X[X[|X
TpaHchy3uid u
rapaMeTpoB
rpanchysund
cumnTomarosno | X XX X[ XXX X[ XXX X[X[|X[X]|X
rust PNHY, g
FACIT- X X X X X X
Y ToMIiseMoCTh
2
EORTC QLQ- X X X X X X
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Mepuoa

CxpuHnu

HI'

Ilepuoa paHAOMHU3HPOBAHHOIO JIeYEHHUSA

CyTku

HUCCTICA0BaAHUSA

281

15

22129 (43 (57 |71|85(99 (113]127|141

155

169

183/
ET

OxHo (cyTKH)

N/A

+2

+2

+2|£2|£2(£2(£2(£2(2|£2(|£2(|£2

+2

+2

+2

OnpoCHUK AJis
MAIMEHTOB 10
CUMIITOMaM

PNH2

OnpocHUK A1
MAIMeHTOB 10
MCTIOJIb30BaHU

0 pecypcoB®

Ddusnueckoe

oOcienoBaHne

CokpalenHoe
(busnveckoe

obcnenoBanye!

PKu3sueHHo

BAKHBIC

byHKIIN!

besonacHOCTD,
OKI B 12

OTBEICHUSX

XMMHUYECKUN
AHAJIN3,

Brrouast LDHK

["emaTomnorus,
BKJIFOYast
CBOOOIHBII
reMOIIOOMH U
CBeprIBaHI/Ie

KpoBUK

HMccnenoBanue
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Mepuoa Cxpunun Ilepuoa paHAOMHU3HPOBAHHOIO JIeYEHHUSA

HI
CyTku -28--1 | 1 | 8 |15|22|29|43 |57 |71 (85|99 |113(127(141|155|169(183/
HCCJIe10BAHUS ET
OxHo (cytkn) | N/A +2(2£2(£2(£2(£2(£2(£2(£2(£2(£2(£2({£2|£2|£2|£2
MOYH U
X UIMUYECKHUI

aHamu3 Mouuk

Otbop X[ Xm) X Xm | Xm | Xm | xm| X xXm | xm)xm | X xm xmixn ¥l

00pa3LoB st

PK/PD

MMy HOT€HHOC X X X X
b (ADA)?
O030p maMsaTKu XXX XXX X[ XX XXX X[X[X]|X

0€e30IaCHOCTH

Peskuit «—HenpeppiBHOE MOHUTOPUPOBAHUE—

reMoJIn3®

ComyTCTBY O X «—HenpepbpiBHOE MOHUTOPUPOBAHUE—
e
lleKapCTBEHHbBIE

cpencTBa

Hebnaronpusit X <—HenpepriBHOE MOHUTOPUPOBAHHE—

HbIE COOBITHE

PannomuzanusP X
Bsenenue X X X X =T
ALXN12104
Beenenue XXX X[ X[ X[ X[ X[ X[ X|X|X[X|X]|X
HKYIH3yMada

Coxkpainenus: ADA=anTuTeno MPOTUB JIEKapCTBEHHOTO CpPEeACTBa;

OKI'=anextpokapanorpamma;, EORTC QLQ-C30=IIlkana ocHOBHOro omnpocHuka-30 kauecTsa
>kn3HU EBpOnenckoi Opranusanuy no UCCIEIO0BAHUAM U JICYEHUIO 3JI0KA4YE€CTBEHHBIX OMyXOJIeH;
ET=pannee npexpamenne; FACIT-YTommsiemocts=I1Ikana ¢yHKIMOHAIBHONH OLIEHKU TEPAITUH
XPOHUYECKOTO 3a00neBaHus - YTOMJISIEMOCTH, LDH=nakraTaeruaporeHnasa,
N/A=nenpumenumo;, PD=¢papmakonnnamuka; PK=papmakokunernka, PNH=napoxkcu3manbpHast

HOYHast FeMOTJIO0MHY pus;
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RBC=spurpouut; WBC=neiikouur

2 Bcex MalMeHTOB BaKLIMHUPOBAJIU MPOTHB MEHUHTOKOKKOBBIX MH(EKIHI B Mpeaesax 3
JIeT 70 WJIM BO BPeMs Havajla BBEIEHUs MCCIIEAYyEMOro JEKapCTBEHHOTO cpencTna. IlanuenTos,
IUI KOTOPBIX HAYaTO JICUECHHE HCCIEeIyEMbIM JIEKAPCTBEHHBIM CPEACTBOM MEHee, ueM uepes 2
HeIeNu TMOCje BBEACHHUs IPOTHBOMEHUHIOKOKKOBOH BaKLMHBI, HEOOXOAMMO MOJBEpPraTh
JCYCHUIO TOAXOMSIIMMU MNPOPUIAKTHUYECKUMH AHTHUOMOTHKAMH [0 2 HeIeldb IOCie
BaKL[IHALIH.

> Pasmep kiona WBC (rpanynonutos u MoHoiutoB) 1 RBC, M3MepeHHbBIi OCPENCTBOM
BBICOKOYYBCTBUTEIBHOI MPOTOYHON LIUTOMETPHHU MPU CKPUHUHIE U HAa CYTKH 1, TOJBKO pasmep
kyoHa RBC Ha cyTku 71 u cyTku 183.

¢ TompkO Ui MALMEHTOB JKEHCKOTO IOJia C PENpOAYKTUBHBIM TMOTEHIHaIoM. Tect
CBIBOPOTKHM Ha O€pEeMEHHOCThb NMPH CKPUHMHTE U Ha CyTKU 183; TecT Moun Ha O€pPEMEHHOCTh BO
BCEX JAPYIHX HEOOXOIUMBIX BPEMEHHbIX TOukax. OTpULIATENbHBIN pe3yJbTaT TECTa MOYH
ABJsUIcsT HeoOXxomumbIM niepen BBeneHneM ALXNI210 wmm skynausymaba Ajsi MAlMEeHTOB
JKEHCKOTO TI0JIa C PEMPONYKTHBHBIM ITOTEHIMAJIOM IIPU YKa3aHHBIX OCMOTpPAX.

d  Tpancdys3uu, mPOBENEHHBIE BO BpPEMsi OCMOTPOB M MEKAY OCMOTPaMH,
PeruCTpUPOBAIIHL.

¢ Ilepen panmommzaumeil M B Ipenenax S5 CYTOK A0 BBEAEHHUS MCCIELYEMOro
JIEKapCTBEHHOT'O CPEJCTBA HAa CYTKH 1, reMOrJoOMH y KaXKIOro MalyeHTa OLEHHUBAIU JHOO B
JIOKaJIbHOH, MO0 B LeHTpasbHOM JNabopaTopun. Eciau Ha 3TO BpeMsi ypOBEHb IeMOTJIOOHHA Y
nanueHTa COOTBETCTBOBAJI YKa3aHHOMY B IIPOTOKOJI€ PYKOBOACTBY MO TpaHC(y3HuH, MaleHTa
noaBepraiu TpaHcdysuu ¢ ucrnonbzopanueM pRBC 10 ypoBHs reMOryioOrHa BbIlle YKa3aHHOTO
B MPOTOKOJIE Mpezena s TpaHCQys3uu, 4ToObl OH MOAXOAWI IJisi paHmomuzauuu. JIubo B
JIOKaJIbHOH, MO0 B LEHTPAbHON J1aOOpaTOPHH, MOATBEPKAAIH, YTO YPOBEHb MeMOIJIOOMHA Y
nalueHTa nocie TpaHc(y3un MpeBbIlaeT yKa3aHHbINA B MPOTOKOJIE MPees i TPAHCHY3HHU.

T Ouenka wuccHenoBaTeNeM WM YIOJHOMOYEHHBIM JIMLIOM CIEAYOUIMX COOBITHIA:
yTOMIISIEMOCTH, 0O B OOJNACTU JKUBOTA, MUCIHOJ, Aucharuy, OOMU B TPyAd U SPEKTHUIIbHON
auchyHKIUN.

& CooOL1eHHbIE TEPANIEBTOM U IMALMEHTOM OLICHKH IMOJIyYaJli 10 BBEICHUS HCCIIEIYEMOTO
JIEKApCTBEHHOT'O CPEJICTBA.

b Coxkpamennoe Qusnueckoe 0OCIENOBAHUE COCTOMT M3 3HAUYUMOrO OOCIENOBAHUS
CHCTEMbI OpraHM3Ma, Ha OCHOBAHHH CY>KAEHHsI HCCienoBares (WIK YIOJHOMOYEHHOIO JIULA) U
cuMnTomMoB nanueHTa. [1o Menbiueit Mepe 1 cucteMy opraHu3zma NpoOBEPsUIU IJI1 COKPALIEHHOTO
¢du3ngeckoro oOCIeIOBaAHMSL.

I U3MepeHusi KU3HEHHO BaXKHBIX (DYHKIMM MPOBONWIM MOCHE OTIbIXa MAIUEHTA B
TeUeHHe MO MEHbLIeH Mepe 5 MHUHYT, M OHU BKJIIOYAJIM CHCTOJMYECKOe U Auacroinueckoe BP
(MIUIIMETpOB  pTyTHOrOo crondba [MM pT. CT.]), YacTOTy CEepAEYHBIX COKpAaIIeHUH
(yoapoB/MHHYTYy), YacTOTy JAbIXaHUS (BIOXOB/MHHYTY) M OpPaJbHYK WIH THMIAHAJIBHYIO

temrieparypy (rpamycoB Llembcus [°C] wnmm rtpamycoB @apenreiita [°F]). Ha cyTtku
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IO3UPOBAHUS, JKU3HEHHO BaXKHbIE (YHKIMU ONPENesUId A0 BBEACHHUS HCCIEAYEMOTO
JIEKapCTBEHHOI'O CPEJCTBA.

I Onnokparhyro KT B 12 OTBeIEHUSX TPOBOISAT MPU CKPUHUHTE U MEPE JO3UPOBAHUEM
Ha cyTku 57 u cyTku 183. ITanmeHThl JOIKHBI JIEKaTh HA CIHMHE B TEUSHHE NMPHUOJIM3UTEIBHO S-
10 munyT o nposenenust DKI™ 1 octaBaThCst HA CIMHE, HO OOPCTBOBATH, BO BPEMsI IPOBEICHHUS
OKT".

K Knunanueckue 1abopaTopHble W3MEPEHUs MPOBOIMIIN TIEPEN TO3MPOBAHUEM HA CYTKH
J03UPOBaHUs. YPOBHU (DOJUTMKYJIOCTHMYJIMPYIOIIEr0O TOPMOHA H3MEPSIM TOJNBKO B XOHE
CKPUHHHTA AJI MOATBEP:KAEHUs] TOCTMEHOIAy3aJIbHOIO CTaTyCa.

I O6pasubl ceiBopoTkH yist aHamu3oB PK/PD cobupanu mepen po3upoBanueM (B
npenenax 0,5 yacoB 10 Havana uHQY3uK) U B KoHIe uH(Py3uu (B mpexnenax 0,5 gacoB mocne
okoH4aHusi uHQy3um). OOpasmpl B KoHIE HH(QY3UHM OTOMpaAnIM W3 NPOTHUBOIMOJIOKHOH, HE
noasepraeMoil uHQy3uu, pyku nauueHra. Bce 3HadueHus BpeMeHHM cOopa perucTpupoBalid B
eCRF. ITpu coObITHH pe3Koro remonusa, coonparoT oOpaser CbIBOpOTKH ajsi aHaiamnza PK/PD.

M OGpasupl chBOpOTKH 111 aHanu3oB PK/PD coOupanu nepen mosupoBaHueM (B
npeaenax 0,5 wacoB 10 Havana wuHQY3UH) Uil TALKMEHTOB, IOJBEPraeMbIX JIEYEHHUIO
sKyu3ymMabom, u B JI000e BpeMsi IJIsl MALMEHTOB, nonasepraembix jedenuro ALXN1210. Bee
3Ha4yeHus BpeMeHH cobopa peructpuposanu B €CRF. IIpu coObiTun pe3koro remosnnsa, coOuparoT
obpaser ceiBopoTkH 11 aHanm3a PK/PD.

1 O6pasubl st ADA cobupanu nepen nosupoBanueM. Eciu pesynbraThl TecTa ObLIH
MOJIOKUTENBHBIMU, TECT MOXKHO IOBTOPSITh KaXk[ble 3 Mecsla, NMOKa pe3yJbTaTbl HE CTaHYT
OTPHULIATENIbHBIMA WJIM CTa0WJIM3UPOBAHHBIMH, HAa OCHOBAHHU HM3MEPEHHs TUTPa M OLICHOK
6e30macHOCTH.

[10JEcau nporso3upyeMoe coObITHE Pe3KOro reMoJin3a Mporucxonmio, napamerpsl LDH,
PK u PD aHanmusupoBaiu B LEHTpajbHOU jiadopatopuu. Eciau mporHosupyemoe coObITHE
PE3KOro reMoJin3a He MPOUCXOIUT HA BpeMs OCMOTpa MO PACIHCAHMIO, MPOBOAAT OCMOTP BHE
pacnucaHus Il OLEHKH COCTOSIHUS MalnueHTa U coopa HeoOxonumbix napamerpos LDH, PK u
PD.

O 0ITauneHTOB Ciy4aliHBIM O0pa3oM pErHCTPHPOBAIM U JICUEHUs] Ha OCHOBAaHHHU
pesyabrata ckpunuHra no LDH wu Tpancdy3uit kpoBH B aHamMHe3e, MOCPEICTBOM
UHTEPAKTHBHON CHCTEMBI, MO3BOJISIOIIEH HOCTYN MyTeM Tene(OHHOrO 3BOHKA HWJIM dYepe3
untepHeT (IXRS).

D0 doza ALXN1210 ocHOBaHa Ha MOCHEqHEN 3apEruCTPUPOBAHHON BO BPEMsI OCMOTpa B
paMKax MCCIIel0BaHUS MacChl Tesa MalueHTa.

[10JO1eHKy NepBUYHBIX KOHEUHBIX TOUEK 3((PEKTUBHOCTH MPOBOAST A0 AO3UPOBAHUS HA
cytkn 183. JlosupoBaHue Ha CyTkd 183 sBisieTcs HayajaoM MEPUOAA PACLIMPEHHUS.
JlonosmHUTEBHBIE MTPOLIENyPbl Ha CyTKH 183 mocne no3upoBanus cM. B Tabnuie 2 u Tadnuue 3.

Tabnuna 2: Pacnucanue ocMOTpoB M oOuleHOK mnpu HccaegoBanuu: Ilepuon

pacIIHpeHusi - NallHeHThl, NepeBeaeHHble 3 rpynnel ALXN1210
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IMepuon

ITepuo

I paciIHpeHHsl

CyTku
HCCIe10BAHN
il

183

239

295

351

407

463

519

578

631

687

743

799

855

911
EO
S/E

OxHo
(cyTKH)

+2

+7

+7

+7

+7

+7

+7

+7

+7

+7

+7

+7

+7

+7

Pa3zmep kiaoHa
PNHP

Macca

Tect Ha

OepeMeHHOCTH
c

Peructpanus
TpaHCcQy3uii u
apameTpoB
rpancdysun’

CUMIITOMATOJ
orust PNH¢

FACIT-
'YTomisiemocT
L

EORTC
QLQ-C30f

OnpocHuK
nJist
ITAITCHTOB I10
CUMIITOMaM
PNH!

OrnpocHUK
ISt
MaLKEHTOB 10
MCIIONb30BAHU
10 pecypcost

CokpaieHnoe
(busnueckoe

oOcnenoBaHue
2

PKu3sueHHo
BasKHbIE

byHKIIU"

bezonacHOCTB
L OKI'B 12
OTBeJIeHUSIX!

XMmaeckuit
AHAJIN3,
BKJTIOYAsT
LDH

["emaTomnorus,
BKJIFOYas

CBOOOIHDBIN
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Mepuoa Ilepuoa pacmupenusi

911
CyTkn EO
HCCJIe0BAHU S/E
il 1832|239 | 295 | 351 [ 407 | 463 | 519 | 575|631 | 687 [ 743|799 |855| T
OxHoO 2 |7 |7 | £7 |27 (27 |27 |27 |7 |7 |7 |27 |7 |27
(cyTKH)
reMoryioOnH 1
CBEPTHIBAHUE
KpOBM
HccnenoBanu X | X X X[ X | X | X[ X | X[ X | X]|X]|X
€ MOYH U
XUMHAYECKUMN
AHAJIN3 MOYH
OT60p X X X X X
00pa3LoB It
PK/PDk
IMMyHOr€HH X X X X X X X
octb (ADA)!
00630p X | X X X[ X |1 X X[ X | X[ X]|X]|X]|X
MamsITKU
Oe3onacHOCTH
Peskuit <—HenpepriBHOE MOHUTOPUPOBaHUE—
remosnz™
ComnyTcTBYy1O <—HermnpeppIBHOE MOHUTOPUPOBaHHE—>
[vie
leKapCTBEHH
bie CpencTBa
Heb6naronpus <—HernpepbIBHOE MOHUTOPUPOBAHKE—>
THBIE
COOBITHS
BBenenue X |1 XX | X | X[ X[ X[ X[ X|X|X|X|X
ALXNI210"

CoxkpateHus: ADA=anTuTeno IIPOTUB JIEKapCTBEHHOTO CPEencTBa,

OKI'=anextpokapanorpamma; EORTC QLQ-C30=IIIkana ocHOBHOro ornpocHuka-30 kauecTsa
>kn3HU EBponeickoil opranusanuy o UCCIEN0BAHUAM U JIEYEHUIO 3JI0KaUYE€CTBEHHBIX OIMyXOJIeH;
EOS=okonuanue wuccnenosanusi; ET=pannee mnpekpamenue; FACIT-YTommsemocrp=IIIxkana
(YHKIIMOHAJIPHOW  OLEHKH TEpanuyd XPOHHYECKOro 3a00JeBaHHUS -  YTOMIIIEMOCTH,
LDH=nakratnerunporesasa, PD=¢apmakoguHamuka; PK=¢dapmakoknneruka,
PNH=napokcusmanbHas HouHas1 remorioonnypusi, RBC=spurpouur

2 Bcem mnanMeHTaMm, 3aperMCTPUPOBAHHBIM Ul NEPUOAA PACLIMPEHUsi, BBOAWIU
ALXNI1210 Ha cyTku 183 noce npoBeneHus: BCeX OLIEHOK.

>  Pasmep kioHa rpanyjouuroB u  RBC,  u3MepeHHBbI  MOCPENCTBOM
BBICOKOYYBCTBUTEJIBHON MPOTOYHON LIUTOMETPUM HA CyTKH 351 m 743; TOIBKO pasmep KIOHA
RBC npu npyrux ocmotpax.

¢ TonbkO 1JIs1 MALMEHTOB >KEHCKOIO MOJa € PENpOAYKTHUBHBIM MNOTEHLHMAJIOM. TecT

CBIBOPOTKH Ha OepeMeHHOCTh ToJbkO mpu ET; TecT Moun Ha OEpeMEHHOCTb BO BCEX IPYIHX
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BpPEMEHHBIX TO4Kax. OTpULATENbHBIN pe3yJbTaT TECTA MOYH SIBISIETCS HEOOXOAWMBIM IEpen
BeeaeHrneM ALXNI1210 ans manueHTOB >KEHCKOTO IMOJjia ¢ PENpOAyKTHBHBIM MOTEHIMAJIOM Ha
CYTKH JIO3UPOBAHUS.

d  Tpaucy3uu, TNpPOBEAEHHBIE BO BpPEMS OCMOTPOB W MEXKIY OCMOTPaMH,
pPErucTpUpOBAIIU.

¢ OueHKa HCCIIENOBATENeM WM YIOJHOMOYEHHBIM JIMIIOM CJIEAYIOUINX COOBITHIL:
YTOMJISIEMOCTH, OOJIM B OOJACTH KUBOTA, AMCIIHO3, Aucdaruy, 00U B IPyAu U 3PEKTUIBHOM
auchyHKIUN.

T CoolreHHbIE TEPAIEBTOM ¥ MALMEHTOM OLIEHKH MOJIyYajiy O BBEIEHHS HCCIIENYEMOro
JIEKaPCTBEHHOI'O CPECTBA.

& CokpamenHoe (¢uznueckoe O0OCIeNOBaHHE COCTOMT W3 3HAYUMOTO OOCIeIOBaHUS
CHCTEMBbI OpPraHU3Ma, Ha OCHOBAHUU CY>KAEHUS UCCienoBaTeNs (WK YIIOJTHOMOYEHHOIO JINNA) U
cUMNTOMOB nauueHTa. [Io MeHbInel Mepe OHYy CHCTEMy OpraHu3Ma HEOOXOIHUMO IMpPOBEPSTH
111 COKPAIEHHOT 0 (PU3NYECKOro 00CIe10BaHMS.

b UsmepeHust KU3HEHHO BaXKHbIX (YHKLMH TPOBOINMIM TOCJE OTAbIXAa MALMEHTA B
TE€YeHHE 10 MEHbLIEH Mepe 5 MUHYT, U OHM BKJIHOYAJIU CUCTOJMYECKOE U Auactonuydeckoe BP
(MWLIUMETPOB  PTyTHOro crojba [MM pT. CT.]), 4YacTOTy CEepAEUHBIX COKpalleHUIH
(YoapoB/MHHYTY), 4YacTOTy IbIXaHUS (BOOXOB/MHHYTY), M OpAJbHYI) WU THUMIAHAJIbHYIO
temnepatypy (rpanyco Llenscust [°C] unu rpapyco @apenreiita [°F]). )KusHeHHO BaxkHbIe
(YHKIMU OTIpEesITH O BBEACHHS KAXKIOTO HCCIIEAYyEMOT0 JIEKAPCTBEHHOTO CPEICTBA.

I Ognokpatayto DKI' B 12 orsenenusix nposomsaT Ha cyTku 911 wmu ET. IMauueHTts
JOJUKHBI JIE)KaTh HAa CNHUHE B TeueHHe npuoamsutenabHo 5-10 munyT no mnposeneHus DK u
OCTaBaThCs HAa CIHMHE, HO OOAPCTBOBATH, BO BpeMs poseneHust JKI.

I KnuHudeckue 1abopaTopHble M3MEPEHHs MPOBOIMIN MEPEN NO3UPOBAHUEM HA CyTKU
JO3UPOBAHUSL.

K O6pasupbl cbiBOpoTKH [uist aHanu30B PK/PD cobupany B KOHIEe UHPY3uM Ha CyTKu 183;
nepen nosupoBaHueM (B mpexnenax 0,5 wacoB no Hauyana uH(py3uu) u B KoHIe HH(y3uu (B
npeznenax 0,5 yacoB mocyie okoH4YaHus1 nHQPy3un) Ha cyTKu 351, 575 u 743; u B moboe Bpems Ha
cytku 911 wmmm ET. OOpasubl B koHUe HH(Y3UH OTOMpaNud M3 MPOTHBOIOJOXKHOH, HE
noaBepraeMoii H(yY3UH, pyKH mauueHta. Bce 3Ha4YeHHsT BpeMeHH cOopa perucTphpOBad B
eCRF. I1pu cobObITHM pe3Koro reMosinsa, CoOuparoT odbpaser cbiBOpoTkH I ananu3a PK/PD.

I O6pasupl miuss ADA cobupanu nepen no3upoBaHueM. Eciu pesynbraThl TecTa ObUIH
MOJIOKUTENbHBIMU, TECT MOXKHO IOBTOPSATh KaXble 3 Mecslia, NOKa pe3yJbTaTbl HE CTaHYT
OTPHULATEIbHBIMA HWJIM CTa0WJIM3UPOBAHHBIMH, HAa OCHOBAHHH HM3MEPEHHsS TUTPAa M OLCHOK
0e30MacHOCTH.

M Ecnu mpOrHO3UpPyeMoe COOBITHE Pe3KOro reMojin3a MpOouCXonmio, mapameTpsl LDH,
PK u PD ananmsupoBanmu B LEHTpajbHOU nabopatopuu. Eciam mporHo3mpyemoe coObITHE
PE3KOro remMoJin3a He NMPOMCXOAUT HA BpeMs OCMOTpa MO PaCIHCAHMIO, MPOBOAAT OCMOTP BHE
pacrmcaHus Al OLEHKH COCTOSIHUS MauueHTa u coopa HeoOxonumelx napamerpos LDH, PK u
PD.
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t Jloza ALXNI1210 ocHOBaHa Ha MoOClEAHEN 3aperucTpUPOBAHHON BO BpeMsl OCMOTpa B

paMKax UCCICAOBAHUA MACChI TCJla MAITUCHTA.

Tabauuma 3: Pacnucanue OCMOTPOB M OLEHOK MNPH HCCJIeI0BAHHU:

pAcCIIHpPeHHs] - NallHeHThI, NepeBeeHHbIe U3 IPYMNNbI IKYJIH3ymMalda

IMepuon

IMepuon

Ilepuoa pacuupenusi

CyTku
HCCIe10BAHN
il

183

197

2353

309

365

421

477

533

589

6435

701

757

813

869

925
EO
S/E

OxHo
(cyTKH)

+2

+3

+7

+7

+7

+7

+7

+7

+7

+7

+7

+7

+7

+7

+7

pasMep KJoHa
PNHP

Macca

Tect Ha
OepeMeHHOCT
IJC

Peructpanus
TpaHchy3uil u
MapamMeTpoB
rpancdy3und

CUMIITTOMATOJI
orust PNH¢

FACIT-
'YTomissemocT
L

EORTC
QLQ-C30f

OrnpocHUK
TSt
MaIMEeHTOB 10
CUMIITOMaM
PNH!

OrnpocHUK
ISt
MaLKEHTOB 10
MCIIONb30BAHN
10 pecypcost

CokpaieHnoe
(busnueckoe

oOcnenoBanue
2

PKu3sneHHo
BasKHbIE

byHKIIU"

be3onacHOCTB
L OKI'B 12
OTBeJIeHUSIX!

XMMHUYECKUN

AHAJIN3,
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Mepuoa Ilepuoa pacmupenusi

925
CyTkn EO
HCCJIeJ0OBAHH S/E
51 1832|197 | 253 | 309 | 365 |421| 477 | 533 | 589 | 645 |701| 757 | 813 (869| T
OxHo +2 |3 |27 |27 |27 27|27 |27 |27 |27 (27|27 |27 (27|27
(cyTKH)
BKJIFOUAst
LDH
["emaTojorus, X |1 X[ X[ X[ XX | X[ X[ XXX ]| X[X|X
BKJIFOUAsT
CBOOOIHBII
reMOIIOOMH U
CBEPTHIBAHUE
KpOBW
HMccaenoBanu X |1 X[ X[ X[ XX | X[ X[ XX X | X[X[|X
e MOYHU U
XUMUYECKUH
AHAIU3 MOYW
Ot6op X | X X X X X
00pa31oB asst
PK/PDk
MMy HOre€HH X X X X X X X
octb (ADA)!
00630p X |1 X[ X[ X[ X X | X[ X[ X | XX | X[X[|X
MaMsATKH
Oe30macHOCTH
Pe3kuii «—HenpeppiBHOE MOHUTOPUPOBAHUE—
reMoan3™
ConyTCTBYIO <—HenpeppIBHOE MOHUTOPUPOBAHKE—>
HR5(S
IeKapCTBEHH
ble CPENCTBA
Heo6naronpus <—HenpepbIBHOE MOHUTOPHUPOBAHKE—>
THbBIE
COOBITHS
BBenenue X |1 X1 X[ X[ XX X[ X[ X[ XX X]| XX
ALXN1210"

Coxkparnenus: ADA=anTuTeNno IIPOTHUB JIEKapCTBEHHOTO CpencTBa,

OKI'=anextpokapanorpamma;, EORTC QLQ-C30=IIlkana ocHOBHOro omnpocHuka-30 kauecTsa
>ku3HU EBpOnenckoi opranusaniy o UCCIEN0BAHUAM U JIEYEHUIO 3JI0Ka4YE€CTBEHHBIX OIMyXOJIeH;
EOS=okonuanue wuccnenosanus; ET=pannee mnpekpamenue, FACIT-Ytomusemocts=IIIkana
(YHKIIMOHATPHONW  OLEHKH TEparnuyd XPOHHYECKOro 3a00JeBaHHUs -  YTOMIIIEMOCTH,
LDH=nakratnerunporesasa, PD=¢apmakoguHamuka; PK=¢dapmakoknneruka,
PNH=napokcusmanbHas HouHas1 remorioonnypusi, RBC=spurpouur

4 BceM MalMeHTaM, 3aperMCTPUPOBAHHBIM JJi [EpUOJa pacCIIUPEHMs, BBOAMIU

ALXNI1210 Ha cyTku 183 nocre npoBeneHus: BCeX OLIEHOK.
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®  Pasmep kioHa rpaHynouuroB ¥ RBC,  u3MepeHHBIH  MOCPENCTBOM
BBICOKOYYBCTBUTEIBHOW MPOTOYHOM LIUTOMETPUM HA CYTKH 365 m 757, TOIBKO pasmep KJIOHA
RBC npu npyrux ocmotpax.

¢ Tonpko Uisl MALMEHTOB JXEHCKOTO MOJia C PENpOAYKTHBHBIM MOTEHLHanoM. TecT
CBIBOPOTKH Ha OepeMeHHOCTh ToJbKO mpu ET; TecT Moun Ha OEpeMEHHOCTh BO BCEX JIPYIHX
BpPEMEHHBIX TOYKax. OTpULATENIbHBIN pe3yJbTaT TECTA MOYH SIBISETCS HEOOXOAWMBIM IEpen
BBeaeHrneM ALXNI1210 ansg mauueHTOB >KEHCKOTO IMOJa ¢ PENpOAyKTHBHBIM MOTEHLMAJIOM Ha
CYTKH AO3UPOBAHMSL.

d  Tpauchy3uu, TNpPOBENAEHHBIE BO BpPEMSi OCMOTPOB W MEXKIY OCMOTPaMH,
PEruCTpUpPOBAIIN.

¢ OueHKa HCCIENOBAaTENeM WM YIOJHOMOYEHHBIM JIMIIOM CJIEAYIOUIMX COOBITHIL:
YTOMJISIEMOCTH, OOJIM B OOJIACTH KUBOTA, AMCIIHO3, Aucdaruy, 001U B IPyAu U 3PEKTUIBHOM
auCQyHKIIH.

T CoobreHHbIe TEPATIEBTOM U MALIMEHTOM OLIEHKH MPOBOMST O BBEAEHHUS HCCIIENYEMOrO
JIEKapPCTBEHHOI'O CPEJCTBA.

& CokpauenHoe (usnueckoe 00CIeOBaHME COCTOMT W3 3HAYMMOIO OOCIIETOBaHHUS
CHCTEMbI OpPraHN3Ma, Ha OCHOBAHHH CY>KACHHsSI HCCIIenoBaTeNs (WK YIIOJHOMOYEHHOTO JINNA) 1
cuMNTOMOB mnanueHra. llo MeHbHmIeln Mepe OHY CHUCTEMy OpraHM3Ma IMPOBEPSIIOT IJs
COKPALIEHHOTO (PH3HYeCKOro 00CIeI0BaHuUS.

b UsmepeHust KU3HEHHO BaKHbIX (YHKLMHA TNPOBOINMIM TOCJE OTAbIXAa MALMEHTA B
TeYeHHe 10 MEHbLIeH Mepe 5 MUHYT, U OHM BKJIFOYAJIM CHUCTOJHYECKOe U auactroinueckoe BP
(MIWUIIMETPOB  PTyTHOrOo crojda [MM pT. CT.]), YacTOTy CEepAEUHBIX COKpAaILIeHUH
(YoapoB/MHHYTY), 4YacTOTy IbIXaHUS (BIOXOB/MHHYTY), M OpAJbHYI) WU THUMIAHAJIBHYIO
temrieparypy (rpaaycos Llenbcus [°C]| wmu rpanycoB @apenreiita [°F]). )Ku3HeHHO BakHbIe
(YHKIIMU OTIpEeeNsTH O BBEACHHS KAXKIOTO HCCIIEAYEMOT0 JIEKAPCTBEHHOTO CPEICTBA.

I Ognokpatayto DKI' B 12 orBenenusix nposomsaT Ha cyTku 925 wnu ET. IMauueHTtsi
JOJUKHBI JIE)KaTh HAa CIUHE B TeueHHe npuoamsurenabHo 5-10 munyT no mposenenus DK u
OCTaBaThCs Ha CIIUHE, HO OOAPCTBOBATH, BO BpeMs mposeneHust JKI.

I Knunuueckue 1abopaToOpHblE M3MEPEHHs MPOBOIMIN MEPEN NO3UPOBAHUEM HA CyTKU
JO3UPOBAHUSL.

K O6pasupl cbiBopoTkd st aHamu3oB PK/PD cobupanu nepex mosuposanueM (B
npenenax 0,5 vacoB A0 Havana WHQY3uK) U B KoHe uH(py3uu (B mpexnenax 0,5 yacoB mocne
okoH4anus H(py3un) Ha cytku 197, 365, 589 u 757; B xoHUe nH(DY3uM Ha cyTkH 183; 1 B Mmodoe
Bpems Ha cyTku 925 wmu ET. OOpasip! B KOHIE HHPY3UH OTOMpAN U3 MPOTHBOIIOIOXKHOMN, HE
noasepraeMoii mH(y3UM, pyKH mauueHta. Bce 3Ha4YeHHsT BpeMeHH cOopa perucTphpOBaid B
eCRF. IIpu coObiTN pe3Koro reMosinsa, CoOuparoT odpasel cbIBOpoTKH It anaiu3a PK/PD.

I O6pasupl mist ADA cobupanu nepen no3upoBaHueM. Eciu pesynbraThl TecTa ObUIH
MOJIOXKUTEIBHBIMY, TECT MOKHO TOBTOPSTH KaKIAble 3 MECSIa, MOKa Pe3yJbTaTbl HE CTAHYT
OTPHULATENbHBIMA HWJIM CTa0WJIM3UPOBAHHBIMH, HAa OCHOBAHHH HM3MEPEHHs TUTPAa M OLEHOK

0€e30MacHOCTHU.
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M Ecnu mpOrHO3UPyeMoe COOBITHE PEe3KOro reMojin3a MPOUCXOonmio, mapameTpsl LDH,
PK u PD ananmmsupoBanm B LEHTpajdbHOU jiabopatopuu. Eciam mporHo3mpyemoe coObITHE
PE3KOro reMojn3a He MPOUCXOANT Ha BPEMsI OCMOTpA IO PACIIUCAHUIO, HEOOXOIUMO MPOBECTH
OCMOTpP BHE pacClirCaHuA AJisi OUCHKU COCTOAHUA MalM€HTA U c6opa HeO6XOI[I/IMI:;IX napamMeTpOB
LDH, PK u PD.

t Jloza ALXNI1210 ocHOBaHa Ha MOCIEAHEN 3aperucTpUPOBAHHON BO BpeMs OCMOTpa B
paMKax UCCIENOBAHUs MacChl TeJla MaLUeHTa.

4. Uccaenyemas DOy JISILIUS

Bcero mpubmmsurensHo 246 manpieHTOB ¢ JOKyMeHTHpoBaHHbIM PNH BkirodeHbI H
CITy4ailHBIM 00pa3oM 3aperucTPUPOBAHbBI IS JIeUeHUs ¢ Hcrosb3oBanueM oo ALXNI210,
6o skyau3ymada, B mpubmmutenbHo 300 uccienoBaTeNbCKUX HEHTpax BO BceM mupe. s
UHMBUAYYMOB, KOTOpbIe HE COOTBETCTBOBAJIM KPUTEPUSIM JJIsl YYAaCTUS B 3TOM HMCCIIEIOBAHUN
(He oTOOpaHBI NMPU CKPUHHMHIE), MOKHO NPOBOAUTH NMOBTOPHBIM CKPUHUHI. IIpocnexTHBHOTrO
000peHUsI OTKJIOHEHUI OT NMPOTOKOJA MO KPUTEPHSIM NPUIJAIIEHUs M PEruCTPaLUy, TaKKe
U3BECTHOI'O KaK pas3pelleHHss Ha OTCTYIUIEHHWS OT NPOTOKOJNA WM OCBOOOXIEHHS OT
OrpaHUYEHUI MPOTOKOJA, HE JOIYCKAJIH.

ITanmeHTh! SABIAINCH MOAXOMAIUMH JIJIs1 PETMCTPALUU B HCCIIEAOBAaHHUE, TOJBKO €CIIH
OHU COOTBETCTBOBAJIM BCEM U3 CIEAYIOLUIMX KPUTEpPUEB U HU OJHOMY M3 KpUTEpUEB
UCKJIIOUEHHUST:

1. My>k4unHa WM JKeHIIMHA, B Bo3pacTe 18 et uinu crapiue Ha BpeMsl COTJIACHUsI.

2. JloxymenTtupoBaHHbIi aAuarHo3 PNH, nmoarBepkaeHHBIN MO OLEHKE MOCPENCTBOM
BBICOKOUYYBCTBUTENIbHOW TpoTO4HO# uurtomerpuu (Borowitz MJ, et al., «Guidelines for the
diagnosis and monitoring of paroxysmal nocturnal hemoglobinuria and related disorders by flow
cytometryy», Cytometry Part B. 2010;78B:211-230) RBC wu neiikoruroB (WBC), ¢ pasmepom
KJIOHA FPaHYJIOLIUTOB UM MOHOLIUTOB = 5%.

3. IlpucyrctBue 1 wim Oonee w3 cienyromux cBsisaHHbIX ¢ PNH mnpusHakoB wnmm
CHUMIITOMOB B TIpefiesiax 3 MeCsLEeB OT CKPUHUHTA. YTOMJISIEMOCTH, T€MOrJIOOMHYpHUH, 00 B
o0JyacT $KMBOTA, 3aTPYAHEHUS MAbIXaHUS (OUCTHO3), aHemuu (remornoduH < 10 r/mm),
OCHOBHOTO HEOJarompusTHOrO COCYIOUCTOrO COOBITHST B aHamHe3e (BKIKOYasi Tpom0O03),
mucharun wim spexTiibHON auchyHKuw; win Tpancdysuu pRBC u3-3a PNH B anHamHuese.

4. Yposens LDH > 1,5 x ULN npu ckpuHUHTE.

5. Jlns yMeHbIIEeHUs] pUcKa MEHMHIOKOKKOBBIX MHGekumii (Neisseria meningitidis), Bce
MAIMEHTH! TOJDKHBI OBITh BAKLITHUPOBAHBI IIPOTUB MEHUHIOKOKKOBBIX MH(EKLHUI B mpeaenax 3
JIeT 0 WJIK BO BPEeMs Havajia BBEIEHUs MCCIIEAYyEMOro JIEKapCTBEHHOTO cpencTna. IlanueHTos,
IUTE KOTOPBIX HA4yaTo JIeYeHHE HCCIENyEeMbIM JIEKApPCTBEHHBIM CPEICTBOM MEHee, YeM uepes 2
HeleJqn TOoCie BBENEHUs TNPOTHBOMEHWHTOKOKKOBOH BAaKLUHBI, HEOOXOAMMO TOABEPIaTh
JEUEHUI0 TOAXONALIMMH MNPOQUIAKTUYECKUMH aHTHOMOTHKAMHU 1O 2 Helelb IoCie
BaKLMHALNH.

6. ITanmeHTHI KEHCKOTO ToJIa ¢ PENPOAYKTUBHBIM MOTEHIUAIOM U MALUEHThI MY>KCKOTO

nojia ¢ MmapTHEPAMHU KCHCKOIo mnojia ¢ PCIpOAYKTHUBHBIM MNOTCHIHAJIIOM OOJIKHBI CJICAOBATH
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yKa3aHHOMY B ITPOTOKOJY PYKOBOZCTBY JJISl IPEAOTBPALICHUS] OEPEMEHHOCTH BO BPEMsI JICUEHHSI
U B TeueHue 8 MecsLeB Mocie Mocie Hel 103bl HCCIeAyEeMOT0 JIEKAPCTBEHHOIO CPECTRA.

7. IlanmeHTsl TOJDKHBI AaBaTh NMHCbMEHHOE MH(OPMHPOBAHHOE COTJIACHe M COONI0AaTh
pacmucaHue BCEX OCMOTPOB M IMPOLEAYP MPH HUCCIEAOBAHUH, BKIIOUYAs MCIIONB30BAHHE JIFOOOT0O
ycTpocTBa(yCTPOUCTB) U1t cOOpa JAHHBIX JUTSI IPSIMOI PETUCTPALIMH JAHHBIX MAlUEHTa.

ITaneHTOB HUCKIIIOYANIM U3 PETUCTPALIMU B UCCIEAOBAaHUE, €CIU OHU COOTBETCTBOBAIU
1000My U3 CIIENYIOIIUX KPUTEPUEB:

1. Texymee wmu mNpequIeCTBYIOINEe JieUEHHE C HCMOJb30BAHUEM HMHIHOUTOPA
KOMILJIEMEHTA.

2. Komnuectso TpomboimTos < 30000/mm? (30 x 10%/11) mpu CKpUHUHTE.

3. AbcomoTHOe KosnuecTBO Heiirpoduios < 500/mki (0,5 x 10%/) mpu ckpuHHUHTE.

4. TpancnaHTanysi KOCTHOTO MO3ra B aHAMHE3€.

5. Macca Tena <40 xr npu CKpUHHUHTE.

6. Undexuusa N. meningitides B anaMHe3e.

7. HeyTouHeHHasl, peuIuBUPYIOLIas NHPEKIUs B aHAMHE3e.

8. AKTHBHas cuUCTeMHas OakTepuasbHas, BUPYCHas MM TpuOkoBass HHpeKuus B
npenenax 14 cyTok 10 BBEEHUs UCCIIENYEMOro JIEKAPCTBEHHOIO CPECTBA HA CYTKH 1.

9. TlpucyrcrBue muxopanku > 38°C (100,4°F) B mpenenax 7 CyTOK 1O BBEICHHUs
HCCJIElyeMOrO JIEKAPCTBEHHOTO CPEACTBA HAa CYTKH 1.

10. Undexuus Bupycom mmmynHopedpurura yenoseka (HIV) (kak nmokasaHo mo Turpy
anturena nporus HIV-1 umn HIV-2).

11. UMMyHHU3a1#sI C MCMOJNIb30BAaHHEM >KHUBOW OCJIAOJIEHHON BaKLMHBI 32 1 Mecsi -0
BBEJICHUSI UCCIIE/TyeMOT0 JIEKAPCTBEHHOTO CPEACTBA HAa CYTKH 1. B peaenax S5 et OT CKpUHUHTA

12. 3nokayecTBEeHHOE HOBOOOPA30BaHKE B aHAMHE3E B MpeeNax S JeT OT CKPUHUHTA, 3a
UCKJIFOUEHHEM HEMEJIAHOMHOTO paka KOXH WIM KapUUHOMBI i1 Sifu IEHKH MAaTKH,
MOJIBEPTHY THIX JICUEHUIO, O€3 TOKa3aTeJIbCTB PELHINBA.

13. TIpucyTcTByIOLIEE B aHAMHE3E WJIM TEKyLlee OCHOBHOE 3a00JIeBaHHE CEPALa, JIETKUX,
NOYeK, PHIOKPUHHOH CHUCTEMbl WJIM TEeYeHH (HampuMmep, aKTHBHBIH TeMaTHT), KOTOpOe, IO
MHEHUIO  HCCJeoBaTeNss WJIM  CIIOHCOpa, MpeAoTBpallaeT ydacTue [alueHTa B
UCCIIETIOBATENbCKUX KIMHUYECKIX HCCIEOBAHUSX.

14. HectaOuspHble MEAMLIMHCKUE COCTOSTHHSI (HApUMep, UIIEMHUsT MHOKapia, aKTHBHOE
JKEJTyTOYHO-KUIIEYHOE KPOBOTEUYEHHE, TSDKENasi 3aCTOWHAs CepAevYHas HeIOCTaTOYHOCTb,
okuzaemMasi HeOOXOOUMOCTh OOIIMPHOTO XHPYPIHYECKOrO BMEINATENbCTBA B Ipeneiax o
MECSIIEB OT PAaHIOMH3ALMH, COMYTCTBYIOINAS XPOHHYECKash aHeMus, He cBsizaHHas ¢ PNH),
KOTOpbIE JENaloT HUX C HEOOJBIIOH BEPOSITHOCTHIO CIIOCOOHBIMH IEPEHOCHTh TPeOOBaHUS
MPOTOKOJIA (HAIPUMeEp, PyKOBOJCTBA MO TpaHChy3um).

15. ConyTcTByroliee MCIONb30BAHUE JIFOOOTO M3 CIENYIOIUX JIEKAPCTBEHHBIX CPEICTB
3ampeIeHo, eCid He TPOBOAUTCA B CTA0WIBHOM PEXKHUME B TEUEHHE YKa3aHHOTO IMEPHOAa
BPEMEHH 10 CKPUHHHTA:

a) DPUTPOIIOSTUH U UMMYHOZIETIPECCAHTHI B TEUEHHUE 110 MEHbIIeH Mepe 8 Henenb
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b) CucTemHBIE KOPTHKOCTEPOUBI B TEUEHNE IO MEHBLIEH Mepe 4 Henemb

¢) Arraronuctsl ButamuHa K (Hanpumep, BapdapuH) co cTaOUIbHBIM MEXKIYHAPOAHBIM
ko3 prumenrom Hopmammzauuu (INR) B TeueHue nmo MeHplel Mepe 4 Henenb

d) buonorndyecku aktuBHBIE NTOOABKH, COIMEpsKaIINe *Kejie30, Wi (oueBas KUCIOTa B
TedeHUe 10 MeHbllel Mepe 4 Henenb

e) HuzkomonekyisipHblii renapyuH B TEUEHHE 110 MEHbLIEH Mepe 4 Henesb

16. I'unepuyBCTBUTEIBHOCTh K MBIIIUHBIM O€JIKaM MJIM K JIFOOBIM HAIOJHUTEISAM JUIS
HCCJIeTy eMOT'O JIEKAPCTBEHHOTO CPEICTBA B aHaMHe3e (Hampumep, mosmcopbdary 80).

17. JKeHmuHpl, miaHupyromue OepeMEHHOCTb, WIH OepeMeHHbIE, WM KOPMsIIIue
IPYZBbIO B HACTOSIILIEE BPEMSI.

18. JKeHmMHBI, MMeEIOIINE MOJOKUTEIbHBIN pPe3yJbTaT TeCTa Ha OepeMEHHOCTb IpH
CKpUHHMHIE WM HA CYTKH 1.

19. Yuactue B ApyroM MHTEPBEHLMOHHOM HCCJIENOBAHUM JICYEHUs WU MCIOJIb30BAHUE
mo00i 3KCIIepUMEHTAIbHON Tepanuu B npeaenax 30 CyTOK 10 Havaja BBEAECHUS UCCIIEAYEMOTo
JIEKaPCTBEHHOI'O CPEACTBA HA CyTKU 1 B 3TOM HCCIENOBAHUU WU B Ipenenax S5 MepuonoB
BPEMEHH MOJIy BBIBEIEHUSI TOIO UCCIEA0BATENbCKOrO NPOAYKTA, B 3aBUCUMOCTHU OT TOTO, 4YTO W3
HUX OoJibLIe.

20. HM3BecTHOE WM MONO3pEBAEMOE MPUCTPACTHUE K HAPKOTHUKAM HJIM AJKOTOJI0, WIH
3aBUCUMOCTD OT HUX B aHaMHe3€, B Ipejienax 1 roga 10 Havana CKpUHUHTA.

21. V3BeCTHBIE MEAMLIMHCKOE MJIH MCUXOJIOTHYECKOEe COCTOSTHUE(COCTOSIHUS ) HITH (pakTop
pHUCKa, KOTOpble, MO MHEHUIO HCCJIENOBaTeNs, MOIYT IPEMsTCTBOBATh IOJHOMY YYaCTHUIO
NAlMEeHTa B MCCIICJOBAHUY, MPEACTABIISTh KAKOW-THOO JOTOJIHUTENIbHBIA PUCK JUIS TALUEHTA,
WJIM UCKaKaTh OLIEHKY MAIlMeHTa WM UCXOa UCCIeI0BaHUS.

[MTanmeHT MMeeT MpaBO Ha BBIXOA W3 HCChenoBaHus B Jr0Ooe Bpems. Eciam manmeHT
OT3BbIBAJI COIJlacue, MPOBOAUIIMN OLIEHKH, YKa3aHHbIE JUIsI OCMOTpa IPU PaHHEM IpeKpalleHuu
(ET). ITanrieHTOB, BBILIENIINX M3 UCCIICIOBAHUS, HE 3aMEHSLITH.

JIa manyeHTa MOKHO NMPEKPaTUTh BBEAEHUE HCCIENYyEeMOro JIEKapCTBEHHOI'O CPENCTBa,
ecnu Hauboyiee COOTBETCTBYET WHTEpecaM MAaLUeHTa MpeKpalleHue JedeHus. Ecmu ans
nanueHTa IMpeKpalleHO BBEAEHHE MHCCIEeNyeMOro JIEKapCTBEHHOTO CpelncTBa, IMallleHTa
MOOUIPSIIOT BEPHYTHCS K OCTABUIMMCS B €r0 WJIM €€ PAacHUCaHHM MO MPOTOKOIY OCMOTpaM M0
HayvaJla OTJIMYHON HalleJIeHHON Ha KOMILIEMEHT Teparum.

Ecnu nnst manmeHTa mpekpaiieHo HCCIEeNOBaHHE TNPH TEKyIeM HeOJaronpusTHOM
COOBITUM HJIM HETPOSICHEHHOM JIa0OPaTOPHOM pe3yJIbTaTe, HAXOMALIEMCs 3HAYUTEIbHO BHE
STaJIOHHOTO AMAana3oHa U KJIMHUYECKU 3HAYMMOM, HCCIeNOBaTeNlb NMPEeANpUHUMAa YCUIIUs AJis
o0ecrieueHHss  OTCIIEKHMBAHUS 10  JOCTIKEHHUS  YIOBIIETBOPHUTEIBHOTO  KIMHUYECKOTO
pa3pelneHus JadOpaTOPHOTO Pe3yJIbTaTa WK HeOIaronpUsTHOTO COOBITHSI.

CnoHCOp MM KOMIETEHTHBIN OpraH MOXET NPEeKPaTUTh UCCIIEeNOBaHHE IO pa3yMHOM
npuunHe. OKOHYaHME HCCIIEAOBAHUs OINpPENeNsIOT KaK JaTy IOCJEeIHEro OCMOTpa IMOCJEIHErO
NalyeHTa B epUOe paclIMpPEHUsl.

5. Uccaenyemoe JIEKAPCTBEHHOE CPEACTBO
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Hccnenyemplie JleKapCTBEHHBIE CPENCTBA B 3TOM HCCJIEAOBAHUH MPEACTABISUIN COOOM
ALXNI1210 (paBynm3ymad) u skymmuzymad (aktuBHbIA KOHTposb). Kaxk ALXNI1210, Tak u
9KyJIM3yMad, IPeACTaBILIN cOO0H r'yMaHU3UPOBAHHBIE MOHOKJIOHAJIbHBIE aHTHUTENA IPOTUB CS.

Oxymuszymad mnpexncrapisier coboit mmmyHornodymma [gG2/4 kamma, cocTosuuil w3
YEJIOBEUECKNX KOHCTAHTHBIX O0jacTell M MBIMIMHBIX ONPEAEISIIOIINX KOMIUIEMEHTAPHOCTD
oOJiacTeii, MPUBUTHIX B YEJIOBEYECKUI KapKac BapuadeTbHBIX 00JIACTeH JIETKOW U TSKEJIOH LIeTIH.
Hna  scuoctn, IgG2/4 mpencraBmsier coOoil KpaTkuii Crmoco0 ONUCaHUSA HENPUPOAHOM,
MOJIy4eHHOH croco0oM OenKOBON WH)KEHEPUH, TSKENIOW LEeMH, COAeprKalled 3JIEMEHTHl U3
Tskenbix nened kak 1gG2, tak u IgG4. OTa yHuKanpHas TspKenas Lenb BIEPBbIE ONMMCAHA AJIS
UCTONb30BaHusl B aHTuTene npotuB CS5 ansg skynuszymada. Dkynu3ymad COCTOMT U3 JBYX
TsDKEJBIX Lenen u3 448 aMUHOKHUCIIOT U ABYX JIETKUX Lienel u3 214 aMUHOKHUCIIOT.

ALXNI1210 mnony4eHO NOCPEACTBOM MHHMMAJIBbHOM HANpPaBICHHOM MOIU(PUKALIUH
9KyJIHU3ymMada MOCPENCTBOM BBENEHNs 4 YHUKAJIbHBIX AMUHOKHCJIOTHBIX 3aMEH B €r0 TSKEINYIo
Lenb JUIsd yBEJUYEHHs BpeMeHU mnojyBbiBeneHust anturena. ALXNI1210 u skynusymabd
paznenstoT OGonee 99% WAEHTHMYHOCTb MEPBUYHBIX AMHHOKHCIOTHBIX IOCIENOBATEIbHOCTEH U
UMEIOT OYE€Hb CXOIHYIO (hapMaKOJIOTHIO.

JlekapctBennbie mpenapatel ALXN1210 u sxynu3ymada MoCTaBIsUIN ISl KIMHUYECKUX
uccIenoBaHNi B (oOpMe CTepHIIBHBIX CBOOOIHBIX OT KOHCepBaHTa pacTBOpoB 10 mr/mi B
OHOPa30BBIX (hIakOHaX M paspabareiBany Uil WH(QY3UM TOCPEICTBOM pa3BENEHHS B
KOMMEpUYECKH JOCTYITHOM cosieBoM pacTtBope (0,9% xyopua HaTpus IJIsl UHbEKLIUY, PUHSATAs B
KOHKpeTHOW crpane ®apmakormesi) ansi BBeneHusi nocpenctsoMm IV uHdysuu. B Tabmune 4,
coBpemenHnoii IB ALXNI1210 u omoOpeHHOI JIOKaJIbHOH MapKUPOBKE 3KyJu3ymMada WU
coBpeMeHHO#1 IB skynr3ymada npeacTaBiieHa JOMOJHUTEIbHASI UHOOPMALIHS.

Tabauua 4: Uccaenyemoe JieKapcTBEHHOE CPEACTBO

Hccnenyemoe jiekapcTBEHHOE CPEACTBO
HaumeHoBaHHe MPOAYKTA ALXNI1210 IKyanzymabd
VIekapcTBenHas ¢popma |[KoHUEHTpUpOBaHHBIN pacTBOp  |[KOHLEHTPUPOBAHHBIN PacTBOP
(10 mr/mn) aois uady3um (10 mr/mi) nis uHpy3UH
Cnoco6 BBeneHus BrayTpuBeHHast uHQY3us BrayTpuBeHHast nHQYy3HsI
Duzuyeckoe onucanue  (OT IpO3payvHOro 10 [Tpo3pauHblii, OECIIBETHBII
MOy IPO3PAYHOTO, UMEIOIIMIA  [pACTBOP, MPAKTHYECKH
OenoBaTyI0 OKPACKy, CBOOOIHBIN OT YaCTHUII
MPaKTUIECKHA CBOOOIHBIN OT
YaCTHUI
[MpousBoauTe b Alexion Pharmaceuticals, Inc. Alexion Pharmaceuticals, Inc.
WITH OpraHu3alys, VJTH OPTaHU3ALHS,
M3TOTABJIMBAIOIIAS IO KOHTPAKTY [M3rOTABJIMBAIOLIASI IO KOHTPAKTY

ALXNI1210 wu skyam3ymad ObUTM yHakoBaHbI B COOTBeTCTByrOmue Papmakoree
CIIIA/Esponeiickoii ¢apmakornee (uakoHbl THma 1 w3 OOPOCHIMKATHOTO CTEKJAa M 3aKPBITHI
npoOkamMu 13 OyTHUIIKAy4IyKa C aJFOMHHUEBBIM OOKUMHBIM KOJITAYKOM W OTKHIHON KPBILIKOM.

Hccnenyemoe jekapCcTBEHHOE CPEICTBO MOCTABJISIOT B Habopax. Mccienyemoe iekapCTBEHHOE
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CPEICTBO PACTIPOCTPAHSIOT B KAKIBIA LIEHTP IMOCIE MOMYUYEHHUsT BCEX TPeOyeMbIX HEOOXOANMBIX
JOKYMEHTOB Ha OCHOBAHHUH JICHCTBYOIINX MPABUIL

ITocne  mpuObiTusi  HAOOPOB ~ MCCIEAYEMOrO  JIEKAPCTBEHHOIO  CPEACTBA B
UCCIIEIOBATENIbCKUI LIEHTP, (apMaLeBT WM YIOJHOMOYEHHOE JIUIO HEMEIUIEHHO H3BJIEKAeT
HAOOPbI UCCIENYEMOr0 JIEKApPCTBEHHOTO CPEICTBA M3 TPAHCIIOPTHPOBOYHOIO XOJOAMIbHUKA U
COXpaHseT B X OPUTMHAJIBHBIX KOpoOKax B ycioBusx oxiaxaenus rnpu 2°C-8°C (35°F-47°F) u
¢ 3ammuroit ot cBeta. ALXN1210 u sxynusymad He ObutH MpeaHa3HauYeHb! I 3aMOPAKUBAHMUS.
Hccnenyemoe 1ekapCTBEHHOE CPEICTBO COXPAHSIOT B 0€30MTACHOM XPAHIIIUINE C OrPAaHUYEHHBIM
JOCTYIIOM, ¥ TEMIIEPATypy HEOOXOIUMO MOHUTOPHPOBATH €KECYTOUHO.

JlexapcTBeHHBINM mpenapaT HAaxXOAWTCA IIPU KOMHATHOW TEMIIEpaType AO BBEIECHUS.
Marepuan He HarpeBaroT (HampuMep, C UCMOJb30BAHUEM MHUKPOBOJH HIIM APYTOro HCTOYHMKA
TeIuIa) CrnocoObOM, OTIIMYHBIM OT UCTIOIb30BAHUS TEMIIEPATYPhI OKPY KAKOIIEH Cpebl.

Oxym3ymad mnmn ALXNI1210 ne BBOmmnmm B Qopme IV crpyiiHol uiam OOMOCHOM
uHbekuuu. MH}y3un uccnenyeMoro  JeKapCTBEHHOIO  CPEICTBA  NOATOTABIMBAIU €
UCIIONIb30BaHUEM acenTuieckoro crnocoda. Heobxonumyro nist maumenrta 1oy ALXN1210 wnn
sKyJIm3yMada fanee pasBOIAT B KOMMEPUECKH NOCTYIMHOM coneBoM pactsope (0,9% xmopune
HATpHsl;, IPUHATAs] B KOHKPEeTHOH cTpaHe DPapmakones) B o0beMe, YKa3aHHOM B Ta0uuie S5 At
ALXNI1210, wiu B Tabmuue 6 i skyausymada (CM. Takke ONOOPEHHYIO JIOKAJIbHYIO
MapKHPOBKY WM coBpeMeHHyo IB s skynuszymaba). Pacteop ALXN1210 umu skynuzymada B
pa3baBuTeNe BBOAAT TMAIMEHTy C WCHOJb30BaHHMEM Habopa TpyOok mis IV BBeneHus

nocpencTBoM uH(py3uOHHOrO Hacoca. HeoOXoaumMo MCMoNb30BaHHE BCTPOSHHOTO (PUIIbTpa AJIst

UHOY3HUH.
Tabauua S: CnpaBouHasi KapTa 103UPOBaHUsA 1Jis1 MOATOoTOBKH 10361 ALXN1210
Munumanbs | Makcumanb

O6bem as Hasi

O6bem [cosieBoro|OQ0muii|ITUTEILHOCT|, CKOPOCTH

Macca tena | [loza |ALXN121 |pacTBopal 00bem | b uHy3un, | uHY3HH

Tun 10361 (xr)? (mr) | 0 (ma) (ma1) (Ma1) | munyT (9ac)| (ma/4gac)
Harpy3ounas > 40 - <60 2400 240 240 480 114 (1,9) 253
> 60-<100 |[2700 270 270 540 102 (1,7) 333
> 100 3000 300 300 600 108 (1,8) 333
[Monnepskaromp> 40 - < 60 3000 300 300 600 138 (2,3) 267
ast >60-<100 3300 330 330 660 120 (2,0) 333
> 100 3600 360 360 720 132 (2,2) 333

ITpumeuanne: cM. B (papManeBTUYECKOM PYKOBOJACTBE IOTIOJIHUTENIbHBIE HHCTPYKLIUH

JJIA MOATOTOBKH OO3bI.

2 Macca Tena, Kak 3aperuCTPUPOBAHO MPH MOCIETHEM OCMOTPE B UCCIISIOBAHHH.

Tabauna 6: CnipaBoyHasi KapTa J03UPOBAHMUS AJIsl MOATOTOBKH 103bI IKYyJIH3yMala

Oobem IIpudausurenn
Oobem cosiesoro | Oomuii JlnuTeIbHOCT HAsl CKOPOCTH
IKyJu3ymald| pactBopa | o0bem | b HHpY3UH HHPy3un
Tun 10361 Hdo3a (mr)| a (mu) (ma1) (mu1) (MHHYT) (mu1/gac)
MHayKIHOHHAs 600 60 60 120 35 200
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Oobem IIpudausurenn
Oo0bem cosiesoro | Oomuii Jlnute1bHOCT HAsl CKOPOCTH
IKyJu3ymald| pactBopa | o0bemM | b HHpY3UH HHPY3HUHN
Tun 10361 Hdo3a (mr)| a (mu) (ma1) (mu1) (MHHYT) (mu1/gac)
[Tonnep:kuBaro 900 90 90 180 35 300
Iiast

J103BI HUCCIeyeMOro JIEKapCTBEHHOTO CPEACTBA MOATOTABIMBANI U PACHPEAEN TOJbKO
dapmaneBT Wi KBaTU(PUIMPOBAHHBIA MeTUIUHCKUN padoTHHK. Mccienyemoe nekapCTBEHHOE
CPEICTBO PACMpPEAEIAIOT TOJIbKO CPEIU 3aperuCTPUPOBAHHBIX MALMEHTOB, KAaK MOATBEPKIECHO,
NOAXOAAIMX IJIl y4acTus B 3TOM HcciaepoBaHuu. Ilocie mMOATOTOBKUM HCCIEAYEMOIO
JIEKAPCTBEHHOI'O CpEACTBA Jsl MAlLMEeHTa, €ro BBOASAT TOJBKO 3TOMy mNauueHTty. PrakoHbl
HCCIIElyeMOr0 JIEKAPCTBEHHOTO CPENCTBA ObUIM NpeAHa3HA4YeHbl TOJNBKO JJI OJHOKPATHOTO
UCTIONB30BAHUS, M HHUKAKOW JIEKapCTBEHHBIH IIpernapar, OCTaBIIMHCS B (uakoHe, He
UCIOJB30BAIM sl Apyroro mnauueHta. Hukakoe nexkapCcTBEHHOE CpPEACTBO, OCTaBLIEECs B
TpyOKax ays MHQY3UN WK akeTe UIst UHPY3UH, HE UCIIOIb30BAJIH JUISl IPYTOro MaIueHTa.

OT10 uccnenosanue BKMovaeT npsimoe cpaBHeHne ALXNI1210 ¢ akTUBHBIM KOHTPOJIEM,
skynu3yMadom. IlarpeHToB ciaydaliHBIM 00pa3oM pPErucTpUpoBajyd B COOTHOWIEHMH 1:1 st
BBeneHnst b0 ALXNI1210, nmubo skymmusymaba, B TeueHue 26 Hemenb. Hcciemyemoe
JIEKapCTBEHHOE CPEACTBO BBOAWIHN B (hopme MemerHom [V undysuu (cm. tabmuiyy S u tabnuiy
6).

Pexxum nosuposanus st ALXN1210 npencrasisin coOOM Harpy304HYIO 103y Ha CYTKH
1 ¢ nmocnenyrIuMU MOAAEPKUBAOIIMMHU A03aMU Ha CyTku 15 m q8w mocie storo. [lo3a

ALXNI1210 Obuta OCHOBaHA Ha Macce Tejia MalMeHTa Ha BpeMsl BBEIEHUs J03bl, KaK YKa3aHO B

Tabnmue 7.
Taoauua 7: o031 ALXN1210 Ha ocHOBe Macchl
I'pynna neyennss ALXN1210, macca tena |(Harpy3ounasi no3a| Ilogaep:xkuBaromas
a03a
> 40 - <60 xr 2400 mr 3000 mr
> 60 - <100 kr 2700 mr 3300 mr
> 100 kr 3000 mr 3600 mr

[NaimeHTOB Ciy4aiiHbIM 00pa3oM PErMCTPUPOBAIM B TPYIIY SKyJu3yMada, B KOTOpPOIl
BBOJWJIM HKYJIN3yMal, B COOTBETCTBUHU C OOOPEHHBIM PEKHUMOM JO3UPOBAHUS 110 MOKA3aHUSIM
PNH, npencrasistomuM coboii 4 exeHenenbHble MHAYKLIHOHHbIE A03bI, C MOCJEAYIOLMU
NOJ/IePKUBAIO LMY 103aMU (2w, HaYMHas ¢ Henenu S (tabmuna 8).

Taoauua 8: /1031 3ky1u3zymaba
I'pynna JjieyeHust 3kyauzymadom Nupykunonnas noza | Iogaep:xkuBaromas no03a
Bce nanmeHTHI 600 mr 900 mr

Ilocne mepuona paHAOMM3UPOBAHHOIO JIEUEHHs BCE MALMEHTHI MEPEBENEHBI B MEPUOA
paciiupenusi, 1 uM Beoguin ALXNI210, noka npoAyKT HE CTAaHOBWJICS 3aperuCTPUPOBAHHBIM
Wi OfOOpPEeHHBIM (B COOTBETCTBHU C ONPEAEICHHBIMU Ul CTPAaHbl HOPMAaTHBAMH), WA B
TEUEHHUE BILIOTh A0 2 JIET, B 3aBUCUMOCTH OT TOrO, 4TO HAacTynuT paHee. Haunnas ¢ cytok 183,
nanueHTaM, paHAOMU3UPOBaHHbIM B rpynmny jedeHus ALXNI1210, BBoauau OCHOBaHHYIO Ha UX

Macce noaaepxusaromyro 103y ALXN1210 q8w, u nanueHtraM, paHIOMU3UPOBAHHBIM B TPYIIITY
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sKyau3ymada, BBOIWIM OCHOBAHHYIO Ha Macce Harpy3ouHyro no3y ALXNI1210, 3a xortopoi
clenoBana, uepes 2 Heneiau U q8w Iocie 3TOro, OCHOBaHHAsl HA Macce MOJAEep KUBAIOLIas 1032
ALXN1210 (tabnuua 7).

daxkTudeckoe BpeMs BBEZIeHHsI Bcex 103 peructpuposanu B eCRF mauuenra.

ITalmeHTOB, COOTBETCTBYIOIIMX BCEM KPUTEPUSM PErHCTPALUH, CIydalHbIM 00pazom
PETUCTPUPOBAIIN TSI UCCIIEAYEMOTO JieueHus ¢ ucnoib3zoBanneM ALXNI1210 unn skyausymada
npu ucxogHoM ocMmotpe (cytkm 1). IlpunuceiBaHme K Tpymrme JIeUEeHUs ONpenessuin
NOCPEACTBOM  C(POPMHPOBAHHOM  KOMIBIOTEPOM  CIIy4alHOW  IMOCTENOBATENbHOCTH  C
UCTIOJIb30BAHUEM MHTEPAKTHBHOIN CHUCTEMBI, TIO3BOJISIOLIEH JOCTYN MyTeM Tesne(OHHOTO 3BOHKA
wm depe3 uHTepHeT (IXRS). Panmommsaumst mpencrasisuia coOoOl CTPaTU(PUIUPOBAHHYIO
panpomuzauuo. [lanmenToB crpatuduuupoBanu B 1-6 rpynmy Ha OCHOBaHWUU TpaHC]y3uil B
anamuese (0, 1-14, wmm > 14 emunun pRBC 3a 1 rox no mepBoil [03bI HCCIENyEMOIO
JIEKapCTBEHHOT'O CPeACTBa) U ypoBHel nakraraerunporenassl (LDH) npu ckpunannre (1,5 - <3
x ULN mmm > 3 x ULN). 3areM naupieHTOB BHYTPH Ka)KAOH M3 6 TPyl Cly4aliHbIM 00pa3om
peructpuposanu B coorHouenuu 1:1 nist BBenennst ALXN1210 unn sxyamnsymada Bo Bpemst 20-
HEZIEeJIbHOTO NEePUOa PAHAOMU3UPOBAHHOTO JICYECHHUS.

Jo3bl Ha ocHoBanuu Maccbl ALXNI1210 B stom wucciaenoBanuu (Tabmuua 7) Obuiu
ocHoBaHbI Ha AaHHbIX PK/PD U3 paHHUX MCClIeIOBaHUI 1O pa3pabOoTKe AJIsl 3AOPOBBIX B3POCIIbIX
nOOpOBOJNIBIIEB, TAK K€ KaK HAa IOCTYNHBIX NaHHbIX g mauueHtoB ¢ PNH B Tekymem
uccnenoBannu  (asel 1b g ompenenenust o3l (ALXN1210-PNH-103) u B Tekyiuem
uccnenoBannu (Gasel 2 s nposepku koHuenmuu (ALXNI1210-PNH-201). Bribop pexnma
nosupoBaHusi ALXNI1210 ocHOBaH Ha IEJIEBOM HEMEMJIEHHOM, TOJHOM W JUIUTEIbHOM
UHTUOMPOBAHUH TEPMUHAIBHOTO KOMIUIEKCA KOMIUIEMEHTA y manueHToB ¢ PNH.

Jlo3a sxynn3ymada mpencTaBisier cOOOW 3asiBICHHYIO A03y Ul JICYSHUs] TALIUEHTOB C
PNH (Soliris® USPI u SmPC).

WH}y3ust 1pyrux MOHOKJIOHAJIBHBIX AHTHTEN aCCOLIMUPOBAHA C PEAKLHMAMU Ha HH(Y3HIO,
C HayaJoM, Kak TMpaBWJIO, BO BpeMs WJIM BCKOpPE TOCJIE 3aBepIIeHUus UHQY3HH.
[IpenmecTByromuye JIEKAPCTBEHHBbIE CpPeACTBAa (BKJIIOYAs BUTAMHHBI M Tpemaparbl W3
PACTUTENBHOTO ChIPhsI) - BKIIIOYAsi CPENCTBA, OOCYKAaeMbIe B paszesie KPUTEPUU U MPOLETyPhI
UCKITFOUeHHsT (JIF0O0e TepanmeBTHUYECKOE BMEIIATENBbCTBO, TAKOE KaK XHUPYPTrHsi/OHOINCUs WIN
¢u3noTepanus), BBEICHUIO KOTOPBIX MM KOTOPBHIM MALMEHTa IMO/IBEPTaIH B Ipeaeax 28 CyTok
(vu 3 JieT ans JOKYMEHTALMH MPOTHBOMEHUHTOKOKKOBOW BaKIMHALIMH) IO HaYaJla CKPHHUHTA,
BILJIOTh JI0 MEPBOH 03bl UCCIENYEMOro JIEKAPCTBEHHOrO cpezicTBa - peructpupoanu B eCRF
nanueHTa.

Tpanchysuu pRBC, mnpoeommmble B mpenenax | roma OO TEpPBOrO BBEACHHS
HCCJIeTy eMOT0 JIEKapCTBEHHOTO cpeAcTBa, peructpuposanu B eCRF nauuenra.

Bce ucnonp3zoBaHue J1€KapCTBEHHBIX CPEJICTB U OCYLIECTBJIEHHbIE MPOLIENYpPbl B XOJ€
UCCIIEIOBAaHU ~ PETHCTPUPYIOT B (GOpMe  pPErucTpallMyd  y4YacTHHKA  KIMHUYECKOTO
uccnenoBaHmst/MequuuHCKO kapte W eCRF mammeHTa. DTa perucTpanusi BKIOYAET BCE

NpEANNCAaHHBIC JICKAPCTBCHHBIC CPEACTBA, MPOAYKTbI M3 PACTUTCIBHOI'O CbIPpbsi, BUTAMHWHBI,
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MUHEpaJbl, Oe3peLenTypHble JIEKAPCTBEHHBbIE CPEACTBA M TEKYIIHE JIEKAPCTBEHHBIE CPEACTBA
nporus PNH. ConyTcTByromue ekapCTBeHHbIE CPEACTBA PErHCTPUPOBAIH OT NEPBOH MHPY3UU
HCCJIEAYEMOrO JIEKAPCTBEHHOIO CPEACTBA A0 56 CyTOK MOCJE MOCJIEAHEH BBEACHHON MallMeHTY
J03bl HUCCIIENYEMOro JIEKAPCTBEHHOro cpenacrtBa. JIroOble WM3MEHEHHs COIMYTCTBYIOIIUX
JIEKApCTBEHHBIX CPEINCTB TAaKXKE PErucTpUpoBaIM B (OpME PErucTpaldd yYaCTHHKA
KJIMHUYECKOro uccienoBanus/menuuuackon kapte u eCRF mamuenra. Jlroboe comyTcrByromee
JIEKapCTBEHHOE CPEACTBO, KaXKyIeecss HEOOXOAUMBIM JIJIsl CTAHAAPTA JICUEHUs MTALUeHTa B X0/
UCCNIeIOBaHNA WM 1A JedeHus modoro AE, BMecTe ¢ IONMyCTUMBIMU JIEKapCTBEHHBIMU
CpeICTBaMU, OIMCAHHBIMU HIDKE, BBOAAT MO pelleHUr0 ucciaenosatens. OnHaKo, UCClenoBaTelb
OTBETCTBEHEH 3a 00eCIeUYeHHe TOro, YTOObI E€Talli, IPUMEHUTENBHO KO BCEM JIEKAPCTBEHHBIM
CpeICTBaM, IOJIHOCTBIO DPErHCTPUPOBAIN B (OPME PErUCTPALM YYaCTHHUKA KIMHUYECKOTO
uccienoBanus/MmenuuuHckoi kapte u eCRF nmanmenra.

Crnenyroumue COMyTCTBYIOIIME JIEKAPCTBEHHBIE CPEACTBA AOMYLIEHbI K NPUMEHEHHIO,
€CJIM BO3HMKAIOT CJIENYHOLINUE COCTOSIHUS, U KOPPEKLHUHU A03bl HE OKMIAIOT BO BpeMs NEpUoaa
PaHAOMU3UPOBAHHOTO JICUEHUS

DpUTPONOITHH, €CIIH MALUEHTY BBOAST CTAOMIIbHYIO 103y B TEUEHHE MO MEHBIIEH Mepe
8 Heneb 10 CKPUHUHTA.

HMmyHOzmenpeccanTsl, €CIM NaLMEeHTY BBOAAT CTAOMIIbHYIO 103y B TEUEHHE IO MEHBIIEH
Mepe 8 Henemb 10 CKPUHUHTA.

KoprukocTepouapl, eciy NanyueHTy BBOIAT CTAOWIBHYIO 03y B TEUEHHE IO MEHBIIei
Mepe 4 Henelnb 10 CKPUHUHTA.

AwnTaronuctsl ButamuHa K (Hanpumep, Bapdapun) co ctabunbabiM INR B TeueHue mo
MeHbIIEH Mepe 4 Henesb 10 CKPUHUHTA.

buonornyeckn akTuBHBIE TOOABKH, COAEPIKALIHE JKee30, WIH (oiueBas KUCIOTA, €CIH
MAIMEHTY BBOIAT CTAOWIBHYIO 103y B TE€YEHHE 110 MEHbLICH Mepe 4 Helelb 1O CKPHHUHTA.

HuskoMonekyIsipHbIiA TenapuH, €CiIi MalUueHTy BBOAST CTAOMIIBHYIO 103y B TEYECHHUE I10
MEHbIIEH Mepe 4 Henenb 10 CKPUHUHTA.

Ecnu sTt0o kaxercs Hambojee COOTBETCTBYIOLIMM HHTEpPECaM MALUEHTa, YacTOTy WIIH
YPOBEHB JJO3bI JIIOOOTO U3 BBILIEYKA3aHHBIX JIEKAPCTBEHHBIX CPEICTB MOKHO KOPPEKTHPOBATD.

U3-3a mx MexaHuM3Ma JeHCTBHsA, HCHONb30oBaHME OKyausymaba wmm ALXNI210
YBEJIMYMBAET 4yBCTBUTEIBHOCTh MALMEHTa K MEHHHTOKOKKOBOH mHbekuuu (N. meningitidis).
JUisi yMEHbLIEHHsST PUCKA MEHHHIOKOKKOBBIX HH(EKIHH, BCEX MALUEHTOB BAKIIMHUPOBAIU
NPOTHB MEHHHIOKOKKOBBIX MH(EKUUH B Mpenenax 3 JeT OO0 WIM BO BPeMs Hadajia BBEICHUS
UCCJIEAYEMOrO JIEKAPCTBEHHOTO CpeAcTBa. IlalmeHToB, A KOTOPBIX HAYMHAIU JIEYEHUE
UCCJIEAYEMbIM JIEKAPCTBEHHBIM CPEACTBOM MEHEe, 4eM 4Yepe3 2 Henelu IMOCJIEe BBENCHUs
IIPOTUBOMEHUHIOKOKKOBOM BaKLUHBI, NoJiBeprajin JIEUEHHUIO MOAXOSALIUMHU
NpOoPHIAKTUIECKUMH AaHTHOMOTHKAMHU 1O 2 HEIeNb IOC/e BaKIMHALMH. BakUuHBI MPOTUB
ceporunioB A, C, Y, WI135 u B, korma nocTynHbl, peKOMEHIOBaHbl AJis IPeNOTBPALLEHHUs
UH(EKIMH PacIpOCTPAHEHHBIMH MAaTOr€HHBIMH MEHWHTOKOKKOBBIMHU cepoTunamMu. [lanneHToB

BAKLIUHHUPOBAJIN WM PEBAKIUHUPOBAJIN B COOTBETCTBUU C COBPEMCHHBIMU HALlMOHAJBbHBIMU
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PEKOMEHAALMSIMH 110 BAKL[MHALMK HJIK MECTHOH MPAKTHUKOMN ISl UCTIOJIb30BAHUSI BAKLIMHALIUK C
UHTUOUTOpPaMH KOMIUIEMEHTa (HAIpUMep, KYJIU3yMadoM).

BakuuHaumsi MOKET SIBJISIThCS. HEOCTATOYHOM IJIsl MPEIOTBPAILEHHsT MEHUHIOKOKKOBOI
uHpekumy.  VuuThBaM  OPHLMAIBHOE PYKOBOACTBO M  MECTHYK  MNPAKTHKY IS
COOTBETCTBYIOLIETO  HCIOJb30BaHHMsS  aHTUOAKTEpUANbHBIX CPEeACTB. Bcex  mauueHToB
MOHUTOPUPOBAJIM IO PAHHUM TNPU3HAKAM MEHHHTOKOKKOBBIX HMHQEKLHH, OLEeHUBAIH
HEMEIJICHHO NpPU TMOAO3PEeHHHM Ha WH(EKUUI0 M JIEYHJIH C HCIOJb30BAHHEM IOIXOSLINX
aHTHOMOTHUKOB, IPU HEOOXOTUMOCTH.

6. Ouenku 3ddekTUBHOCTU

Tpancdyszuro pRBC npoBoamny, korna naueHT UMel YPOBEHb reMoriaoduHa 9 r/an nnu
HIDKE C MPU3HAKAMH WJIM CUMIITOMaMH JAOCTATOYHOW TSDKECTH, YTOOBI OMpaBaaTh TpaHCHY3HIO,
WIN YpOBeHb reMorjobuHa 7 I/Iy1 WIM HWKE, HEe3aBUCHMO OT NPHUCYTCTBUS KJIMHHYECKHUX
NPU3HAKOB WJIK CUMIITOMOB.

IIpu3Haku WM CHMOTOMBI, KaK IIPaBHJIO, ACCOLMHPOBAHHBIE C HEOOXOAMMOCTBIO
nauveHTa B TpaHcy3uH, MM IpoBoLMpyromue ee, nokymeHtupoBanu B eCRF mis xaxxmoro
VHIVBHYAJIbHOTO MALMEeHTa. TUMHUYHbIE CBS3aHHBbIE C AHEMUEH CHUMIITOMBI, ONPABIbIBAOINNE
TpaHC(y3uy, BKIOYAIN CTEHOKAPAUIO, W3MEHEHHE ICHXHYECKOrO COCTOSIHUS (HAmpHuMep,
0OMOpOK, TOJIOBOKPYXKEHHE, CIyTAHHOCTh CO3HAHUSI, MHCYJIBT, TPAH3UTOPHYIO HIIEMUYECKYIO
aTaky), TSDKEJOe WIH YXYAIIAoIeecs 3aTPy/JHEHNE IbIXaHUS, W TSHKEIYI0 WIH YXy ATy OCs
YTOMJISIEMOCTb.

Ecnu mamuieHT yaoBIeTBOpsUT JIFOOOMY KPHUTEPUIO TPAHC(PY3UH B XOI€ HCCIECIOBAHUS,
UCCIIeIOBATeNb  OMpPENeNsiyl  COOTBETCTByHoLee konuuecTBO enuaul pRBC st BBeneHus
nocpencTBoM TpaHcdysuu. briIo pekoMeHI0BaHO MPOBOIUTH TPAHCHY3HUIO B penesax 48 yacos
OT OTpeneNeHusl YPOBHs reMorjio0nHa, npuseamero k Tpancdysuu. [Iposenenue tpanchysum,
BKJIFOUAsi Pe3yJIbTaT AJisl FeMOTIOOMHA U CHMIITOMBI, SIBIISTFOIIMECS MYCKOBBIMU (paKTOpamMu JJIst
TpaHC]y3UH, U KOJUYECTBO EAMHUILI, BBEISCHHBIX MMOCPEICTBOM TPAHCPY3HHU, JOKYMEHTHPOBAIN
B eCRF.

Ilepen pangoMusamuedi u B Tpenenax S CYTOK 1O BBEIEHHS HCCIEIYEeMOTro
JIEKApCTBEHHOTO CPENCTBAa Ha CYTKH 1, réeMOrIOOMH y KaKAOro MalMeHTa OLEHHBAIH JHOO B
JIOKaJIbHOH, 100 B 1eHTpanbHOU Naboparopun. Eciu Ha 3TO BpeMsi ypOBeHb I'eMOrJIOOUHA Y
MAalMeHTa COOTBETCTBOBAJ JSTOMY PYKOBOJACTBY IO TpaHC(y3uHW, MALUEHTa MOABEPrau
Tpancy3un ¢ wucnonpzoBanueM pRBC 1m0 ypoBHs remoriioOWHa BBIIE Tpenena IS
TpaHchy3un, YTOOBI OH MOAXOMWI AJIs paHAOMU3aLuH. JInOo B JTOKaJIbHOH, THOO B LIEHTPATIBHOM
naboparopun, TOATBEPKIAIHM, YTO YPOBEHb TeMOTJIOOWHA y TAalMeHTa Mocie Tpanchy3nu
NPEBBIIAET MPees A TpaHCy3un.

A. LDH u npyrue cBsizaHHbIe ¢ 3a001eBaHeM JabOpaTOPHBIE MapaMeTPhI

Cobupamu obpasubl kpoBu u Moud. Crenyromue CcBsi3aHHbIe C 3aboJjieBaHUEM
nabopaTtopHble TapaMeTpbl u3Mepsui B xoae uccienoBanusi: LDH, cBoOomHbIl remMoriobuH,
CKpbITasi KPOBb, aHAJIU3 MOYH, o0UIHii ypoBeHb C5, rantoriioOnH, KOJIUYEeCTBO PETHUKYJIOLHUTOB,

pasmep kioHa RBC npu PNH, onieHeHHbIII TOCPEACTBOM BbICOKOUYBCTBUTEIbHOW MPOTOYHOMN
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LUTOMETPUH, KOHLEHTpauusi D-aumepa, OLIEHEHHas CKOPOCTh KiIyOOUKOBOH (QHIbTpAaLUH
(paccuntaHHasi ¢ HCHOJb3OBaHHEM (GOpMysbl  MOAMMUKALMM OUETbl TPU  MOYESYHOM
HEIOCTaTOYHOCTH), COOTHOIIEHHE AaIbOYMUH.KPEaTHUHHH B pa3oBod mnopuuu mouun u C-
PEaKTHBHBINA OENOK.

B. Coo0meHHbIe MaUeHTOM MMOKa3aTeNu HCX0aa

JBe mposepeHHble mKkanbl QoL mpennaranu manueHTaM O BBEIACHUS HCCIELYEMOTO
nexapctBeHHoro cpenctea. Illkana FACIT-yrommsiemoctn, Bepcuu 4.0, mpencraBiseT coOon
KOJUIEKLMIO ONMPOCHUKOB QOL, OTHOCAIIMXCS K YIIPABISHUIO CUMIITOMAaMHU YTOMIIIEMOCTH H3-32
xpoHunueckoro 3aboneBanuss. FACIT-yromnsemocts mpexncrtaBiseT coOOH OmpocHUK u3 13
NYHKTOB, OLEHUBAIOLUINA COOOINEHHYIO TMAaIeHTOM YTOMIIIEMOCTb U €€ BIIMSHHE Ha
MIOBCETHEBHYIO JIESITEIbHOCTh M (DYHKLUHM B TEUEHHE MPENUIECTBYIOIUX 7 CyTOK. IlanmeHTsI
OLICHUBAJIM KX b NMyHKT 10 S-OammpHoi mkaie: 0 (coBceM He) - 4 (o4eHb CHiibHO). OOmuit
Oamn nexur B auanasoHe or 0 mo 52, rme Oonee BbICOKMH Oaiul ykasblBaeT Ha JIy4IIHH
rmokazaresib QoL.

Illxkana ocHoBHOro ompocHuka-30 xkadecrBa xu3HU (QLQ-C30), Bepcum 3.0,
EBponeilickoii opraHusaluy MO HCCIEJOBAHUSAM M JIEYEHHIO 3JI0KaYECTBEHHBIX OIMyXOJeH
(EORTC), mpencrasnsier coOoli OnmpocHUK, paspaboraHHbld aisi oneHkH QoL manmumeHToB C
3JI0KAYECTBEHHBIMH ONMyXOoysiMH.  ONPOCHUK BKJIIOYAET CIENYIOUIMe MOAIIKANbL  olriee
COCTOSIHME 370pPOBbsi, (DYHKIMOHAJBHBIE MKl ((pu3ndeckoe (PyHKUHOHUPOBAHUE, POJIEBOE
(byHKLIMOHNPOBaHKE, SMOLMOHAIBHOE (PyHKIIMOHUPOBAHHUE, KOTHUTUBHOE (DYHKIIHOHHPOBAHHE U
COLMANIbHASI AKTHBHOCTD), IIKAJbl CUMITOMOB (YTOMJISIEMOCTh, TOLIHOTA M PBOTA, U OONb), U
OTHeJbHbIE MyHKThI (IUCIHO?, OECCOHHMIA, IOTEpPs AamMeTHTa, KOHCTHIALMS, auapes |
(uHaHCOBBIE 3aTpyaHEHus). Tpuanate BompocoB oTHocsTCsA K QoL, rae mepsbie 28 BONMPOCOB
OLIEHUBAIOT 1O 4-0aymipHOM mmKane (1=coBceM He - 4=04YeHb CHJIbHO), W MOCIEAHHE 2 BOIPOCa,
aHamu3upyromue odiiee cocTosiHue 310poBbs U QoL marenTa, oueHUBarOT 1o mkane 1 (oueHs
wioxo) - 7 (ormmunHo). Kaxnas mommkana umeer auana3oH 0-100%, raoe Bwicokmid Oann
NpeAcTaBsieT Oojiee BBICOKMH YpPOBEHb OTBeTa. TakuM o00pa3oM, BBICOKHI Oaym amst
(PyHKUMOHAIBPHO!N IIKaJIbl MPEACTABJISIET BBHICOKUI YpOBEHb ()YHKLHOHUPOBAHUS, HO BBICOKHUIL
6aJut Mo MmKaJie CUMITTOMA TIPEICTABIISIET BBICOKHH YPOBEHb CHMITTOMATOJIOTHH/TIPOOIEMBL.

[NaipeHTsl 3amMoONHSUIM /B4 JOMOJHHUTEIbHBIX OMPOCHUKA Ui OLIEHKH Harpy3Ku
3a0oneBanus. OTH ONPOCHUKM TMpeJlaraid MalueHTaM [0 HWHPY3HH HCCIEIYEMOTo
JIEKapCTBEHHOro cpenctsa. B ompochHuke no cumnromam PNH nepedncnens! crienyromue
CHMITTOMBI. TIOKEJITEHHE IJ1a3, M3MEHEHHE LIBETa MOUH, 0OJb B IPYIH, 3aTPYJHEHUE IbIXAHUS,
rOJIOBHAst 0OJIb, YTOMIISIEMOCTh, 00NMH B 0OJIACTH KMBOTA, CIyTAHHOCTb CO3HAHUS, SPEKTHIIbHAS
nucYHKLMS, 3aTPyIHEHHOE TIJIOTaHue U apyrue. [laimeHTbl yKa3bIBaOT, UCMBITHIBAIA OHH
KaXXZIbI U3 CHMIITOMOB Ha NPOLIENIIEeH HeeNe, U €ClIU J1a, OLEHUBAIOT YacToTy (10 4-0aibHON
IIKaJie B JUANa30He PEIKO - MOYTH MOCTOSHHO), TsDKeCTh (0 4-0aTbHOM IIKajie B THANA30HE
cmabasi - OYeHb TsDKeJasl) U aCCOLMMPOBAHHYIO C 3THM CTeNeHb cTpecca/OecrnokoricTra (o 5-

OaJTPHOM IIKaJie B AUANa30He COBCEM HE - O4EHb CHITBHO).
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B ompocHmke MO WCMONB30BAHHMIO PECYPCOB TPOCAT MALMEHTOB IPEJOCTABUTH
KOJIMYECTBO Pa3 B MpeneNiax IOCIEIHEro Mecsla, KOrga OHU ObLIM BbIHY)KIEHBI. IOCETHTh
CBOETr0 TOCTABIIUKA MEIUIMHCKUX YCIYT, B MEPBYIO odepenb, i jedeHns PNH (uckmouas
yKa3aHHbIE B TPOTOKOJE OCMOTPbI B PAMKaX HCCIIENOBAHUS), MPUOBITD B MYHKT HEOTIOXKHOM
NOMOIIM, B TIEPBYIO0 odepenb, ans jedernus PNH, moctynuth B OONbHHUIY, B EPBYIO OYepenb,
s nevennst PNH, nvenn moreMHeBInyr0 MO4y W/WUJIH MPOIMYCTWIN pabounii AeHb B pE3yJIbTaTe
cumnromos PNH.

C. OcHOBHBIE HEONATONPUATHBIE COCYUCTbIE COOBITHS

OcHoBHble HeOmarompusTHeie cocyauctbie coObiTusi (MAVE) oueHuBanm B KadecTse
4aCTH IUIAHOBOI oreHKH HeOnaronpusaTHbIX coObituii (AE). Onucanne MAVE, anatromndeckyto
JOKaJM3alMlo, Crnocod JAMAarHOCTHKM (HampuMep, MarHUTHO-PE3OHAHCHAas ToMorpadus,
yJIBTPa3BYKOBOE HCCJIEOBAHNE, AHTHOTPaMMa), ATy IMOCTAHOBKU AMArHO3a U AaTy pa3perueHHs
(mnu texymee) cobupanu B eCRF B kadecTBe uacTH MEAMLIMHCKOTO aHaMHe3a MalueHTa (10
HCXOJTHON TOYKH) U B XOJI€ UCCIIEIOBAHMS.

MAVE onpenensifoT CeayromumM o0pa3om:

a) Tpombodnedbut/TpomMO03 riyOOKHX BeH

b) Jlerounast sM60Hs

c¢) Ungapkr muokapaa

d) TpaH3uTOpHAas HIIEMUYECKast aTaka

e) HecrabunbHas creHOKapaus

f) TpomO03 movYeyHbIX BEH

g) OcTpast OKKITI03us IepuepruuecKix COCyI10B

h) TpomOo03 nnu uHGAPKT ME3EHTePUANTbHBIX/BUCLIEPAIBHBIX BEH

1) Tpom003 mnu uHGAPKT Me3eHTEPHATBHBIX/BUCLEPATBHBIX apTepUil

j) Tpom0O03 meueHOUHBIX/BOPOTHBIX BeH (cunapoM banna-Kuapn)

k) OkxJro3ust nepeOpalibHbIX apTepuil/ocTpoe HapyIeHHe MO3rOBOIO KpOBOOOpaIleH s

1) Oxxitro3ust epedpaIbHbIX BEH

m) TpomO03 moveyHsbIX apTepuit

n) ['anrpena (HerpaBMaTudeckas; HenuabeTnaeckas)

0) Amnytauus (HeTpaBMaTU4ecKas, HenuabeTHIecKasi)

p) AepmanbHbiii TpoMO03

q) Apyroe, ykaszatb

D. OcHoBHBIE HEONATONPUATHBIE COCY AUCThIE COOBITHS

IIpoBomumm 0030p ameMorpaduyeckux mapaMmeTpoB, BKIIOYAs BO3PACT, IMOJ, pacy H
STHUYECKYI0  NPUHAMIECKHOCTb.  lIONHBIA ~ MENWIMHCKHI  aHaMHe3  coOupainun |
TOKYMEHTHPOBAJIH. PerucTpupoBaiu Maccy U poct. POCT U3Mepsiii TOJBKO NP CKPUHUHTE.

MeauuuHckuii anamHe3 nanuenta ¢ PNH, Bkiroyas Hayajno nepsoro cumnroma PNH,
JaTy TOCTAaHOBKM JuarHosa, pasmep kioHa PNH, tpancdysum pRBC u mobsie MAVE B

aHaMHe3€e, TOKYMEHTUPOBAJIHU PU OCMOTPE NPU CKPUHUHTE.
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MenuurHCKUI aHaMHEe3 MALUeHTa, BKJIIOYAs MPENIIECTBYIOIUE M COIMYTCTBYOIIUE
COCTOSIHUSI/HAPYIIEHNsT W TpaHCPY3UH B aHaAMHe3e, DPETHCTPHPOBAIM IPU OCMOTpE NpHU
cKpuHUHTe. MCnojp30BaHNEe JIEKAPCTBEHHBIX CPENCTB (PELENTYpPHBIX WIH Oe3pelenTypHbIX,
BKJIFOUAsi BUTAMUHBI W/WIH JOOABKH U3 PACTUTEILHOTO ChIpbsi) B TeueHue 28 cyTok (uiu 3 Jjier
I TOKYMEHTAIlMd TPOTHBOMEHMHTOKOKKOBOW BaKIMHALMM) /[0 Hadaja CKPHUHHMHIA TaKXkKe
PEruCTpUPOBAIH, B JOMOJHEHNE K POTUBOMEHUHTOKOKKOBOW BaKLIMHALIMH.

dmnueckoe obciaenoBaHNE BKIOYAJIO CIEAYIOIUE OLEHKH: OOIero BHEINHEro BUA,
KOXKU; TOJIOBBI, yIIEH, I7la3, HOCa W ropia; Iueu, JUM(ATUYECKHX Yy3JIOB, TPYAHOH KIIETKH,
cepana; OPIOIIHON IMOJIOCTH, KOHEYHOCTEW; IIEHTPAJIbHONH HEPBHOH CHUCTEMBI, M CKEJIETHO-
MmpleyHol cuctembl. CokpalieHHOe (u3ndeckoe OOCIeNOBaHUE COCTOSIO M3 3HAYHMMOIO
o0cnenoBaHusl CUCTEMbl OpPraHM3Ma, Ha OCHOBAHUHU CY’KAECHHUS MCCIENOBATENs M CHMIITOMOB
NalHUeHTa.

H3mepenus KU3HEHHO BXKHBIX (DYHKIMH MPOBOAWIIN IOCIIE OTABIXA MALIMEHTA B TEUEHUE
[0 MEHbIIEH Mepe 5 MUHYT, U OHU BKJIFOYAJH CHUCTOJMYECKOE U AUACTOJIMUYECKOE KPOBSHOE
nasnenue (BP; MUITUMETPOB PTYyTHOTO CTONIOA [MM PT. CT.]), HACTOTY CEepPAEYHBIX COKPAIEHHI
(YoapoB/MHHYTYy), YacTOTy JAbIXaHUS (BIOXOB/MHHYTY) M OpaJbHYK WIH THUMIIAHAIbHYIO
temnepatypy (rpagycos Llenscus [°C] unu rpagycos @apenretita [°F]).

IMpoBomuau  cOop  oOpa3moB  Ajsi  TecTa  ChIBOPOTKM Ha  OEpeMEHHOCTb,
reMaTOJIOTMYECKOrO  aHAJIM3a, XUMHYECKOro aHajiu3a, aHalu3a CBEPTHIBAHMS KPOBU U
uccnenoBanus Mouu. OOpasibl Asi 1abOpaTOPHBIX OLEHOK COOMpAaIM OO BBENSHHS Ka’KAOTO
UCCIIElyeMOro JISKApCTBEHHOTO CpencTBa. Eciu mporHosupyemoe coOBbITHE Pe3KOro reMoJn3a
MPOMCXOUT, MPOBOIAT OCMOTP BHE PACIUCAHMS, IPH KOTOPOM COOMpPArOT oOpasel] AJisi aHaIn3a
LDH u PK/PD B ueHTpanbHOM 1ad0paTopuu.

IToHSITHO, YTO HEKOTOpBIE JaOOpATOPHbIE 3HAUYEHUS MOTYT HAXOAWTHCS BHE TUATa30HA
HOPMAJIbHBIX 3HAYEHUH M3-32 COINYTCTBYHOLIero 3adoneBaHus. lccnenoBaTrenn HCTONB3YIOT
CBOE BpaueOHOEe MHEHHE MPU OLEHKE KIIMHUYECKON 3HAYMMOCTH 3TUX 3Ha4eHUN. KITMHUYEeCKyIo
3HAYUMOCTh OTPENENSIOT KaK JIF000e OTKIOHEHHE JIAOOPATOPHBIX M3MEPEHUH, KOTOPOE UMEET
MEIUIUHCKOE 3HAaUYE€HHEe M KOTOPOE MPHBOAWT K W3MEHEHHI0 B MEIHMLIMHCKOM yxozxe. Ecmu
OTMEYEHbl KIMHUYECKH 3HAYUMbIe JIA0OpPATOPHbIE HW3MEHEHHUsT OT HCXOMHOTO 3HAYCHHS,
n3MmeHeHus nokymentupoaniu kak AE B AE eCRF. HMccnenoBarens Takke OLEHUBAN CBS3b C
UCCIIEyeMbIM JICYCHHEM JUIi BCeX KIMHUYECKH 3HAYMMbIX 3HAYCHWH BHE JHMAIa3OHA.
HccnenoBarens MpomoiDKajl MOHHUTOPHPOBATH MAIMEHTA IOCPEACTBOM  TOTIOJHUTENbHBIX
7Ta00paTOPHBIX OLIEHOK, MokKa (1) 3HaYeHHs He BO3BPALIAIUCH K HOPMAJIBHOMY IHANA30HY WU
UCXOHOMY VPOBHIO, WMJH (2) HCCIenoBaTelb HE BBIPAKAJT MHEHHs, 4YTO 3HAYEHHsS BHE
HOPMAJIbHOTO JHMANa30Ha HE CBS3aHbl C BBEACHHEM HCCIIENYEMOro JIEKApCTBEHHOTO CPEACTBA
WJIN IPYTUMH Crie(UIECKUMH JJIs1 IPOTOKOJIA MPOLIENY PAMH.

OO0pa3ipl KpOBH aHAJIM3HPOBAIHN M0 XMMHUYECKHM NapaMeTpaM ChIBOPOTKH. HempsiMoii
OMnmMpyOrH PacCUUTHIBAIOT 1O YPOBHSAM OOINEro W MpsMOro OwinpyOHMHA, TakuM o0pasom,
pe3ysbTaThl IJIsl HempsiMoro OwnupyOuHa He OBUTM JOCTYMHBI, €CJIA NpsiMON OwinpyOuH

COCTaBJAJI HWXKE IIpeleNia KOJMYECTBEHHOrO ompereneHus. YpoBHH cbiBopoTouHoro FSH
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U3MEPSIIM B XOJ€ CKPHUHHMHIA ISl TALEeHTOB JKEHCKOTrO Iojla MOCJe€ MEHOMmay3bl IS
NOATBEPKIEHUs] WX IMOCTMEHOIAy3aJbHOro craryca. [IpoBOAMIM XHWMHUYECKHE OLEHKH.
O1ueHeHHY0 CKOPOCTh KIyOOUKOBOH (PMIIbTpaIii pacCUUTHIBAIN C HCIIONIBb30BAHHEM (HOPMYJIbI
MOIU(HUKAIMA AUEThl MPH IOYEYHOH HENOCTATOUHOCTH NPU BCEX OCMOTPAxX, MPU KOTOPBIX
NPOBOIWIIN XUMHYECKHE aHAJIHN3bl ChIBOPOTKH. OOpa3iibl KPOBH aHAJIM3HPOBAIH IO MapaMeTpam
CBEPTHIBAHUS KPOBH.

AnanusupoBanu o6pasipl MOUH. MUKPOCKONMUUYECKOE MCCIIENOBAHHE O0OpPa3loB MOYH
NPOBOIWIIN, €CIH PE3yJbTaThl MAKPOCKONMUYECKOrO aHajiu3a Obuti aHOMajbHbBIMH. OOpasiibl
MOYHM TaKXe AaHAJIW3UPOBAIU MJIsi M3MEPEHUs YPOBHS O€JKOB M KpeaTHMHHWHA JUId pacdera
COOTHOIIEHHsI OEJIOK:KPEATUHUH B MOYE.

Tectuposanue Ha HIV no Bupycy nummynonedunura yenoseka tuna 1 (HIV-1) u Bupycy
ummyHonedunura yenoseka tuna 2 (HIV-2) sBnsercs HeoOXOAMMBIM Ui BCEX MaLIUEHTOB
nepen peructpauueil. M3BecTHbIX noaoxuTenbHbx o HIV nanueHToB He perucTpupoBaiu.

JInst KaXKaoro mauMeHTa, MPOBOAWIN OTHOKpaTHYI0 1udposyro DKI' B 12 oTBeneHusIX.
ITarmeHTs! NOJDKHBI JIeKaTh HA CIIMHE B T€YEHHE NMPUOIH3UTENBHO 5-10 MHHYT 1O MpOBENCHUS
OKT u ocraBaThCs Ha CIIMHE, HO OOIPCTBOBATH, BO BpeMs poseaenust KT

OOpasupl kpoBH coOupanu sl TECTUPOBAHHs NPHUCYTCTBHS M TuTpa ADA mporus
ALXNI1210 wnm skynusymaba B CHIBOPOTKE IO BBEAEHHs HCCIEAYEMOIO JIEKAPCTBEHHOI'O
cpenctsa. Ecnu pe3ynbraThl TecTa ObUTH MOJIOXKHUTENIBHBIME, TECT MOBTOPSUIN KaKAble 3 MecsLa,
IIOKa pe3yJbTaThl HE CTAHYT OTPHUIATENBbHBIMH WIM CTAOMJIM3HPOBAHHBIMHM, HA OCHOBAHUH
U3MEPEHUs] THTPA U OLEHOK 0e30macHOCTH. JIOMONHHUTEIbHYI XapaKTepU3alMI0 OTBETOB
AHTHUTE TPOBOAWIM IO HEOOXOIMMOCTH, BKJIIOUAs CBS3BIBAIOIIME W HEHTpaNU3yroIIue
antutena, PK/PD, 6e3onacHocTb 1 akTuBHOCTh ALXN1210 mnu skynusymada.

AE mpexcrasisier coboil r000e HeXeNaTebHOe MEIHUIUHCKOE SIBJICHHE Y TAlHeHTa,
KOTOpPOMY BBOIAT (papMalleBTUYECKH TPOAYKT, U OHO HEOoOs3aTeNbHO JOJDKHO HMETh
NPUYHHHO-CJIEICTBEHHYIO CBsI3b € 3TuUM JiedueHneM. AE Mosker, Takum o0pazom, MpencTaBisiTh
coboli 0ol HeOMaronpusITHBIA WM HENpPeayCMOTPEHHBIH MPH3HAK (HAPHMEpP, aHOMAJIbHOE
naboparopHOoe OOHApy»KEeHHE), CUMITOM WM 3a00JieBaHHE, aCCOLMUPOBAHHBIC MO BPEMEHH C
UCTIOJIb30BAHUEM JIEKAPCTBEHHOTO TNpernapara, HE3aBHCHMO OT TOTO, CYHUTAIOT WM HET HX
CBSI3aHHBIMH C JIEKAPCTBEHHBIM ITPETIAPATOM.

Curyanuu, B KOTOPBIX HEKENATeJIbHOE MEAWLMHCKOE SIBJICHHE HE IPOU3OILIO
(HarpuMep, rOCIUTAIN3AINS U3-32 TUIAHOBOT'O XUPYPrUYEeCKOr0 BMEIIATENbCTBA, €CJIM OHA ObLIa
3aIUIAaHUPOBAHA 10 HayaJia UCCJIEAOBAHMS, TOCIUTAIM3ALMH [0 COLMATIBHBIM MPUYUHAM U JUTSI
ynobcTBa), U TPeNyCMOTPEHHblE  CYTOYHblE  KOJEeOaHUs  TPENCYLIECTBYIOIIETO
3aboneBanusI(3a00IeBaHNN) WITH COCTOSIHUSI( COCTOSTHHI), MPUCY TCTBYFOIIUX WITH
JIETeKTUPOBAHHBIX HA BpEMs Hauasa UCCIEOBAHUS, KOTOPhIE HE YXYILIAIUCH, He ABIsuUCh AE.

OrcyrcTBue >(dekTa NekapCTBEHHOTO cpencrtBa He siBsiercs AE B KIMHMYECKUX
UCCIIEIOBAHMAX, TOCKOJIbKY LEJNbI0 KIMHUYECKOTO WCCIIEIOBAHMS SIBJIIETCS ONpeneIeHre

s dexTa ekapCcTBEHHOTO CPEeNCTRa.
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OwmubKy B mpueMe JIEKAPCTBEHHOT'O CPEACTBA (BKIIOYAsl MPEIHAMEPEHHOE MMPHUMEHEHHE
HE 10 HA3HAYEHWIO, 3JIOYMOTpeONeHHe M TNEepeNO3UPOBKY IMPOAYKTA) WM HCIIOJIb30BAHHE,
OTJIMYHOE OT ONPEAENICHHOTO B NMPOTOKOJIE, HE paccMaTpuBaroT kak AE, ecim He mpucyTcTByeT
HE)KEJIaTeIbHOTO MEAMLIMHCKOTO SIBJICHUSI B Pe3yJibTaTe OMIMOKM B INpHUEME JIEKapCTBEHHOTO
CpeAcTBa.

Cnyuan OepeMEHHOCTH, BO3HHMKAIOIIME BO BpEeMsl MOJABEPraHWs MAaTepH WM OTHA
BO3AEHUCTBHUIO MCCIIEyEeMOro MPOAYKTa, PETHCTPUPOBAIIH B TIpesieiax 24 4acoB OT IOCTAHOBKH B
U3BECTHOCTh HCCllefioBaTeNs/leHTpa. JlaHHBlE 1O HWCXOAy Uil IUIoJAa W TPYyAHOMY
BCKAPMJIMBAHUIO COOMpAlOT Ml OT4YeTa IMepel pPeryJUpyIIIUMH OpraHaMH M OLEHKH
0€30macHOCTH.

HeGnaronpusitHele COOBITHS PErHMCTPUPOBAIM CO BpeMeHH mnoamnucaHus corjacus. AE,
3apErucTPUPOBAHHOE MOCae MHOOPMHUPOBAHHOIO COMJIACHS, HO IO BBEIEHHS HCCIENYEMOTro
JIEKapCTBEHHOT'O CPENICTBA, paccMaTpuBatoT kak AE 1o nedenus.

UzBectHo, uro umHruOuMpoanue CS5 yBeIMYMBAET YyBCTBUTEIBHOCTb K HMHQEKIHSM,
BBI3BAHHBIM HHKAICYJHPOBAHHBIME OaKTepusiMH, B 4acTHOCTU N. meningitidis. Cnenyromue
COOBITHS MPENCTABISUI COOOH BaXKHbIE MASHTU(PHLNPOBAHHBIE PHCKU B 3TOM HCCJIEIOBAHUMU:
MEHHUHIOKOKKOBBIE MH(EKINH, CeTICUC, Cepbe3Hble nH(pekunu, nabexms Aspergillus n peakunu
Ha uHQY3U0. J[OmoMHUTENbHBIE MPEACTABISAIOIINE HHTEPEC COOBITUS B 3TOM HCCJIEIOBAHUH
BKJIIOUAJIN CJIEAYIOINNE. CepPbe3Hble KOXKHbIE HEONArONpHsATHBIE PEAKLHH, KapIUOJOTMYeCKue
HapyleHus (BKI0Yast GUOPUIIISILIMIO YKEJTy TOYKOB) U aHTHOIAEMY .

Tsoxecte AE pamkupoBaimu ¢ ucnosb3oBaHueM OOmiell TEPMHHOJOTHH KPHUTEPHEB
HeOnmaronpusitibix  coObituii (CTCAE) Bepcum 4.03 wnm Beinume. Illkanma paHXUpPOBaHUS
(Tsoxectn) mpencrasneHa ais kaxporo tepmuHa AE. Kaxneiit tepmun CTCAE npencrasisier
coboii Tepmun Husmero yposHs (LLT) cormacHo MeauuMHCKOMY CIIOBAPIO ISl PEryJISTOPHON
nesitenbiocT (MedDRA®). Kaxkneiii LLT komupoBaH mpeanodTutelbHbiM Tepmutom (PT)
MedDRA.

Crenenp otHocuTtcs K Tskectd AE. CTCAE npunuceiBaeT creness 1-5, ¢ yHUKaJIbHBIMU
KJIMHUYECKUMHU OMTUCAHUSIME TsDKECTH 1S Kaxknoro AE (tabmuma 9).

Tabauua 9: llIkana paH:KUpoBaHUs TAKECTH HEOJIArONPHUSTHBIX COOBITHH

Crenenb |Onucanme

Crenens | [Msirkoe, 6€eCCUMIITOMHOE WJTH MSITKAE CUMIITOMBI, TOJIBKO KIIMHUYECKUE HITH
MarHOCTHYECKHE HAOIONCHNS;, BMEIIATEIbCTBO HE IMOKA3aHO

Ctenenp 2 |YMepeHHOE; MOKa3aHO MUHUMAJIbHOE, MECTHOE WJTH HEMHBA3UBHOE BMEIIATENIbCTBO;
OrpaHUYeHHE COOTBETCTBYIOIIEH BO3PACTy HHCTPYMEHTAIBHON aKTUBHOCTH B
MOBCEHEBHOM nesitenbHOCTH (ADL)?

Crenens 3 {Tspkenoe wim 3HAUMMOE ¢ METULIMHCKOM TOYKHU 3PEHUS, HO HE HETIOCPEACTBEHHO
OMacHOE AJIs1 )KU3HU, [TOKa3aHa TOCIUTAIN3aLNs WX MPOAJIEHUE TOCIUTATIN3aLNH,
MHBaIMAU3NpYoLLee; orpannduBaroiiee ADL camoobeny kuBaHus®

Ctenenb 4 |OnacHbIe IS JKU3HU TTOCTISACTBHS, TTOKa3aHO CPOYHOE BMEIIATEIbCTBO.

Crenens 5 (CesizanHas ¢ AE cMmepTh.

Coxkpamenns: ADL=akTHBHOCTh B TOBCEOHEBHOH aesTenbHOCTH; AE=HeOnaronpusTHoe

co0ObITHE
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2 UnctpymenTanbHass ADL OTHOCHTCS K NMPHUTOTOBJICHHIO THIIH, MOKYIIKE MPOAYKTOB
WJIH OJ€KIbI, NCTIOJIB30BAHMIO TeNle(OHA, YIIPABICHHIO AEHEKHBIMU CPEICTBAMH U T.1I.

> ADL camo00CiTy KUBaHKSI OTHOCUTCSI K MBITBIO, OJIEBAHHIO M PA3IEBAHUIO, PUHSITUIO
NUINY, WCIOJNBb30BAHMIO TyasleTa, TNPUEMYy JIEKapCTBEHHBIX CPEACTB U OTCYTCTBHUIO
NPUKOBAHHOCTH K KPOBATH.

UccnenoBarens [OOMKEH TPENCTaBUTh OLEHKY MNPUYUHHO-CJIEACTBEHHOW  CBSI3H
(OTCyTCTBHE CBSI3H, MAJOBEPOSITHAS, BO3MOXKHAsI, BEPOSATHAS MIIM orpeneneHHast) 1 Bcex AE
(KaK cepbe3HbIX, TaK M HECEPbE3HbIX), HA OCHOBAHHU BPaueOHOrO MHEHHMs HCCIEAOBATENs U
HAaOJIFOIa€MBIX CHUMIITOMOB, AaCCOLIMMPOBAHHBIX C coObiTeM (Tabmmma 10). DTy oneHky
peructpuposanu B €CRF 1 m00bIX TONOTHUTENBHBIX (popMax, Mo HEOOXOAUMOCTH.

Ta6auna 10: Onucanus oeHKH NPUYHHHO-CJIeCTBEHHOH CBSI3H

Onenka Onucanue

He IIpennonaraer OTCyTCTBUE NPUYMHHO-CIEACTBEHHOMN CBA3U MEXAY
cBsizaHHbIe/OTCY TCTBUCCIIEAY €EMBIM MPOIYKTOM U 3aPETUCTPUPOBAHHBIM COOBITHEM.

e CBI3U

C manoi [Mpenmnosaraer, 4To KJIMHHYECKAs] KAPTUHA UMEET BBICOKOE COOTBETCTBHE C
BEPOSITHOCTHIO NPUYUHON, OTJIIMYHOM OT HCCIIEAYEMOTro MPOIYKTa, HO COOTHECEHHUE
CBSI3aHHbBIE HEBO3MOJKHO BBITIOJIHUTE ¢ A0COIFOTHOM YBEPEHHOCTBIO, U CBSI3b MEXKIY
pcclieyeMbIM POAyKTOM U AE HEBO3MOKHO HCKIIFOYUTh C TIOJTHOM
BEPEHHOCTBIO.
B 03MOKHO [Tpenmonaraer, 4To JIe4eHHE C UCTIOJIb30BAHUEM HUCCIIEyeMOTO IIPOAYKTa
CBSI3aHHbBIE MOKET BbI3bIBATh MJIM BHOCUTD BKJal B AE (T.e., coObiTHe cnenyer

Pa3yMHOI BpEMEHHOM! MMOCIEA0BATENIBHOCTH OT BPEMEHH BBEICHUS
IIeKapCTBEHHOTO CPECTBA W/WJIH CJIEyeT H3BECTHOMY MAaTTEPHY OTBETa Ha
HCCJIeTy eMbIil TPOAYKT, HO MOXKET TakkKe ObITh BBI3BAHO APYTHUMHU

(bakTOpamm).
BepositHO [Tpennonaraer, 4To pa3yMHasi BpEMEHHas! TOCIIEA0BATEIBHOCTh COOBITHSI €
CBsI3aHHBIE BBEICHHEM KCCJIEYEMOTr0O MPOAYKTa CYIIECTBYET, U BEPOSTHYIO

MPUYUHHO-CJIEACTBEHHYIO CBSI3b COOBITHS C UCCIIEAYEMBIM TPOIYKTOM.
ITO OCHOBAHO Ha U3BECTHOM (hapMaKOJIOTUIECKOM JIEHCTBHU
HCCIIElyeMOT0O MMPOAYKTA, M3BECTHBIX HIIH paHee Oy OJIMKOBAHHBIX
HEeOTaroNpHUATHBIX PEAKIHSIX Ha UCCIIEAYEMbIH MPOAYKT WIIH KJIace
IIeKapCTBEHHBIX CPEACTB, MJIM MHEHUH HA OCHOBAHUHU KIIMHUYECKOTO
OTIBITA UCCJIEIOBATEIIS.

OrnpeneneHHo CBsI3p IO BpEMEHH C UCCIIEyEMbIM IIPOAYKTOM, IPyTHe yCIOBUS
CBSI3aHHbBIE (comyTcTByIOLIEe 3a00IeBaHNE, PEAKIIHSI HA COMy TCTBYIOLIEE
JIeKapCTBEHHOE CPEIICTBO HIIH MPOTPECCHPOBAHNE/TIPOSIBICHUE COCTOSTHHS
3a0oieBaHus), IO-BUAUMOMY, HEe OOBSICHSIIOT COOBITHE, COOTBETCTBYET
M3BECTHOMY (hapMaleBTHYECKOMY MPOQUITIO, YIYUILIEHHE MTPH
NpeKpaleHNH, TOBTOPHOE TOSIBJICHHE MPU MOBTOPHOM BO3JIEHCTBHU.

Cepoesnoe  HeOmarompusitHoe coObitme (SAE) mpencrasimsier  coboii  soboe
HEKeJIaTeIbHOe MEANLIMHCKOE SIBJICHHE, KOTOPOE: MPUBOIUT K CMEPTH, SIBIISIETCSI OMACHBIM IS
KU3HHU (T.€., MALUEHT MMEET PHCK CMEPTH BO BpeMsi COOBITHs), TpeOyeT TrOCIHUTAIH3ALNN
NAalMeHTa WU TPOUICHUS CYIIECTBYIOINEH TOCTHUTAIN3ALWH, MPUBOAUT K IOCTOSHHON WIIN
3HAYUTEJbHOH WHBAJIMAHOCTH/HEAECECTIOCOOHOCTH W/WIIM TPEACTaBIsieT CcOOOH BPOXKIEHHBIH

MOPOK Pa3BUTHS IUIOAA/TIATOJIOTHIO POAOB.
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BaskHble MeqUUMHCKIE COOBITHS, KOTOPbIE MOTYT HE MPUBOAHUTH K CMEPTH, HE SIBJIATHCS
HEMOCPECTBEHHO OMACHBIMU JUIsl JKM3HM WM He TpeOOBaTh TOCIUTAIM3ALUKN, MOXKHO
paccMaTpuBaTh KaK = Cepbe3HOE HEeONarompusiTHoe COObITHE, KOrJa, Ha OCHOBaHHHU
COOTBETCTBYIOLIEr0 BpaueOHOrO MHEHHUs, OHH MOIYT TMOJABEPraTh pPHCKY TMALUeHTa WIH
TpebOoBaTh BMEIIATEIbCTBA [JIsl IPEIOTBPALLIEHHS OHOTO U3 UCXOJOB, MIEPEYHUCIICHHBIX BBILIE.

IIpennonaraemble HeNmpeaBUAEHHBIE Cepbe3Hble HeOmarompusTHblie peakunu (SUSAR)
NPECTABISUIN COOOH Cepbe3Hble COOBITHS, KOTOpble He ObUIM mepeducieHsl B IB, u koTopbie
UCCIIeIOBATENb HASHTU(QULIUPYET KaK CBA3aHHBIE C HCCIIENYEMbIM MIPOAYKTOM HIIH CIIOCOOOM.

Bce AE (ceppesnbie u HecepbesHble) codupanu ot noamucanus ICF no 56 cyTok mocne
MOCJEAHEN M03bl UCCIENYEMOIO JIEKapCTBEHHOrO cpeAcTBa ais nauueHTtoB ¢ ET wim go 56
CYTOK IIOCJI€ TIOCJIEAHEH 03Bl HCCIIEAYEMOro JIEKapCTBEHHOIO CPEACTBAa ISl MAIUEHTOB,
3aBEpIIMBLINX UCCIIEIOBAHUE.

7. DapMaKOKMHETHUKA U d)aDMaKO)_II/IHaMI/IKa

OOpasipl KpoBH il ONpeAeNeHUs KOHLIEHTpPALMi JIEKAPCTBEHHOIO CpelNCcTBa B
CBIBOPOTKE M OLEeHOK PD cobupanu 10 M mocne BBEOEHUS HCCIEAyeMOro JIEKapCTBEHHOIO
cpenctea. Pernctpupyrot GakTu4eckyro naty u Bpems (mokasaHus 24-4acOBBIX YaCOB) KaJKAOTO
orbopa obpasuoB. KomudecTBo BpeMeHHbIX Touek oTOopa obpasuos miast PK mns mroGoro
JAHHOTO MAallMeHTa HEe MpPEBBIIAN0 3allJJAHUPOBAHHOIO HA HACTOSIIMM MOMEHT KOJIMYeCTBA
BPEMEHHBIX TOUEK; NMPU COOBITMH PE3KOro reMoin3a, AOMONHHUTENbHBIH oOpasen mis PK/PD
SIBJISLIICST HEOOX OZTIMBIM.

O6pasupl kposu s onenkun PK u PD ortOupanu u3 pyku, MPOTUBOMOJIOXKHON pyKe,
UCTIONBb3YyeMOM 1J1st HH(Y3UH JIEKAPCTBEHHOTO CPENICTBA.

Ounenkn PK/PD SBRsUIMCH CHEQYIOLIUMH: W3MEHEHHE KOHIIGHTPALUU B CHIBOPOTKE
ALXNI1210 u skynu3symada ¢ Te4eHHEM BPEMEHH, U3MEHEHHE MeMOJIMTUYECKONW aKTHBHOCTH B
cRBC ¢ Teuenunem BpemeHH (NIOMCKOBBIE), U WU3MEHEHHE KOHLEHTpauuu cBobomnoro C5 u
obmeli koHueHTpauu C5 ¢ TedeHneM BpeMeHH.

8. Cratuctuueckue crioco0bl U 3aIJIaHUPOBAHHBIC AHAJIU3bI

Bce coOpaHHbIe naHHBbIE MPEACTABIIEHBI B TAOMMYHBIX 00001meHusX. Bce naHHbIe, Tak ke
KaK JIFOObIE MCXOJbI, BBIBEICHHBIE U3 JAHHBIX, MIPEICTABICHBI B MOAPOOHBIX MEPEYHSIX JTAHHBIX.
IIpencraBneHsl Takxke rpaduueckue MpeAcTaBleHHs, KOrna 3To mejecoodpasHo. Bee aHamu3bl
IPOBOIMIIM C MCTIONb30BaHMEM Bbimycka SAS®, Bepcuu 9.4 unu Boimie (SAS Institute Inc., Cary,
NC, USA) wumu npyroro MNpPOBEPEHHOTO CTATUCTHYECKOTO MPOrPAMMHOIO O0ecreydeHusl.
HenpepbiBHbIE TIepeMEHHBbIE CYMMHUpPOBAIM C HCIOJb30BAHUEM OIMUCATENIbHON CTaTHCTHUKH,
BKJIFOYAsl KOJMYECTBO HAONIONEHUN U CpeaHee, CTaHOAPTHOE OTKJIOHEHHE, MeIUaHHbIE,
MUHUMAaJIbHbIE W MaKCUMaJibHble 3HadyeHus. KaTeropuajbHble TEPEMEHHbIE CYMMUPOBAIU
MOCPEACTBOM 3HAYCHHI YaCTOThI U MPOILIEHTA MAIlMeHTOB. BCe MpoBeneHHbIe CTATHCTHYECKUE
TeCThl ObLTM OCHOBAHBI Ha 2-CTOPOHHEM 5% ypOBHE 3HAYMMOCTH, €CJIH He YKa3aHo uHoe. [lepen
OKOHYATEJIbHBIM O(OPMJICHUEM M 3aKpbITHS JOCTynma K 0Oa3e HaHHBIX, BCE pPEIICHUs

MNPUMEHUTENIBHO K BKIIFOYCHWUIO WJIM UCKIIFOYCHUIO JAaHHBIX W3 aHaJIM3a AJIA KaXXAO0TO MalueHTa,
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NPUHUMAIM  COOTBETCTBYIOIIME CIEIHATUCTBl B OOJACTH MENWLUHBI M  CTATHUCTUKH.
Uckirouenus, Bce 6€3 NCKITFOYEHNUS, TOKYMEHTHPOBAJIH B CITUCKAX MAIUEHTOB.

JleTanu CTaTUCTMYECKUX AHAJINU30B, OMHCAHHBIX HIDKE, YKa3blBajdu B oTAenbHOM [lnane
craructryeckoro ananusza (SAP) no 3akpeiTus goctyna kK Oa3e AaHHBIX U ee aHanm3a. Jlroboe
U3MEHEeHHE CIIOCOOOB aHaNM3a AAHHBIX, OMMCAHHBIX B MPOTOKOJIE, TPEOYeT yIIydIIeHHs, TOJIbKO
€CIM OHO W3MEHseT TMepBUYHbIE WM KJIIOUYeBble BTOPUYHbIE LI€NH, WM IPOBEIEHUE
uccnenoBanus. Jlroboe npyroe N3MeHeHHe CIocOOOB aHAIN3a JAHHBIX, ONMUCAHHBIX B MPOTOKOJIE
wi SAP, u 00ocHOBaHME ST OCYLIECTBIEHUS W3MEHEHHs, ONMCAHO B OTYETE O KIMHUYECKOM
uccnenoBannu (CSR). JlornonHUTENbHBIE TOMCKOBBIE aHAINU3bI TAHHBIX MTPOBOJMIIN, KaK CUUTAIIN
HEOOXOIUMBIM.

CSR mnonyyanu Ha OCHOBaHMU NaHHBIX 3(dexTuBHOoCTH, OezomacHoctH, PK u PD,
COOpaHHBIX [0 OKOHYaHMsA 26-HENEIbHOTO MEepHUoNa PaHJOMU3MPOBAHHOIO JIeUeHUs (CyTKH
183). Koneunsiii CSR gma o00o0umieHuss mnapaMeTpoB AJUTENbHOH  3(PQPEeKTHBHOCTH,
6esonacuocty, PK 1 PD nonyuanu ro 3aBepiueHUN UCCIeIOBaHUS.

[TpubnusurensHo 246 NAalMEeHTOB  CIy4YalHbBIM — 00pa3soM  PEruCTPUpPOBAIH B
cootHomrennn 1:1 nus BeBemenust ALXNI1210 (N=107) wmm skymmusymadba (N=107) nus
obecrieueHnst Mo MeHbled Mepe 193 momiexamux OLEHKE MAUeHTOB (IPUHMMAsi MPOLEHT
orceBa He Oonee 10%). Ouenka pa3mepa BbIOOPKH Oblla OCHOBaHA Ha Ju3aiiHe HE MEHbIIEH
5 PEeKTHBHOCTH, CPAaBHUBAIOLIEM MALMEHTOB, IOABEPTHYTHIX JIEYEHUIO C HCIIOJIb30BAHHEM
ALXNI1210, ¢ nauMeHTamu, TMOABEPTHYTHIMU JIEYEHUIO C HCIOJIb30BAHUEM OSKYJIH3yMala.
CoBMecTHbIE TIEpBUYHBIE KOHEYHbIE TOUKH TeMOJH3a, KaK M3MEPEHO HampsiMyl0 IO
HopMajmzanuu LDH (LDH-N) ot cytok 29 no cytok 183, W HOJIM MAlMEHTOB, JOCTHIIIMX
uckaroyenus: Tpanchysuii (TA) mo cyrtok 183, ucnonp3oBaju [Jisi OLUEHKM HE MEHbIIEH
s dexTuBHOCTH. Pasmep BBHIOOPKHM OCHOBAaH Ha KOHEYHOH TOuke, TpeOyroluei OoJbIIero
KOJIMYECTBA MAIeHTOB.

Jns coBMecTHOU nepBUYHON koHeuHOH Touku LDH-N, ¢ ucnonp3oBaHueM mpeaena He
menbineit 3¢gdexrusaoctu (NIM) Ha OCHOBaHWH OTHOCHUTENILHOTO MPENMYINECTBA SKyIH3yMada,
1o cpaBHeHHIO ¢ manebo, 0,39 u 1-croponneii ommbku I Tuna 2,5%, muaumym 142 manuenra
obecnieunBaroT 80% MOIMHOCTD JUI IEMOHCTpaUUu He MeHbiued s¢dextuHocTH ALXNI210
OTHOCUTENIbHO OKyiamsymaba. NIM onpenensiii Ha OCHOBaHWUM PAHIOMH3UPOBAHHOIO
uccnenoanust ¢ koHtposiem mianedo (Hillmen P, er al, N. Engl. J. Med., 2006;355:1233-
1243), B KOTOpPOM IOKa3aHO OTHOCUTEJBHOE MPEHMYIIECTBO 3Kyjau3ymada, Mo CPaBHEHHIO C
wianebo, ¢ OTHOLIEHWEM IMaHCOB ©0,5. DTo OBUIO OCHOBAaHO HAa HECKOJBKUX (haKkTOpax.
ITockonmpky wucxonmHbli ypoBeHb LDH sBnsercss mporHoctudeckuM (PakTOpPOM HYaCTOTHI
HOPMAaJIM3aLuy, I COXPaHEeHUs IOCTOSIHCTBA npeanonoxenus, yactoty LDH-N paccuurtsiBanu
C Koppekuuei Ha HaOmomaemyr ucxomHyrd LDH-N mo naHHBIM TEKyIIEero HCCIeTOBaHUS
ALXNI1210 ¢a3sr 1b u 2. 3atem ouenennyro LDH-N mns skynusymada pacCUMTHIBAIU Kak
cpennes3pemienHoe 3HadueHne nonmu LDH-N or cytok 29 no cyrok 183, cormacyromeecs ¢
MPEeMJIOKEHHBIM IIJIAHOM aHanu3a ais 3Toro uccienosanus. llockoneky pgomss LDH-N nns

MOJBEPTHYTHIX JICUEHHIO TIanedo mauueHToB coctasiisiia 0% mpu BCEX OCMOTpPAX, BEPXHIOO
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rpannny 95% CI ucnonb3oBanu anst obecrnedeHns: BO3MOKHOCTH pacdeTa OTHOLICHUS IAHCOB.
OxoHuaTenpHast OLIEHKA NpeumyliecTsa Obuta ocHoBaHa Ha aone LDH-N 42% nns manmeHToB,
MOJIBEPTaeMbIX JICUCHUIO dKym3ymadom, u 10% mns mnanebo. TpaguuonasiM Beioopom NIM
sByisieTcst BbIOOp ¢ < 50% motepeil npeumyinectsa, npusopsmieii Kk NIM OTHOIIEHHUsS IIaHCOB
0,39. Ilpu pacuere NIM cnenyror Ng T-H (Statist. Med. 2008; 27:5392-5406), B xoropom NIM
npuseneH mo 1/{OR%} rne OR mpexncrasisier co0oii OTHOLIEHHE IIAHCOB 3Kyju3ymada, IO
cpaBHEHHIO ¢ Tutanebo, u npuseneH mo [0,42/(1-0,42)]/[0,1/(1-0,1)], u 0,5 mpencrasisier coboit
JOJII0 TMPEUMYLIECTBa, MOANekalyr coxpaHeHuto. ITo stomy cmocoOy BeiOuparor NIM Ha
mKajie Jjorapudma OTHOLIEHHs INAHCOB, kak ommcaHo B Pasgene IV PykoBoxcrBa st
IIPOMBILIJIEHHOCTH Y IpaBJIeHMsI 10 KOHTPOJIIO KaueCTBa MUIIEBBIX MPOAYKTOB U JIEKAPCTBEHHBIX
cpencts (FDA) or 2010 r.: Knuamueckue uccrnenoBanus He MeHbineil sddexruBHocTH. B TO
BpeMsl KaK MOXKHO HCIIOJIb30BaTh Oojiee KOHCepBaTHBHBIE CHOCOOBI At paspaborku NIM,
HarpuMep, C HUCNONb30BaHUEM HIDKHeH rpaHuibl 95% Cl ans skynusymada, MOJydeHHBIN
OLIEHEHHBIN pa3Mep BBIOOPKH AeNaeT 3TO HCCIEAOBAaHHE OINEPALMOHHO HEOCYINECTBHMBIM B
cere penkoctd PNH 1 MaiouMCI€HHOCTH HAMBHBIX MO OTHOLIEHHIO K 3KYJIM3yMaly MallueHTOB.

Jna Apyroii COBMECTHOM MEPBUYHON KOHEYHOM TOYKM JAOJAM MALHUEHTOB, HeE
NOABEPraeMbIX HUKaKuM TpaHchysusim no cytok 183, ¢ ucmombzoBanuem NIM -20% u 1-
croponHeit omnOku I tuna 2,5%, muanmym 193 nmanmenra obecneunsaroT 80% MOIIHOCTH IS
IEMOHCTpaluy He MeHblIel 3¢dexTuBHOCTH Mexny rpynnamu jedeHust. NIM onpenersiin Ha
ocHoBanuu [ nobGanmpHOro peructpa PNH nns  manueHTOB, MOABEPraeMbIX — JIEYEHHUIO
9KyIU3yMaboM, 3aperucTpupoBaHHbIX B peructpe B 2012 r. mwimm mo3muee (Soliris Type 11
Variation Procedure No. EMEA/H/C/000791/11/66). Tpanchy3uun B aHaMHE3e SBJSIFOTCS
MPOTHOCTUYECKUM (hakTOpOM TpaHc(y3uu Ha GOHE JIeUeHHUs, TAKUM 00pa3oM, JJIsi COXPAHEHUS
MOCTOsIHCTBA mpeamnonoxkeHus, NIM oueHuBaiM Ha OCHOBAHMM JOCTYNHBIX JaHHBIX OT
MOJIBEPTHYTBIX M HE NOJBEPTHYTBHIX JIEUCHUIO MALKUEHTOB IPOMOPLUOHAIBHO OKUAAEMOMN
perucTpalMu B TeKyllee HccienoBaHue. /[l MauueHTOB, MOABEPTrHYTHIX JIEUEHHIO C
UCTIONIB30BaHUEM 3Kysn3ymada, (dactora TA 57,1%) nokasaHo MpenMyInecTBO, IO CPABHEHUIO
C He TOABEPrHYThIMU JieueHUr0o mnanueHtamu (dacrota TA 18,6%) ¢ paznuumem
npubnusutensHo 40% (38,5%), mocie KOppeKuK Ha KOJIMYeCTBO TpaHC(y3Hil B aHaMHe3e 3a 12
MecsiieB 10 peructpanuu. Koppekmuro mnmoay4yand W3 OKUIAeMOW JOJNH MAalHeHTOB Oe3
TpaHcdy3uii B aHamHe3e He Oonee 20%. Perucrpanuro ManueHTOB JJISI 3TOTO HCCIEIOBAHUS
orpannumBamn 20% s manmeHToB Oe3 TpaHCy3wid B aHamMHe3e i oOecredeHus
yAOBJIETBOPEHUS IOCTOSIHCTBA.

TpaguunonnsiM BbiOOpoM NIM sBnsiercss BbIOOp ¢ < 50% moTepell mpenMyInecTsa,
npuBonsameir k NIM npubmmsurensho -20%. bomee koHcepBaTuBHBIE NIM  MOXHO
HCIIOIB30BATh C UCIOJIb30BaHUEM HIbKHeN rpaHuibl 95% CI nns pa3nuuust B 4aCTOTE, OJHAKO,
NOJIyYCHHbIH OLIGHEHHBI pa3Mep BBIOOPKM [€JlaeT 5TO HCCIECAOBAHUE OIEPALOHHO
HEOCYyIleCTBUMbIM B cBeTe penxkocTd PNH M ManouuciIeHHOCTH HAauBHBIX MO OTHOIIEHHUIO K
5KyIM3yMaly MalUeHTOB B MPUCYTCTBHH U B OTCYTCTBHE TpaHC(y3uii B anamHe3e. Kpome Toro,

C y4eToM aoiu nanueHToB ¢ TA, HaOmomaeMoll B MpeaBapUTENbHBIX PE3yJIbTaTaX MPOrpaMMbl
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¢daspr 1b/2, He ™MeHbyI0 3(QPEKTHBHOCTH MOXKHO IIOKa3bIBaTh C HCIOJB30BaHHEM Oolee
KoHcepBaTuBHBIX NIM 11151 TaHHOTO pa3Mepa BEIOOPKH C OrPAHMYEHHOH MMOTEPe MOITHOCTH.

ITockonpKy oLieHKa pasmepa BeIOOpPKH Ha ocHoBaHMU LDH-N meHblne, yem oLeHKa Ha
ocHoBaanu TA (tabmmua 11), okOHYaTENbHAS OLIEHKA pa3Mepa BBIOOPKH, BBIOPAHHASI JIsl 3TOTO
uccienoBanus, ObiIla ocHOBaHa Ha koHewHOW Touke TA. C xoppekuueil Ha Bo3MoxkHy0 10%
4acTOTy OTCeBAa, NPUOMMBUTENPHO 246 TMaLMEHTOB OBUIM 3aperuCTPUPOBAHBl B  3TOM
UCCJIEIOBAHUH.

Tabauuma 11: OO0o0meHue mnapaMeTpoB, HCHOJIb3yeMbIX MNMpPH OLIEHKe pa3Mmepa

BblﬁOpKl/l C COBMECTHBIMHU NEPBUYIYHBIMH KOH€IYHBIMH TOYUKAMH

IlapameTpbl Hopmamusauusi LDH | Ucknrodyenue Tpancdysuil
(LDH-N) (TA)

MOLIHOCTD 80% 80%

Ommbdka [ Tuna 1-ctoponHss 0,025 1-croponnss 0,025

[Tpenen He MeHbluel 3¢ dexTuBHOCTH 0,39 -0,20

COOTHOLIIEHHE pacTpeiesIeHUs 1:1 1:1

CpenHuii OTBET Ha IKYJIH3yMad 0,422 0,57°

CtaHgapTHOE OTKJIOHEHUE Uil OTBETa NA NA

Ha HKYJIH3yMad
[Ipennonaraemoe pasiuyue B 1 0
croco0ax JieueHus

OruieHeHHbIN pa3mep BbIOOPKH (SS)
CxoppexrupoBansbiii SS s 10%
oTCEBA

142
158

193
214

IMpumeuanwne: ITaker nporpammuoro obecneuenus: Hintze, J. (2011). PASS 11. NCSS,
LLC. Kaysville, Utah, US. www.ncss.com.

a. Yacrora orBeta u3 ucciaenosanuss TRIUMPH ¢ koppekuueil Ha MCXOAHBIA YPOBEHb
LDH.

b. Yacrora oreera u3 I'nobampHOoro perucrpa PNH ¢ koppekuueil Ha KOJUYECTBO
TpaHc(y3uil B aHAMHE3e.

Ananusbl 3()(HEKTUBHOCTH TPOBOAWIN JJIsi TONHON momyssiuuu aist ananm3a (FAS).
AHaNM3bl COBMECTHBIX MEPBHYHBIX KOHEYHBIX TO4YeK 3(P(HEKTHBHOCTH, TaK K€ KaK aHAJIU3bI
KJIFOYEBBIX BTOPHYHBIX KOHEYHBIX TOYEK, MPOBONWIN ISl MOMYJISLUU aHAJIN3a TI0 MPOTOKOIY
(PP). FAS npencrasysier coOOH NMEpBUYHYIO MOMYJISILUIO U BCEX aHATN30B 3(PQeKTHBHOCTH.
FAS Bxmouaer Bcex MalMeHTOB, KOTOPhIM BBOAMIHU 1O MeHblIeil Mepe 1 nosy ALXNI1210 unu
3Kymu3yMada, U KOTOpble MMEIOT MO MeHblueld Mepe 1 omeHky 3QQeKTHBHOCTH MOCie MepBOi
UHOY3HUH.

onynsiuusa PP, okoHuaTenpHO odopmIleHHast O 3aKPBITHS AOCTyna K 0a3e HaHHBIX,
cocToUT U3 MauueHToB FAS, yioBieTBOPSIFOIINX BCEM U3 CIIEAYIOIINUX KPUTEPUEB:

a) He mponyckamu no3 ALXN1210 unu nponyckanu He Oojiee 1 mo3bl skyau3ymada BO
BpeMs1 20-HeIeJIbHOTO NEPUOa PAHAOMU3UPOBAHHOIO JIEYEHUS

b) YnoBieTBopsiin KpUTEPUSIM BKIIFOUSHHS #2, 3 1 4

¢) He ynosietrBopsuin kputepusiM UCKIiroueHus #1, 2, 3 wu 4

d) Hukorna He moaBeprajiuch HEMPABIIIBHOMY PAHIOMH3UPOBAHHOMY JICUEHUIO
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e) CnenoBaiy yKa3aHHOMY B TIPOTOKOJIE PYKOBOJCTBY IO TPAHCHY3UU

AHanu3bl 0€30MacHOCTH MPOBOAWIIH IS TIOMYJISIUN O€30MacHOCTH, ONPENeIeHHON KaK
BCE MALMEeHTbI, KOTOPbIM BBOJWJIM MO MEHbLIEH Mepe 1 n03y ucciaenyemMoro JeKapCTBEHHOI'O
cpencrtsa. Anamm3bl (papMakokMHeTHUKH W PD mpoBoawmim 1y BCEX MALIMEHTOB, KOTOPBIM
BBOJAMJIU IO MeHblIEN Mepe | 103y ucciaenyeMoro JIEKapCTBEHHOIO CPEICTBA, U KOTOPBIE UMEIOT
nopparomuecs ouenke nannele PK u PD.

Jemorpaduueckue U HUCXOIHBIE XapAaKTEPUCTUKU MAIMEHTOB, BKIIOYAs MEAMLIMHCKUIM
aHaMHe3 M TpaHc(y3uu B aHAMHeE3e, CYMMHPOBAJIU IO CTPATaM JICUEHHUs] U B COBOKYITHOCTH JJISt
nonyysamuit  FAS, OesomacHoctu u PP, ®opmanbHBIX CTaTHCTUYECKUX CPAaBHEHUH He
IIPOBOAMIIN.

Bcex manumeHToB BKiOUanu B 0000IIEHMs pacnpenesieHHs MallMeHTOB, ONMHCHIBAOIINX
4aCTOTYy M MPOLEHT MalMEeHTOB, KOTOPBIX MOABEPrajyl CKPUHHUHIY M JIEUEHHUIO, U KOTOpbIE
3aBEPLIMJIM WM MPEKPAaTUIN HCCIeNOBAaHUE, BMECTE C MPUYMHON MpPEKpalleHusi, IO CTpaTam
JeueHus. Bcex MamueHToB, I KOTOPBIX NMPEKPATHIN HCCIENOBaHUE, MASHTU(PULMPOBAIH, U
CTEeNeHb MX y4acTHsl B MCCIENOBAaHUU peructpuposanu. Eciau usBecTHa, NpuBEAeHAa NMPUYMHA
npekpawmenus. KonuyecTBo NAaLMEeHTOB, KOTOPBIX MOABEPrajd JICYEHHUIO, IPEKPALICHHIO
JedeHus: (BMeCTe C NMPUYMHON NpeKpalleHUs JICYeHUsI), MepeBOAY B MEPUOJ PACLIMPEHUs U
NpEeKpaIIeHUI0 NEPUoaa PACIINPEHust (BMeCTe ¢ NPUUMHON MPEeKpalleHns) BHOCWIN B TaOJIHIly
IO CTpaTaM JIEYE€HUs1 U B COBOKYITHOCTH.

IIpumMeHeHust NpenIecTBYIOIUX W CONYTCTBYIOLIMX JIEKAPCTBEHHBIX CPEACTB s
KOKAOro TAalleHTa KOIMUPOBalu C ucnojb3oBaHueM CroBapsi J€KapCTBEHHBIX CpPENCTB
BcemupHoil opraHusanuy 31paBOOXPaHEHHs], U YaCTOTY U MPOLIEHT BBEIEHHS COMYTCTBYIOLINX
JIEKapCTBEHHBIX CPENCTB CYMMHpOBaNU. JIeKapCTBEHHBbIE CPENCTBA CYMMHUPOBAJIU IO KJaccy
AHaTOMO-TepareBTUYeCKU-XUMUIECKOH (ATC) CHUCTEMBI u MIPEANOYTUTETBHOMY
HAaUMEHOBAaHUIO JIEKAPCTBEHHOI'O CPEACTBA C HCIOIb30BAHUEM 3HAY€HHUI YacTOThI U MPOLIEHTOB
naueHToB B nonyJsinusx FAS, 6esonmacuoctu u PP.

CoBMecTHbIE TepBHYHbIE KOHEYHbIE TOYKH 3((HEKTHMBHOCTH TpeAcTaBisuid coboi 1)
pasnuyue MeXay TpyInaMy JIEYeHHs B J0JIe TALUEeHTOB, KOoTopbie focturin TA no cytok 183, u
2) otHOCcHTENBHBIH 3¢ ekT Mexay rpynmnamu sederuss Ha LDH-N ot cytok 29 no cyrok 183,
BbIPA)KEHHBIN KaK OTHOLIEHHE 1IaHCOB.

Uckmrouenns: TpaHc(y3uil NOCTUTANM TOJNBKO Ui TEX TMALUEHTOB, KOTOPBIX He
noABepraiu TpaHCPy3UH, M KOTOPbIE HE COOTBETCTBOBAJIM YKa3aHHOMY B IPOTOKOJIE
pykoBoncTBy s TpaHcdysum. IlpomeHt mammeHToB, koTtopblie mocturnu TA ¢ 95% CI,
paccunThBarOT Ha cyTkH 183 mis obenx rpynm nedenns ALXN1210 u skynuzymada, U CTpaThI
pannomusauuu. Pasznuuue B MpoLEHTe NanueHToB, gocturimux TA, B 2 rpynmax JedeHus
paccuuThIBalOT Mexkny rpynmamu jiedenus ALXNI1210 u skynusymaba, Bmecre ¢ 95% CI mns
pazuuus. Pasnuane mexxay rpynnamu jtedenuss ALXN1210 u sxynusymada pacCYUTHIBAIOT KaK
B3BELICHHYI0 KOMOMHALMIO pa3inuduii Mexxay rpynmnamu jgedeHust ALXN1210 u skynansymada B

npenesax cTpaTu(pUKaIMOHHBIX TPy (¢ UCTob3oBaHueM criocoba Manrens-I enzens). 95% CI
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st pazamuust Meskny rpynmamu Jgedenuss ALXNI1210 um skynusymada pacCUUTBHIBAIOT C
UCTIONB30BAHUEM CTPATUPHUIMPOBAHHOTO criocoOoM Herokomba 10BEpUTENLHOTO HHTEPBAIA.

LDH-N aHanu3upoBaju € HCIOJB30BAaHHEM CHoco0a OOIMMX OLEHOUYHBIX ypPaBHEHUI
(GEE), xoropslii yuutsiBaeT nosropHsle u3mepenusi LDH-N npu kaxxnom ocmotpe (Liang K-Y,
et al., Biometrika. 1986;73(1):13-22). Cnoco6 GEE mnpenocrasnsier otHomenus: mancoB u Cl
A 3ddexra jeueHus, B TO K€ BPeMs KOHTPOJMPYS KOPPEISILMIO MEXIY OCMOTpPaMH JUis
JAHHOTO TauueHTa U Apyrumu ucxomubiMu (akropamu. LDH-N ot cytok 29 no cyrok 183
UCIIOJIB3YIOT B Ka4eCTBE 3aBUCUMOU NEPEMEHHOU W WHAUKATOPHOM MEPEMEHHOU IS JICYEHUH,
KOJIMYECTBO TpaHCc(y3uil B aHaMHe3e (B Ka4eCTBe KaTeropuajabHON NMEPEeMEeHHON Ha OCHOBAaHUU
ypoBHe#l (akropa crparuduxannu) u ucxonHeli yposeHb LDH (B kadecTBe HempepbIBHOM
NEPEMEHHOI) BKIIIOYAIOT B MOAETb B KAuyeCTBE BIIMAIOLIMX NepeMeHHbIX. [l koppensuun
JAHHBIX JUIs OJJHOTO TMALUEHTa MPUHUMAIOT ayTOPETPECCUBHYIO CTPYKTYPY IEPBOTO MOPSIKA, B
KOTOPOI NPUHUMAIOT HAUBBICUIYIO KOPPEJSALUI0 MEXIY OCMOTPaMH, KOTOpble ObLIM Hambosee
Omm3kumu o BpeMeHu. CyTku 29 mpeacTaBisuid coOOH NepBYIO OLIEHKY IO PACIHCAHHIO TTOCIe
HayaJia MoJAePKUBAIOLIETO TO3UPOBAHYS, U OTBIT UCTIOJIB30BAHUS HKYJIN3yMada U JaHHbIe (a3bl
1b/2 ALXNI210 mnoka3bpIBalOT MOYTH MakCUMaybHyk cymnpeccuto LDH uepes 4 Henmenu
neueHus. Pe3ynbraTel 1 MOJENM TPENCTABISIM Kak OTHOIIEHUs IMaHcoB ¢ 95%
JOBEPUTEIbLHBIMU HHTEPBAJIAMU.

UroOr! 3akmounth, yTo ALXN1210 He ycrynaer skyau3ymady, Ay 00eMx COBMECTHBIX
NEePBUYHBIX KOHEYHBIX TOYEK WHAMBUAYAJbHO JOJDKHA OBITh IIOKa3aHa HE MEHbIIas
s¢ppexruBHoCcTh. Ecnmu Hmxkvsas rpanuua 95% CI mns pazmuumst (ALXN1210-3xynusymad)
npespimana NIM -20% nna TA, u HwkHsas rpanuna 95% Cl ang OTHOLIEHHs INIAHCOB
ALXNI1210, mo cpaBHeHuto ¢ skyiamsymabom, mpesbimana NIM 0,39 nns LDH-N, Torma
sakmovany, uto JedeHne ALXNI1210 we ycrymaer skynmsymady. Eciam He MeHblas
s dexTuBHOCTL coOMomanace aisi O0EMX COBMECTHBIX TEPBUYHBIX KOHEYHBIX TOYEK, U
Oonpimii s¢pdext st ALXN1210 Habmronanu B 000 COBMECTHOM MEPBUYHON TOYKE, TOTIA
OLIEHUBAJIN TIPEBOCXOZCTBO C UCTOJIB30BAHNEM CITIOCOOAa MHOYKECTBEHHBIX CpaBHEHUH Xox0Oepra.

4 KIOYeBble BTOPUYHBIE KOHEUHBbIE TOYKH 3((PEKTUBHOCTH CYMMHPOBAJIH MO CTpaTam
pPaHOOMHU3ALMK W IO CTpaTaM JIEYCHUS B HCXONHOW TOUKE M NPU OCMOTPaX B paMKax
UCCIIEIOBAHMsA, TA€ OTH OLEHKH coOupaqum BO Bpemsi 20-HEOeNbHOTO  IepHona
pannomusupoBaHHoro JyiedeHusi. Msmenenne FACIT-yTomisieMocTn (M TPOLEHT W3MEHEHHUS
ypoBast LDH) oT ucxomHol Toukum 10O Hemenu 20 aHAJU3UPYIOT C HCIONB30BAHHEM MOIENU
cMemaHHbIX 3¢ ¢GexToB 1t MoBTOpHBIX m3Mepernin (MMRM; cm., Hanpumep, Mallinckrodt CH,
et al., J. Biopharm. Stat. 2001;11:9-21 u Mallinckrodt CH, et al., Clinical Trials. 2004;1:477-
489) ¢ (ukCHpPOBAaHHBIMH, KATerOPHANbHBIMU 3(PPEKTaMH  JIEYCHHUS, MOKa3aTeSIMU
crpatuuKanMOHHON paHmomu3anmu i Tpancdys3uil B aHamHese (0, 1-14, wmu > 14 egunumI
pRBC 3a 1 roxg mo mepBoii HO3bI UCCIENYEMOTr0 JIEKAPCTBEHHOTO cpencTsa) u ypoHsmu LDH
npu ckpunuHre (1,5 - <3 x ULN wmmm > 3 X ULN), ocMOTpoM B paMKax HCCIEIOBAHUS U
B3aUMOJIEHICTBHEM OCMOTpPa B pPaMKax HCCICNOBAHUS C TPYNION JIEUEHHs, TaKk K€ Kak C

HeTIpepbIBHBIMY, (UKCUpOBaHHBIMH KoBapuanusiMu ucxonHo FACIT-yrommsemoctn (wnmu
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LDH) u B3aumopeiictBueMm wucxonuoit FACIT-yrommsiemoctn (nmm LDH) ¢ ocmorpom B
KauecTse koBapuaumii. [y npoueHta namMenenus: yposus LDH, BKkiIO4arOT HCXOAHBINA YPOBEHb
LDH B kauecTBe HemnpepblBHONH mepemeHHON. Amnnpokcumauuto Kensapna-Pomxkepa
UCTIONB3YIOT Uil OLIGHKH CTeNeHel CBOOOIbI 3HAMEHATelNs. PacCUMTHIBAIOT paszinyuue MEKIy
rpyrmnamu jJedeHust ALXN1210 u sxkynusymaba Bmecte ¢ 2-ctopoHHNM 95% CI.

Jlns pe3koro remoim3a U CTabUIM3UPOBAHHOTO TeMOIJIOONHA, MCIIONB30BAIN TAKOW XKe
croco0, ucronb30BaHHbIN A5 TA. DTH KIIFOYeBble BTOPUYHbIE KOHEUHbIE TOUKH TECTHPOBAIH B
UEePapXUUECKOM TMOpSAKE, NMPH YCIOBUH, YTO He MeHbIuas 3(P(EeKTUBHOCTb 3asBJICHA IS
COBMECTHBIX NEPBHYHBIX KOHEUHbIX Touek. Ecnm He meHbmas 3¢p¢eKTUBHOCTD MONyUYeHa AJIS
KJIFOYE€BOIl BTOPUYHON KOHEYHOM TOuKH, M HabmoparoT Oompumii 3¢gdext mmst ALXNI1210,
TOIZ1a OLEHUBAJIA IPEBOCXOACTBO C UCIOJIb30BAHUEM 2-CTOPOHHErO kputepus 0,05 a1st kaxaoro
napamerpa.

IIpu mpoBeneHUH aHAJIM30B KIIHOYEBBIX BTOPUYHBIX KOHEYHBIX TO4YEK 3()(HEeKTUBHOCTH,
UCIIOJIB30BAIM CIIOCOO 3aMKHYTOTO TECTHPOBAHMS, TAaKUM OOpa3oM, OTCYTCTBHE 3HAYMMOCTH
TeCTa MpenoTBpallaeT aHanus nociueayromux tectoB. Ouenkn u Cl paccuuTeiBamm 11 BCeX
STHX KJIIOYEBBIX BTOPHYHBIX KOHEYHBIX TOYEK J((PEKTHBHOCTH, HE3aBUCHUMO OT TOTO,
IPEeIOTBPALIAeT JIU OTCYTCTBHE 3HAYUMOCTH TE€CTA aHAJIM3 MOCIEeAYINX TeCToB. Ecnu BepxHsisa
rpanuna 95% CI ansa pazmmumsa mexay rpymmamu jedeHuss ALXNI1210 u skynamsymada B
NPOLIEHTE U3MEHEHUs! OT UCXOAHOM Touku a0 Hexenu 26 B LDH cocrasisina menee NIM 20%,
torma 3asBmsui, uro ALXNI210 He ycTymaer mo >5TOMy NapaMeTpy, U TECTHPOBAJIU
cnenyromuii mapamerp. Eciau HwkHss rpanuna 95% Cl gna pasnuuus Mexnay TrpyInnamu
neuennss ALXNI1210 u skynmsymaba B U3MEHEHUH, 1O CPABHEHUIO C UCXOIHBIM, MO LIKAJe
FACIT-yromnsemoctu npeseiana NIM -5, Toraa 3assmsiiu, yto ALXNI210 He ycrymaer no
3TOMY MapaMeTpy, U TeCTUPOBaH cleayroiuii mapamerp. Eciu Bepxusis rpannna 95% CI s
paziuuus Mexay rpynmnamu jedenuss ALXNI1210 u skynuzymada B 1oJie MAIUEHTOB C PE3KUM
remonu3oM coctasisuia MeHee NIM 20%, torpa 3assisiiu, uro ALXNI1210 He yctymaer mo
3TOMY TapaMmeTpy, U TECTUPOBaNU cieayromuil mapamerp. Ecnu HwknHsas rpanuna 95% CI s
pazauuus Mmexnay rpynmamu Jedenus ALXNI1210 u skynusymaba B 10Jie MALMEHTOB C
cTaOuIU3UpPOBaHHBIM remorioduHoM mpesbimana NIM -20%, Torna 3assisiig, yto ALXN1210
He YCTymaeT IO 3TOMy IapameTrpy. biaronaps mpeaBapuTeNbHO 3aJaHHOMY TECTUPOBAHMIO B
UepapxrUUeCcKOM MOPsAKe, He TPeOOBAIOCh KOPPEKIMK Ha OmuOKy I Tuma.

Hsmenenust ot ucxonnoit Touku B EORTC-QLQ-C30 cymmupoBanu no rpymnme JedeHus
B MCXOJTHOM TOYKE ¥ ITPH OCMOTPaX B PaMKax HCCJIEIOBAHUS, TI€ 3TH OLleHKH codupann. Casuru
OT HCXOAHON TOYKHM B KJIMHHUYeckux mnposieneHusix PNH cymMmupoBanu mo rpymnmne JedeHust u
IPpU OCMOTPaX B pPaMKax HCCIEAOBAHUS, TAe 3TH OueHku cobupanu. KomndecTBo mr00BIX
BbI3BaHHBIX jieueHHeM MAVE (n) u KOJIM4ecTBO ManMeHToB ¢ coObiTusiMU (n, %) oTodpaxkanu
no rpynne Jederns. O0mee koimmuectBo enuaUl pPRBC, BBEIEHHBIX MOCPENCTBOM TpaHChHy3Un
BO BpeMs JISUeHUs], CyMMHUPOBau 1o rpynne jgedeHus. [lonyyanu kpussle Kannana-Meliepa nis

o0enx rpymm JieueHHsl W OLEHKH BpeMeHH 10 nepBoro Bo3HHKHOBeHHs: LDH-N co Bpemenun
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NEPBOrO BBEAEHUS UCCIIEyEMOro JIEKApCTBEHHOIO cpeacTBa. CTaTUCTUYECKUE BBIBOABI U3 3TUX
napaMeTpoB He 3allJIJaHUpPOBaHbI.

Bce ananmsbl 0€30macHOCTH MPOBOIMIIN TSI TIOMYJISILUHN O€30MacHOCTH, ONpPEeAeIeHHOM
KaK BCE MAIMEeHThI, KOTOPBIM BBOAWIH 1O MeHbIner Mmepe 1 no3y ALXN1210 wim skynusymada.
Brutots o cyTok 183, pesynbrarsl ajisi 6€30MacCHOCTH PETUCTPUPOBAIU TIO TPYTITE JICYSHHSI.

Crnenyrouue onpeneneHys ucnonb3osanu 1 AE:

a) HeOnaronpusitHeie coObiTus no jedeHws: modoe AE, koTtopoe HaumHaercs mocie
NPEAOCTaBIeHNs] WH(POPMHPOBAHHOIO COTJIACHsl, HO 1O MepBOH MHQY3UH HCCIENyeMOro
JIEKapCTBEHHOI'O CPECTBA

b) BeizBaHHOe NeyeHHeM HeOnaronpusitHoe cobbiTHe: modoe AE, KoTopoe HauMHAeTCs
BO BpEMsI UJIH TTOCTIe NTepBOH MH(PY3UU HCCIIEey MO0 JIEKapCTBEHHOT'O CPENICTBA.

c) BeBannoe neuennem SAE: BrisBannoe neuenuem AE (TEAE) koropoe siBisiercs
CEPbE3HBIM.

Bcerpewaemocte TEAE, ciaywyam npekpamenuss us-sa TEAE, cBsA3aHHBIE C BBEIEHUEM
nexapcreeHHoro cpeacrtsa TEAE, TEAE Bo Bpemsi BBeOeHHs] MCCIEAYyEMOrO JIEKAPCTBEHHOIO
cpenctea, Tshkensle TEAE, u SAE cymmupoBanu. Bece AE koampoBamu ¢ HCHONIBb30BaHUEM
MedDRA Bepcun 18 wium Bbille, 1 CyMMHUpPOBaiH 1O kiaccy cuctembl opranoB (SOC) u PT.
[Monyuanu noapoOHeiii crucok no mauueHtam st TEAE, SAE, TEAE, cessannbix TEAE,
TEAE BO BpeMmsi BBeJleHUsl UCCIIEAYyEMOro JIEKapCTBEHHOI'O CPEACTBA U CJIy4aeB MpPEKpalleHus
u3-3a TEAE. HeOnaronmpusTHble H3MEHEHHUS] OT HCXONHOH TOYKH B OOHApPY)KEHUSX NPHU
¢dusnyeckoM ocMoTpe, KiaccuuuupoBainu kak AE v aHaIM3upOBaIl COOTBETCTBEHHO.

JKuzHeHHO BakHbIE (YHKIMHM CYMMHPOBAJIHM OIHUCATEIbHO B HMCXOAHOH TOYKE U BO
BPEMEHHBIX TOYKAaX IOCJE€ HCXOAHOW, M MO H3MEHEHUSM OT HCXOJHONW TOYKH IO TpyIe
neuenus. [lonyyanu ciucku JaHHBIX M0 MALIUEHTaM.

H3meHeHus pe3yIbTaTOB aHAIM30B KJIMHUYECKONW XUMUH, F€MaTOJIOMH U UCCIIeIOBaHUS
MOYH OT MCXOJHOM TOUKM A0 BPEMEHHBIX TOYEK B pPaMKax MCCJIENOBAHUS I0OCJIE HCXOMHOMN
TOYKH CYMMHUPOBAJIH OMHCATENBHO O TPpyIIe JiedeHus. TaOnuIpl CABUTOB C TEYCHUEM BPEMEHH
NPEACTABISUIA JUII BCEX LEHTPAIbHBIX JIA0OPATOPHBIX 3HAYEHUH, TAE€ 3TO NPUMEHHUMO, C
ucnospzoBaHueM kpurepues parwkuposanus u3 CTCAE v4.03. Tlonyyanu ciycky NaLMeHTOB C
AHOMAaJIbHBIMU PE3yJIbTaTaMU.

ITonywyanu cnucku naHHeix 111 napamerpoB OKIT nmo maumentam. M3menenust ot
UCXOITHOW TOYKHU B HHTepBasax snektpokapauorpammel (PR, RR, QT u QTcF) npencrasisuiu mo
rpynne nedeHus. HMHrepBan QT KOppeKkTUPYIOT MO 4YacTOTe CepAEYHbIX COKpallleHUuH C
ucnojyibzoBanueM gopmysisl @punepuka (QTcF).

OOHapyKeHHs1 aHOMaJIbHOW MMMYHOTE€HHOCTH, BKJIFOYasi BCTpeuaeMocTb U TUTpsl ADA
npotuB ALXN1210 wiu sxynu3ymada, 06001manu B TadOaudaHoM opmaTe Mo rpymie JeueHus.
AHaNM3UPOBAIH AOJIO MALUEHTOB, KOTJAA-TMOO IMOJIOKUTENBHBIX, U JIOJIK0 MAallMEeHTOB, BCETAa
OTpHULATENbHBIX.

WnnuBunyanpHple AaHHbIE 0 KOHLIGHTPAaLlUU B CBIBOPOTKE MAJsl BCEX MALUEHTOB,

KOTOPBIM BBOAWIN IO MEHbIIEH Mepe | mo3y HCClienyeMoro JIeKapCTBEHHOro cpencrsa (T.e.,
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ALXNI210 wunmm skynusymada), W KOTOpble HUMENH MOANArOIIuecs: oueHke naHHbie PK,
ucronb3oBadu i1 BbiBeneHUs: mapamerpoB PK mms ALXNI210 u skymmsymaba. Ctpownu
rpaduku npoduiel cpemHel KOHLEHTPAlMM B CHIBOPOTKE B 3aBHCHUMOCTH OT BPEMEHH.
[Tonyuanm taxke rpaduku npoduieil KOHIEHTPALNUN B CBIBOPOTKE B 3aBUCUMOCTH OT BPEMEHH
IUI WHAMBHAYAJbHBIX MalMeHTOB. (PakTHUecKoe BpeMs BBEACHHMS 103 M OTOOpa 00pas3ioB
HCIOJIb30BAJIM I BceX pacyeroB. Ilokazarenu onucaTenbHON CTATUCTUKU PACCUUTHIBAIM JJIs
JAHHBIX KOHIIEHTPAIlMM B CHIBOPOTKE B KaXKAOW BpPEMEHHOW Touke oTOOpa 00pasmos, MO
HeoOxonumocTu. Ouenky monyssinuu no PK paccmarpuBanmy ¢ MCIONb30BaHMEM MAHHBIX U3
3TOTr'O UCCIIEIOBAHMS NN B KOMOWHAIIMU C JAHHBIMH U3 APYTUX UCCIEAOBAHHM.

Ananusel PD npoBoaunu ans BCeX MaLMEeHTOB, KOTOPBIM BBOAMIIN MO MeHbIIeH mepe |
nosy ALXN1210 wumm skynm3ymada, U KOTOpble MMEJH TMOANAI0IIHecs OleHKe aaHHbie PD.
OnucarenpHyl0 CTaTUCTHKY MPEACTABSUIM AJid BceX KoHeuHble Touek PD ALXNI210 u
sKynu3ymaba B KaxIOi BpeMeHHOH Touke orOopa obpasuoB. Dddextsr PD ALXNI210 u
sKyJnu3yMada, BBeAE€HHbIX [V, OLEHMBaNIM MOCPEICTBOM OLEHKH aOCONIOTHBIX 3HAYEHUH WU
U3MEHEHHH, U TNPOLEHTa WU3MEHEHHs OT HUCXOMHON TOYKH, Juid obmed koHuentpauuu C5 B
CBIBOPOTKE M KOHLeHTpauuu cBobomnoro CS5 B ceBopoTke, u remomusa cRBC ¢ tedeHnem
BPEMEHH, 110 HEOOXOIMMOCTH.

ITPUMEP 2: Pe3yabTaTbl PAHAOMH3HPOBAHHOI0, OTKPBITOr0 HcCae10BaHUsI (a3bl
3, ¢ KOHTpoJieM mno aKTHBHOMY mnpenapary, aass ALXN1210 (paByau3symaba) mno
CPABHEHHIO € IKYJIU3YMa0doM, 1JIsi HAMBHBIX [0 OTHOLIEHHI0 K HHTHOHTOPAM KOMILIEMEHTA
B3pocJbix nauuenTos ¢ PNH

Huxe npuseneHo o0oOUIeHHe MaHHBIX, TOJYYEHHBIX JUJIsI TEKYIIEero OTKPBITOTO

KIIMHUYECKOro HuCCJIeJOBaHUA (1)3,3]:1 3 MpoBOAMMOI0 B COOTBETCTBUHM C IIPOTOKOJIOM,

,
OMHUCAHHBIM Bbile B pumMepe 1. O6obimenne pe3yabTatoB st 3G(HEeKTUBHOCTH U 0€30MacHOCTH
NPEACTABICHO HIXKE.

1. O6obmenne uccnenoBaHus

Jro xnmHuuUeckoe wuccienosanue (aser Il pns denoBeka mnpeacTaBisuio  coOOi
PaHIOMU3HPOBAHHOE, OTKPBITOE HCCIENIOBaHME, C KOHTPOJIEM IO AKTUBHOMY IIpemapary,
cpaBHUMBaKIIee 1o He MeHbineil s¢dexkruBHocTn ALXNI1210, mo cpaBHeHuro ¢ Soliris®
(akynu3ymaboM), y B3pOCIBIX MALMEHTOB, IJisi manueHToB ¢ PNH, HauBHBIX 1O OTHOIICHUIO K
JICYEHHUIO C HCIIOJIb30BAaHMEM WHTHOMTOpa KOMIUIEMEHTa. B HMCCIenoBaHMU 3aperucTpUpOBAHO
Bcero 246 naumeHroB. Bcero 244 nanueHTta 3aBeplIMIN HCCIEAOBAHUE U BKIIOYEHBI B 3TOT
aHamu3 1o mpoTtokony. Tombko s 2 cyOBeKTOB NPEKPAIeHO HCCIeNOBAHHE B XOJe
UCCIIETOBAHUSL.

Jro wuccnenosanue ¢Gasel Il mocTHrio cBoel MEPBUYHOW LENM M TIOKA3ajo, dTO
ALXNI1210 (paBynusymad) He ycrymnan Soliris® (3xynuzymady). KoHkpeTHO, B HCCIeOBaAHUU
IOCTUTHYTHI MPEIBAPUTENLHO Ha3HAUEHHbBIE Mpenesbl He MeHbliel ¢ dextusHocTr (NIM) s
HopMmanuzanu LDH (LDH-N) u uckimouenust tpancdysuii (TA), ¢ 3HAUSHUSIMH, JIyULIIMHU, Ye€M
10% mnpenensl, Tpedyembie FDA. Kpome Toro, B koneuHoi touke TA nocturHytT NIM menee

5%. Kpome Toro, nis Bcex 4 KIH0UEBbIX BTOPUYHBIX KOHEUHBIX TOUEK MOKAa3aHO MPEUMYILECTBO
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ALXNI1210 wu mnokazaHa He MeHbmas >(PQPEeKTUBHOCTb, IO CpaBHEHHIO ¢ Soliris®
(akynuzymabom). s peskoro remonusa (BTH) takke mokasaHa KOMHUYECTBEHHAS] TEHACHIUS K
MPEeUMYIIEeCTBY paBym3yMada, MO CpaBHEHHIO C OJkyjaumdymadom, ¢ 4% mnporu 10,7%
COOTBETCTBEHHO, HO OHa HE COBCEM IOCTHUIJIA BKJIIOYEHHs B TAONUIly B 3TOM HCCIEIOBAHUU
(p<0,074). BcrpedaemocTh pe3koro remojmsa Obuia Oojiee uem B 2 pasa BhIIIE B TPYIIE
Soliris®, yem B rpynme ALXNI1210, u pasnuurie ObUIO aCCOLMHUPOBAHO C CYyOONTHMAaJIbHBIM
uHruouposanuem C5 B rpymme Soliris®, yro mossossier mnpexnnonarats, uro AXLNI1210
YMEHBIIAET PUCK PE3KOr0 reMoju3a s MalUeHTa, MOCPEACTBOM IOCTOSIHHOIO IOJHOIO
uHruouposanus CS.

B cymme, paBynuzymald CTaTHCTUYECKM 3HAUMMO HE YCTyIas 3Kyiam3ymaly ans obenx
COBMECTHBIX IEPBUYHBIX M BCEX KJIOUEBBIX BTOPUYHBIX KOHEYHBIX TOYEK: MCKIIIOUEHUS
Tpancdysuii (73,6% nporus 66,1%; paznuuue 6,8% [95% CI, -4,7, 18,1]), Hopmanuzauuu LDH
(53,6% nporus 49,4%, orHomenue mwancos [1,19 (0,80, 1,77)]), npouenrta ymensmenuss LDH
(76,8% mpotus 76,0%; paznuume [95% CI], -0,83% [-5,2, 3,6]), usmenenusi Oamna FACIT-
yromisiemoctu (7,1 mpotus 6,4; pasnuuue [95% CI], 0,67 [-1,2, 2,6]), pe3koro remomnusa (4,0%
npotus 10,7%,; paznuuue [95% CIJ, -6,7% [-14,21, 0,18]) u cTabHIU3UPOBAHHOTO IT'eMOTJIO0NHA
(68,0% mnporu 64,5%; pasmuuue [95% CI], 29 [-8,8, 14,6]). Baxno, 4ro aHamu3
4y BCTBUTEJIbHOCTH MOKA3aJl HAZEXKHbIE PE3YJIbTaThl ISl BCEX KOHEYHBIX TOYeK 3(h(HeKTUBHOCTH.
JlaHHBIE TIPECTABIECHBI B NpUIaraeMeix (urypax u tabnuuax, 1 ux 0ojee MOJHO OOCYKNAIOT
HUXKE.

Ju3aiiH ucciaenoBaHusi He MeHbIuel 3¢ ¢ekTuBHOCTH, cpaBHuBaromero ALXNI1210 u
sKynu3yMad, mokasaH Ha ¢urype 1. B uccinenoBaHnu CpaBHUBAIOT WHIMBUIYATU3HPOBAHHYIO
CcXeMy HNO3MpoBaHMs Ha OcHoBaHMU Macchl st ALXNI1210 ¢ cymecrByromeii oqo0peHHOMH
CXEMOW HO3MpOBaHUsl aysi SKyqusymaba npu PNH B mombITke NOKa3aTh HE MEHBLIVIO
3¢ pexkTuBHOCTD y manueHToB ¢ PNH, HAMBHBIX MO OTHOLICHUIO K JIEYEHHUIO C UCTIOIb30BAHUEM
uHruouropa komruiemenra. Jlosa, BeiOpannas st ALXN1210, ocHOBaHa Ha Macce U BKIFOYAeT
Harpy3o4Hyro n03y (2400 mr mis naumueHToB >40 kr - <60 kr, 2700 Mr mj1st narueHToB >60 Kr -
<100 xr, 3000 mr mist marueHToB >100 Kr) Ha CYTKH 1, C MOCIEAYIOMUMH MMOAEPKUBAO IIIMMU
no3amu ALXN1210 (3000 mr ans nmanueHToB >40 kr - <60 kr, 3300 mr mis nanueHToB >60 -
<100 xr, 3600 mr mist marmenToB >100 kr) Ha cyTku 15 u q8w mocie storo. Cm. purypy 1. B
OTJIMYHUE OT 3TOTO, 1032 HKYyJU3yMada BKIIOYAET YEThIpe MHAYKIHOHHBIX 1036 600 M Ha CyTKH
1, 8, 15 u 22, ¢ nocaeayrwei nogaep:xusaromend 1o3o0i 900 mr, BBogumbix IV Ha cyTku 29 u
Kakabie 2 Hepenu noche storo. Cm. urypy 1.

B uccrnenoBaHnm 3aperucTpupoBaHO OOJbINE MALMEHTOB, YeM 3aIUIAHUPOBAHO UCXOMHO.
KoHkperHo, 246 manneHTOB 3aperuCTPUPOBAHBI B UCCIEAOBAHIM U PAHIOMHU3UPOBAHBI JHOO B
rpymy ALXN1210, nmubo B rpynmy skynusymadba. Cm. ¢urypy 2. Becero 39 cyOwekToB He
npouut oTOop mpu ckpuHuHTe. M3 246 ManueHToB, MOJIeKAINX BKIIIOUEHUIO B 26-HeIeTbHBIN
MEPUOJ JIEYEHHUS] U €T0 3aBEPIICHUIO, 243 mepeBeaeHbl B TEKYyLIee PACIIUPEHHOE UCCIEIOBAHUE.
Cwm. ¢urypy 2. McxomHble XapakTEpUCTHKH U OeMorpadpuyuecKkue AaHHbIE AJIsl UCCIIENyeMOi

MOy JISILIAH TTOKa3aHbl Ha (urype 3.
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Bce 246 nmoneprayThIx JedeHnro maipeHToB (125 maumentoB B rpynne ALXNI1210 u
121 mammeHToB B rpymme 5kynausymaba) BkimoueHsl B nonyisiund FAS u GesomacHocTH, Kak
ykazaHo B Tabaune 12. /IBa manueHThl HCKIFOUeHbI 13 nonyyisinud PP. OnuH manueHT B rpymnmne
ALXNI1210 u 1 maumeHT B rpymnme 3KyJu3ymMada COOTBETCTBOBAIM YKAa3aHHBIM B IPOTOKOJE
kputepusim it Tpanchysnu pRBC (remornobun < 7 r/mi), HO UX HE MOIBEPTaid TPaHCHY3UU
HAa 5TO BpeMs WK B J00O€ Ipyroe BpeMs Ha MPOTSHKEHHWU MEepHOAa NMEPBHYHONW OLEHKH.
HecMmotpst Ha TO, YTO Apyrue MauMeHTbl COOTBETCTBOBAIN KPUTEPUSM MJis TPAHCHY3UH TPH
KOHKPETHOM OCMOTpPE€, HO HUX HE€ IMOABEpraju TpaHC(y3uH, 3TU TMALUEHTHl BKIIOYEHBI B
nonyysanuio PP nockonbky ux moasepranu no MeHsineil Mepe 1 TpaHcdy3uu B COOTBETCTBUH C
KPUTEPUSIMHU AJis1 TPaHCy3HUH.

Tabnuua 12: Ilomynsiuum AJs aHaau3a JAaHHBIX (BCe pPaHIOMH3HPOBAHHBIE

NALMEeHTDbI)
ALXN1210, n | Okyau3ymad, | Bcero, n (%)
(%) n (%)

KoanuecTBO paHAOMU3HPOBAHHBIX MALIUEHTOB 125 (100) 121 (100) 246 (100)
KonuyecTBo nanueHToB B FAS 125 (100) 121 (100) 246 (100)
KonuyecTBo nanueHToB, HCKIKYeHHbIX 13 FAS 0 0 0
KonnuecTBo nmauueHToB B nomnyjsituu PP 124 (99,2) 120 (99.2) 244 (99,2)
KonnuecTBo ManueHToB, UCKIIFOUEHHBIX U3 1(0,8) 1(0,8) 2(0,8)
nonyssinuu PP
KonnuecTBo MalueHToB B MOIMYJISILUN 125 (100) 121 (100) 246 (100)
Oe30macHOCTH
Konu4uecTBO MarMeHToB, NCKIIFOYESHHBIX U3 0 0 0
monyJisiiuK O0€30MaCHOCTH
KonuuecTBo MauyueHToB B MOMYJILUN AJIS 125 (100) 121 (100) 246 (100)
aHanu3a PK
KonuuecTBo MareHToB, UCKIIFOUYEHHBIX U3 0 0 0
nonyJsiuuu 11 aHaiamnsa PK

Coxkpamenus: FAS=nonnas nonynsauus ansa ananusa, PP=mno nporokouny

He npucyrcTBoBano pasmuumii B (QakTHYECKOW CTpaTH(PHUKALMKU HA  BpeMs

pPaHIOMHU3ALIMH, TIO CpaBHEHHIO ¢ Habmoxaemoil crparudukanueii, ans rpynn LDH (LDH 1,5 -
< 3xULN nporus LDH > 3xULN) (cm. Tabnuny 13). 13 44 nmauueHToB, cTpaTuGUIHIpPOBAHHBIX
s 0 eqmann pRBC, mis 1 manmenrta HaOmonanu BBenenue 1-14 emunnu(er) pRBC. Uz 157
nanueHToB, crparuduiupoBanHbix Mt 1-14 egunni(e) pRBC, mist 3 manueHToB HaOIOAATH
BBeneHue > 14 enunun pRBC. M3 45 manueHToB, CTpaTU(UUMPOBAHHBIX I > 14 enuHUI
pRBC, nns 1 manmenta Habmonanu seaenue 1-14 equnamni(sr) pRBC.

Tabnuna 13: CrpaTrudukannoHHble TPpynnbl NPH PAHAOMH3ALMH U HAOJII0JEHUH

(mostHASI MoMyIsALMS AJISI AHAJIN3A)

IepemenHas ALXN1210 | Oxyaun3zymad Bcero
(N=125) (N=121) (N=246)
Ctpatudukanuonssle rpynnsl LDH nmpu
pangomuzanuu, n (%)
1,5 - <3xULN 18 (14,4) 16 (13,2) 34 (13,8)
> 3xULN 107 (85,6) 105 (86,8) 212 (86,2)
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Iepemennas ALXN1210 | Okyaunzymad Bcero
(N=125) (N=121) (N=246)
Habmronaemble cTpaTHQHUKaIIMOHHBIE TPYTIITHI
LDH, n (%)
1,5 - <3xULN 18 (14,4) 16 (13,2) 34 (13,8)
> 3xULN 107 (85,6) 105 (86,8) 212 (86,2)
Ctpatudukaruonssle rpynmnsl pPRBC npu
pangomuszanuu, n (%)
0 enuHUIY 23 (18,4) 21 (174) 44 (17,9)
1-14 enuHnn 79 (63,2) 78 (64,5) 157 (63,8)
> 14 enunnn 23 (18,4) 22 (18,2) 45 (18,3)
Habmronaemble cTpaTHQUKAIIMOHHbBIE TPYTIITHI
pRBC , n (%)
0 enuHUIY 22 (17,6) 21(17,4) 43 (17,5)
1-14 enunnn 80 (64,0) 76 (62,8) 156 (63,4)
> 14 enuHNn 23 (18,4) 24 (19,8) 47 (19,1)
OO0was crpaTuuKaloHHas Py IIUPOBKA MIPU
angomusauuy, n (%)
pRBC=0 enunnu, u LDH=1,5 - <3xULN 9(7,2) 8 (6,6) 17 (6,9)
pRBC=1-14 eaunun, u LDH=1,5 - <3xXULN 6 (4,8) 6 (5,0) 12 (4,9)
pRBC > 14 enunnu, 1 LDH=1,5 - <3xULN 324 21,7 5(2,0)
pRBC=0 enunun, u LDH > 3xULN 14 (11,2) 13 (10,7) 27 (11,0)
pRBC=1-14 equnun, u LDH > 3xULN 73 (58,4) 72 (59,5) 145 (58.,9)
pRBC > 14 enunnu, 1 LDH > 3xULN 20 (16,0) 20 (16,5) 40 (16,3)
Habmronaemas obmmas crparudukalnoHHas
rpynnupoBka, n (%)
pRBC=0 enunnu, u LDH=1,5 - <3xULN 8 (6,4) 8 (6,6) 16 (6,5)
pRBC=1-14 equnun, u LDH=1,5 - <3xULN 7 (5,6) 6 (5,0) 13 (5,3)
pRBC > 14 enunnu, 1 LDH=1,5 - <3xULN 3124 2(1,7) 5(2,0)
pRBC=0 enunun, u LDH > 3xULN 14 (11,2) 13 (10,7) 27 (11,0)
pRBC=1-14 egnnaun, u LDH > 3XULN 73 (58,4) 70 (57,9) 143 (58,1)
pRBC > 14 enunnn, u LDH > 3xULN 20 (16,0) 22 (18,2) 42 (17,1)

IIpumeuanne: McxomHyro TOUKYy ONpenensad Kak IOClHeAHee He OTCYTCTBYIOLIEe
3HaUE€HHE [0 MNepBOM A03bl ucciaeayeMoro JekapctBeHHoro cpeactsa. ULN mns LDH
cocTaBisieT 246 en./n.

Coxkpainenus: LDH=nakraTneruaporexHasa, pRBC=spurpouurapHas Mmacca,
ULN=BepxHuii npenea HOpMbl

Ucxonnble XapakTepUCTHKH 3a00JE€BAaHUS SIBJSUINCH CXOOHBIMH MEXIy 2 TpyINIamMH
neuyenns (tabmuna 14). B obwmeit nonysiiyy, cpeqHee BpeMs OT MOCTaHOBKU anarHoza PNH no
UH(POPMHUPOBAHHOTO COTJIACHS COCTABILUIO 6,6 sieT (MeanaHa=3,9 Jer).

Bce nanuentsl mmenu auarno3 PNH, noaTeep:kaeHHBIM MOCPENCTBOM MNPOTOYHOU
nuroMeTpun npu ckpunuHre. Cpennuii oOmmii pasmep kinoHa RBC mpum PNH cocrasmsin
38,57%; cpennuii 0Ol pasmep kiioHa rpanyioutos npu PNH cocrasisit 84,74%, u cpenuuii
oOmuit pasmep kjoHa Mmonoutos rpu PNH cocrasiisit 87,99%.

Ta6nauna 14: XapakrepucTuku 3a001eBaHus (MOJTHASI NOMYJISIUS AJIS AHAJIH3A)

ALXN1210
(N=125)

KaTteropusi nepemeHnHoil IKyauzymad

(N=121)

Bcero (N=246)
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Bo3pact (J1eT) Ha BpeMs1 AUATHO3a
PNH

n 123 118 241
Cpennee (SD) 37,9 (14,90) 39,6 (16,65) 38,7 (15,77)
Mennana 34,0 36,5 35,0
MuH, Makc 15, 81 13, 82 13, 82
Cnocod nepBoOHAYANBHOMN

nuarHoctuxku PNH, n (%)

IIpoTounas uuromeTpus 94 (75,2) 96 (79,3) 190 (77,2)
Tect Xema 10 (8,0) 5@4,1) 15 (6,1)
Caxapo3HblIil TECT Ha FEeMOJIU3 0(0,0) 2(1,7) 2(0,8)
Hpyras?® 21 (16,8) 18 (14,9) 39 (15,9)
UleT OT MOCTAHOBKH AMATHO3A 10

MH(OPMHPOBAHHOI0 COTJIACHUS

n 123 118 241
Cpennee (SD) 6,7 (8,14) 6,4 (7,54) 6,6 (7,84)
Menuana 3,8 3,9 3,9
MuH, Makc 0,41 0,34 0,41
Pasmep xiaona npu PNH B

HCXOAHOI TOUYKe

Pasmep kiona RBC tuna II npu PNH

(7o)

n 124 120 244
Cpennee (SD) 12,36 (20,539) 13,70 (17,672) 13,02 (19,155)
Mennana 4,00 6,15 5,00
MuH, Makc 0,1, 99,5 0,1,953 0,1,99.5
Pasmep knona RBC tuna I pu PNH

(7o)

n 124 120 244
Cpennee (SD) 26,29 (17,246) 25,21 (16,944) | 25,76 (17,071)
Mennana 26,35 21,20 24,10
MuH, Makc 0,1, 82,0 0,4, 75,6 0,1, 82,0
O06muii pasmep kiona RBC nmpu PNH

(7o)

n 125 121 246
Cpennee (SD) 38,40 (23,748) 38,74 (23,194) | 38,57(23,430)
Mennana 33,60 34,20 33,75
MuH, Makc 3,0, 99,6 2,2, 98,0 2,2,99.,6
OOwmii pasmMep KJIOHA FPaHyJIOLUTOB

npu PNH (%)

n 125 121 246
Cpennee (SD) 84,22 (20,956) 85,28 (18,977) | 84,74 (19,973)
Mennana 93,80 92,40 92,55
MuH, Makc 42,999 8,0, 100,0 4,2,100,0
O0muii pasmep KJIIOHA MOHOLIUTOB

npu PNH (%)

n 125 121 246
Cpennee (SD) 86,86 (18,078) 89,15 (15,189) | 87,99 (16,725)
Mennana 94,00 95,10 94,80
MuH, Makc 8,5,99.9 17,0, 99,9 8.,5,99,9
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IMpumevanne: O0mmii pazmep kioHa RBC, rpanyIoUTOB, MOHOIIUTOB=CyMMa pa3MepOB
kjoHoB RBC tuna II u Tuna IIl, rpaHy101MTOB, MOHOLIUTOB, COOTBETCTBEHHO. MICXOHYIO TOUKY
ONpeNeNsaan Kak IOCJIeNHee He OTCYTCTBYIOLIEEe 3HAa4Y€HUE N0 MEPBOM JO3bl UCCIENYyEMOro
JIEKapCTBEHHOI'O CPEACTBA.

2 «/pyras»
NPU3HAKH/CHUMITOMBI

KaTeropusi  BKJOYana tect Flaer,

tect KymbOca, KJIIMHUYECKHE

(T.e., KIMHWYECKHE  JaHHbIE, TMPOSBIEHHE  WJIA  JWArHo3),
UMMYHO(EHOTUITHPOBAHNE, KOMOMHALUIO CHOCOOOB, HCIONIB3YEMbIX MAJsl JTUATHOCTUKH, TECT
OCMOTHYECKOH XPYIIKOCTH, TIOCTAHOBKY JHAarHO3a B APYroi OONbHULE U HEM3BECTHBIE.

CokpalieHusi: MakC=MakCHUMyM,; MHUH=MHMHUMYM, SD=cTraHgapTHoe OTKJIOHEHHE;
PNH=napokcusmanbHas HouHas1 reMoraoonnypusi; RBC=spurpouur

Peructpauuro B ctpaty npeawectsyromero BeefeHus 0 enunun RBC 3akpeiBanu npu
JIOCTIDKEHUH YKa3aHHOTo B mpoTokosie 20% mpeznena perucTpaliy NanueHToB 0e3 TpaHchy3ui
B aHaMHe3€ B MpeIlecTByrouieM roay. Takum oOpa3oM, OONbIIMHCTBO mauueHToB (82,5%)
umenu tpaHcy3uun pRBC B anamHe3e B mpexpenax roga A0 MNEPBOH A03bI HCCIENYEMOTO
JIEKApCTBEHHOT'O CPEACTBA, Kak ykazaHo B Tabmuue 15. B oOuieit momyssiuuu, mpoBOIWIN B
cpennem 6,2 TpaHcdysuii pRBC/uenbHoit kpoBH, U B cpeaHeM 8.8 eOMHUIl BBOIWIN
HOCPEeACTBOM TpaHcdy3uu B TeueHue 12 mecsues 10 nepBoit no3el. KomnuectBo TpaHcdysuit u
KOJIMYECTBO E€IMHHIL, BBEJEHHBIX INOCPEIACTBOM TPAHC(Y3HH, SBISUIUCH CXOAHBIMH MEXAy 2
rpyNIaMHy JeUEHHUs.

Ta6nmuna 15: Tpancdy3un 3puTpounToB B npeaeaax 12 mecsiies A0 nepBoii 1036l

(mosTHASI MOMYISALMSA AJISI AHAJIN3A)

KaTeropusi nepemeHnHoit ALXNI1210 | DOkyau3zymad Bcero
(N=125%) (N=121) (N=246)

KonnyecTBO MalMeHTOB ¢ TPAHCHY3HIMU 103 (82,4) 100 (82,6) 203 (82,5)

pRBC/uenbHol KpoBH B mpenenax 12 mecsues 10

nepBoii 10361, n (%)

Tpancysuu pRBC/uienbHO# KpoBH B mpenesax

12 mecsues A0 NepBOil A03bI

Bcero 677 572 1249

Cpennee (SD) 6,6 (6,04) 5,7 (5,53) 6,2 (5,80)

Menuana 4.0 3,0 4.0

MuH, Makc 1,28 1,28 1,28

Emuann pRBC/uenbHON KpOBH, BBEIEHHBIX

MOCpencTBOM TpaHC(y3uu B mpeaenax 12 mecsues

IO TIepBOM 1035l

Bcero 925 861 1786

Cpennee (SD) 9,0 (7,74) 8,6 (7,90) 8,8 (7,81)

Menuana 6,0 6,0 6,0

MuH, Makc 1,44 1,32 1, 44
Cokpamenus: Makc=MakcumyM; MuUH=MuHuUMYyM; pRBC=spurpouurapHas wmacca;

SD=cTaHnapTHOE OTKJIIOHEHNE

Kax TpeboBas mpoTOKOJI, BCE MAIMEHTHI UMEITH 110 MEHbIIeH Mepe 1 acCOIMMPOBAHHBIN C
PNH cummnrom B ucxomHoit Touke. Tumbl cumnToMoB PNH, mchobITbIBaeMBbIX IMallMEHTAMH IO

I/IH(I)OpMI/IpOBaHHOFO corjacus, ABJAJIMChb CXOOHBIMU MEKAY TI'pyHnrnaMu JICUCHUA, IIC HanOoJIEee
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pacnpoctpaHeHHbIMH (> 20% OT BCEX MALMEHTOB) SIBJSUINCH YTOMIIIEMOCTb WM ACTEHHUS
(obmas cmabocTh), KpacHas WIM TE€MHas MO4Ya, 3aTPYOHEHHE IbIXaHUS (AMCITHO3), pasjUTHe
emuu (TIOXKeNTeHne KOXH WIH 11a3), 0ou B o0nactu xuBota U cBsizanubie ¢ [IHC cumnromer,
TaKHe KaK TOJIOBHAst OOJIb, TOJIOBOKPY KEHUE UITH CIIO)KHOCTH C KOHLIEHTPaUeH.

B obmeit monyssnmu, 98,0% naipieHToB UMENH JOKY MEHTHPOBAHHbBIE aCCOLIMUPOBAHHbIE
¢ PNH cocrosiHust, AUarHOCTHpPOBaHHBIE O MH(POPMHPOBAHHOIO COTJIACHsA, KaK TOKA3aHO B
tabnune 16. bonpmuHCTBO (84,6%) ManMeHTOB MMENU MPEIIEeCTBYIOLNN AMArHO3 aHEMUH,
32,1% mnanueHTOB HMMENM AaIlIaCTUYEeCKYH0 aHeMmuto, 12,2% mnalueHTOB HMMENHU MOYE€UHYHO
HEIOCTaTOYHOCTh B aHaMHe3e, U 5,3% MaIrMeHTOB UMeNIH MUEJIOAUCIIIIACTUIECKUN CHHIPOM.

Tabnauna 16: Accouunposannbie ¢ PNH cocTosinusi, 7uarHocTHPOBaHHBIE B J1000€

BpeMs1 10 MH(pOPMHPOBAHHOIO corJiacusi (IMOJHAS MOMYJISALUSA AJISI AHAJIN3A)

Accouuuposannbie ¢ PNH cocrosinus, ALXN1210 Ikyauzymad | Bcero (N=246)
n (%) (N=125) (N=121)

[TarieHTsI ¢ II0OBIMU ACCOLIUUPOBAHHbBIE 121 (96,8) 120 (99,2) 241 (98,0)
c PNH cocrostHusIMU 10

MH(GOPMHUPOBAHHOTO COTJIACHS

Anemus 103 (82,4) 105 (86,8) 208 (84,6)
I'ematypust wii reMOrJIOOUHY pUst 81 (64,8) 75 (62,0) 156 (63,4)
ArnnacTuueckasi aHeMust 41 (32,8) 38 (31,4) 79 (32,1)
Iloueunast HEAOCTATOYHOCTD 19 (15,2) 11(9,1) 30 (12,2)
MuenoauciacTH4eCKiil CHHIPOM 7 (5,6) 6 (5,0) 13 (5,3)
OcnoxxHenue npu 6€peMEeHHOCTH 32,4 4(3,3) 7 (2,8)
Hpyroe? 27 (21,6) 13 (10,7) 40 (16,3)

ITpumeuanue: ITarMeHTOB MOKHO YUUTHIBATh B OOJI€€, 4YeM OTHOMN KaTerOpHH.

A «Jlpyrasi» KaTeropus BKJO4Yana HauOoyee dYacto (n > 2) 3aperucTpUpPOBaHbBIE
COCTOSIHMSI B «IPYroi» KaTeropuy, KOTOpbIE UMEJIN B aHaMHE3€ IO MeHbIIeH Mepe 1 apyroe
accorurpoBanHoe ¢ PNH-cocrosiHue, BriIouasi TPOMOOLMTONEHUIO (N=5), XPOHUYECKYIO
MOYEUYHYI0 HEAOCTaTOYHOCTDh (n=4), maHuuToneHuro (n=3), yeamdeHHblil ypoeHb AST (n=2),
NOYeYHOe MapeHXUMaibHOe 3a00neBanue (n=2), JelkoneHus/TpoMbouTonenus (n=2), KAMHU B
JKEJTYHOM Ty3bIpe (n=2), u 1uig 1 manmeHTa B KaXXAOM Cllydae 3aperdCTPHPOBAHbI B aHAMHE3E
rernaToCIUICHOMETrajus, MHENOHJHAass M MerakapuolUTapHas TUIOIJIa3us, [eMOJUTHYECKOe
COOBITHE, THUMOKIETOYHOCTh KOCTHOTO MO3ra, MAHIUTOINEHUs], THUIOIUIA3Hsl KOCTHOTO MO3ra,
NPU3HAKHU TeMOJN3a, XPOHUUYECKUH TeMONIM3, JBYCTOPOHHEE I[OYEYHOE MapeHXUMAalbHOe

3a00yieBaHNE/TUIIOKATIMEMHS, TIOAO3peBacMasl  arulaCTHUECKass aHEMHs, HEBBbIHAIIWBAHUE,
UIIEMUYECKUH WHCYJIBT/XPOHUYECKash TOY€YHAsT HEAOCTATOYHOCTh, THUMEPIUIa3Hs KOCTHOTO
MO3Ta, TPOMOOIIMTONEHNUS/3TICTAKCUC, YBEINUEHHBIH YPOBeHb OMIMPYOHHA, aria3usi KOCTHOTO
MO3Ta MU JIEHKOMEH s/ TPOMOOLIUTONIE HHSI/ CTIICHI K TOMHS

Coxkpamenne: PNH=napokcu3manbHast HOUHasi FeMOTJIOOUHY pUst

Bce 246 nmanmeHTOB UMW NMPENIIECTBYIOIEE UCIONb30BAHNUE JIEKAPCTBEHHBIX CPENCTB
B aHamMHe3e. Bcem manmeHTaM BBOJWIM MPOTUBOMEHUHIOKOKKOBYIO BAaKIIMHY HE TO3JKE, YeM Ha
cytku 1. Hanbonee gacro perucrpupyembivu (>10% manueHTOB) rpynnamMu MpeamecTBYOLIIHX
JEKapCTBEHHBIX CPEJNCTB,

OTJIMYHBIX OT HpOTPIBOMeHI/IHFOKOKKOBOfI BaKIIWHBI, ABJIAJIHNCH

ButamMuH B12 u ¢QonmeBas kucnora (52,8%), mporuBorpomboTHueckue cpencrsa (29,7%),
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KOPTUKOCTEPOUIbI JUIsi CHCTEMHOTO HCIONb30BaHusA (24,8%), nekapCTBEHHBIE CPENCTBA MPOTUB
NEeNTUYECKON sI3BbI M 3a00JI€BAHUS KNy IOYHO-TTUINEBONHOrO pedirokca (22,8%), npenapaTsl
xeneza (15,4%), Oera-makramMHbie aHTHOAKTepuUadbHBbIE CpencTBa (meHuUWwuUHBL) (15,0%),
AHTUTMCTAMUHHBIE CpPEACTBAa [UJIsI CHCTeMHOro wucrnonbp3oBanus (13,0%), wusbupartenpHbie
OJIOKaTOpPbI KaJBIMEBBIX KaHAJIOB C OCHOBHBIMU 3(dexramu Ha cocynbsl (11,4%) u npyrue
aHAJNbreTUKH, 1 antunuperndeckue cpeacrna (11,0%).

Bcero, 95,9% nauenram (98,4% B rpynme ALXN1210 u 93,4% B rpynme skyiu3zymada)
BBOJIMJIM 110 MEHBLIEH Mepe OJHO COMyTCTBYIOIIEE JIeKapCcTBeHHOe cpencTBo. Hanbonee vactro
peructpupyembiMu (>10% mnauueHTOB) rpynnaMu MpeaIIecTBYIOMNX JIEKAPCTBEHHBIX CPEACTB
aApnsaauch BuTtamMuH B12 u  ¢onueBas kucnora (54,9%), npyrue aHambreTUKH |
aHTunuperudeckue cpencrsa  (38,6%), Oera-nmakraMHbBle AHTHOAKTEpUAIbHBIE CPEACTBA
(nennumnunel)  (38,6%), mnporuBoTpomOoTHyeckue cpencrBa  (31,3%), nexkapcTBeHHbIE
CpeAcTBa NPOTHUB NENTHYECKOH $A3BbI M 3a00JE€BaHUS SKEJyAOYHO-IUINEBOAHOrO pedirokca
(29,3%), xuHONOHOBBIE aHTHOAKTepUaNbHble cpencTBa (26,0%), aHTHIHCTAMHUHHBIE CPENCTBA
I CUCTEMHOTO UCTONb30BaHus (24,8%), KOPTUKOCTEPOUABI AJIsi CUCTEMHOI'O HMCIIOIb30BAHUS
(24,4%), TMPOTHBOBOCIIAIUTENBbHBI U MpOTHBOpeBMaTHueckne cpencrsa (21,1%), mpemapats
xenesa (17,1%), npyrme Oera-maktamHble —aHTHOakTepuanbHblie cpencrsa  (13,0%),
OTXapKHBAIOIINE CPEACTBA, HCKIIOYAs KOMOHMHAIMM C TOJABISIOIIMMH Kallelb CPEeACTBAMH
(11,4%), n3buparenpHble OJIOKATOPBI KAJIBIHMEBBIX KAaHAJIOB, B OCHOBHOM IIPU BACKYJISPHBIX
cobprrusix (12,6%), u ummyHoznenpeccantsl (10,2%). B xonme wuccnenosanusi, Bcero 30,9%
MAIMEeHTOB MOJABEPrayiu HehapMaKoJOrHIECKOW METULIMHCKOH MpoLeaype.

2. IlepBUYHBIE/BTOPUYHBIE KOHEYHBIE TOUKH U CBSI3aHHBIE C 3a00JIeBAHUEM MapaMeTPhI

JlBe COBMECTHBIC TIEPBHUYHbIE KOHEYHbIE TOYKH J(PPEKTUBHOCTH HUCKIIOUEHUE
tpancdysuit (TA) u wopmammzamuss LDH (LDH-N) wmenu od4eHb sIBHOE COOTBETCTBHE U
MPEBOCXOJCTBO Kak nokaszaHo Ha (urype 4. KpacHblii TpeyroipHuk Ha ¢urype 4 obo3HadaeT
npenen He MeHbIuel >¢dexruBHocty, Tpedyembrit FDA. O6e koneunbie Touku, TA u LDH-N,
3HauuTenpHO mnpeBocxonwin 20% mpenenbl He MeHblield 3S¢(dexkTuBHOCTH. DaKTHUYECKH,
KoHeuHas Touka TA He mpocTo ynosieTBopsiia 20% npeneny, oHa yaoBieTBopsuia 5% npeneny.
IMonobueiM ob6pasom, LDH-N npesocxomuna 20% mpenen, U MOMOTHUTEHHO YIOBJIETBOPSIIA
skBuBajieHTy 10% npenena. Cm. purypy 4.

KiroueBble BTOpHYHBIE KOHe4Hble TO4YKM mpoueHT m3menenuss LDH (LDH-PCHG),
usmeHenne OamnmoB FACIT-yrommsemoctn, peskuit remomus (BTH) wu  crabwnmmsanums
remorioonHa (HGB-S) Ttakke SIBISIUCH TMOJOKUTENBHBIMH M TOKA3bIBAJIH MPEUMYIIECTBO
ALXNI210, no cpaBaennto ¢ skynusymadbom. Cm. ¢urypy 5. Bonmee Toro, Bce BTOpHYHBIC
KOHEUYHbIE TOUKHU He TOJIbKO Mokas3biBanu npeumyiiectBo ALXN1210, HO oHM BCe 3HAUUTENBHO
NPEBOCXOMWIA  Tpenenbl HE  MeHblled  3(QQEeKTHBHOCTH, TOKa3aHHbIE  KPAaCHBIMHU
TpeyronbHuKaMu Ha rpaduke. Cm. purypy S.

KiroueBble nepBUYHbIE U BTOPUYHbIE KOHEUHBIE TOYKH NPEACTABICHbI B (popme TabIumbI
Ha ¢urype 6. IToka3aHo Takxe mpeuMyIiecTo 3pQexTa JedeHns Il KaXKI0i KOHEYHOH TOUKH

st ALXN1210, mvan spdextom mist sxynusymada. Hampumep, B mepBoM psiy MOKa3aHO, YTO
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s¢ ekt nevenns 1 uckimoueHus Tpancdysuit 1iust ALXN120 no cpaBHEHHIO ¢ 3KyIu3yMadom,
cocTaBisn 6,8%, HaMHOTO OoJIbINe, YeM TpeOyeMblil mpenen He MeHbInel 3¢ dexruBHoCcTH -20%,
U TIpe/CTaBJIeHO OOHapy)keHue mpenapaTta He MeHbluel ¢ dexkruBHocTU. [lomoOHBEIM 06pasom,
BCE INEPBUYHbIE U BTOPUYHbIE KOHEUHbIE TOUKU MPUBOAMWIN K TAKOMY K€ 3aKJIIOUEHHIO O He
menbineil 3¢dexruBroctn ALXN1210 mo cpaBHeHH0 ¢ 3Kyiau3ymadboMm. MHbIMH ciioBamy,
oOHapyxkeHo, uro ALXNI210 nyume »skynusymaba, HO pa3mMep BBIOOPKH  SIBISUICS
HEIOCTATOYHBIM ISl JOCTHKEHHSI CTATHCTUYECKOTO 3aKJIF0UeHus1 O rpesocxonactee. Cm. purypy
6.

JlarHble 3QPEKTUBHOCTH U 3TOTO UCCIENOBAHMS MOJBEPTad MHOXECTBY Pa3IHMYHBIX
aHaJIN30B YyBCTBUTEIBHOCTU. Pe3ynbTaTsl nokasansl Ha purype 7. Hanpumep, spdexr neuenus
(toueunass ouenka) misa 1210 Op1 Ha 6,8% syume, uyem s okyjausymaba, ¢ 95%
noseputenbHbiMu HHTEepBaiamu (CI) -4,7%-18,1%. Yucno -4,7% 3HAYUTENBHO JIydlle, 4YeM
NpeABAPUTENIbHO ONpeeNeHHbIH npenen He MeHbluell 3¢ dextuBHocTr -20%. B 370l Tabnuue
MOKa3aHO MHOJKECTBO AaHAJIN30B 4UyBCTBUTEJIBHOCTH, KOTOpbIE BCE MOANEPKUBAIOT HAEXKHbIE
oOHapy»keHUst mNepBUYHOro aHanu3a. CTOUT OTMETHTh, 4YTO 3TO IOCTOSIHCTBO SIBJISIETCSI
HEOObIMHBIM JJIs1 KJIMHUYECKUX MHCCJIEIOBAHUI 3TOTO THUIIA U TMOJAEPKHBAET HAECID, YTO 3TO
UCCNIEI0OBAHNE TPOBOAWIN C OYEHb BICOKUM Ka4€CTBOM.

Pesynbrarel adpdexruBHOCTH 15 mepBUYHOM kKoHeuHOH Touku LDH-N ananusuposanu B
¢opmMe moArpynnm mnomyJSIIMM TMALMEHTOB, W OHM NokasaHsl Ha ¢urype 8. LDH-N
(HOpManM3anys JIaKTaTAeTuIpOreHas3bl) OTHOCUTCS K ypoBHAM LDH, MeHbIINM WM paBHBIM
IXULN, ot cytok 29 no cytok 183. Ananusbl noarpynn ans LDH-N BeisiBunu, uro Hanuuue
Oosiee BECKMX JIOKa3aTeNbCTB MoOKasbiBasio mpeumymectso ALXNI1210. Cepble auHMM
NPEACTABISIIOT cobor 95% noBepuTENbHBIE WHTEPBAJbL, MU CHHHE KBAIPAThl MPEICTABJSIOT
coboii Toueunble oneHkH. OrieHka OblTa OCHOBaHA Ha CHoco0e OOIIMX OLEHOYHBIX YpPaBHEHUH
(GEE). Mopenb BkJFOYANa CIEAYIOINE TEPMUHBI: TPYyTIa JEUeHUs, KOJUYeCTBO TpaHCy3uil B
aHamHe3e u ucxoansie ypoBHu LDH. Onenku cnpaBa oT 1 mokasbBalOT NpPeUMYINECTBO
ALXN1210, u oueHKH ciieBa MOKa3bIBAIOT MPEUMYLIECTBO 3KyJan3yMada. Bce ToueuHble oneHku
HAXOJMJIUCh CIIPaBa OT MPEIONPENEICHHOro npeaeaa He MeHblueil 3P QpeKTHBHOCTH (KpacHBIH
TpeyronbHuk) (-20%). IIpucyTcTBOBaNiO TOJBKO 3 KOHEYHBIE TOYKH, ITOKA3bIBAIOIIUE
NPEUMYLIECTBO 3KyJIH3yMada, KOTOpble TaM HE HAXOMWINCh, M JIB€ U3 HUX UMENTH HeOOJbLION
pasmep BBIOOpKHU. B 3aximouenue, st OOMBIIMHCTBA MOATPYII SIBHO TOKA3aHO MPEHMYIIECTBO
ALXNI1210, o cpaBHeHHIO ¢ 3Kyau3ymadom. Cm. ¢purypy 8.

Kak mnokazano Ha ¢urype 9, cpemnue 3HaueHus i LDH HopmanmsoBanuce B
NOMYJIIUK TAMEeHTOB 10 BepxHero mpenena Hopmbl (1X ULN LDH) ot npubamsurenbHO
CYTOK 22 10 CyTOK 24 U OCTaBajJuCh Ha 3TOM YPOBHE Ha MPOTSKEHUH UCCienoBaHus. ToueuHas
auHMA Ha ¢urype 9 mokaseiBaeT 3HaueHHe BepxHero npexena Hopmbl ansi LDH wmm 1X ULN
LDH. Pamka Hmke rpaduka MOKa3bIBAaeT KOJUYECTBO MALMEHTOB B KAXKIOW TPyMIe, KOTOPOe
BHOCUT BKJIaJ| B CPeAHEe Ha 3THU CyTKU. B 3akiroueHue, siBHO, 4TO cpenHee 3HadeHue LDH y

nauueHToB ¢ BeeneHneM ALXN1210 ocraBanock Hmwke kputudeckoro yposas 1,5X ULN. Cwm.

¢urypy 9.
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Bpems no noctmkenust Hopmanmmzaunu LDH nokaszano Ha ¢urype 10 s obenx rpymnm
nedennss ALXNI1210 u skynusymabom. ITaumentsr ¢ BBemeHmemM ALXNI1210 ngocruranu
HOpPMaJTM3aLiH NMPUOJIM3UTEIBHO Ha 5 CYTOK CKOpee, YeM MaLMEeHThI C BBEICHHEM SKyIn3yMada.
Cm. ¢urypy 10. Cpemnee ot kommyectBa mauueHToB ¢ BBeaeHmeM ALXNI120 mocruramu
HOpPMAJIM3aLUU Ha CYTKH 24 NpOTUB CyTOK 29 IJsi MAUUEHTOB, MOABEPraeéMbIX JICYEHUIO C
UCTIONBb30BaHUEM dKynusymada. Pamky ¢ umcimamu Hiwke rpaduxa ans LDH nammenTtoB u3
KaXJ1OH IPYMITbI NCIIOIB30BAJH JIJISI pacyeTa cpeaHero Ha 3Tu cyTku. Cm. purypy 10.

IIpoueHT mauueHToB, OCTUIIUX HOpManu3auuu LDH B pa3nuyHbIX BpEMEHHBIX TOYKaX
B XOJe HCClieIoBaHus, oka3aH Ha ¢urype 11. B obmewm, Oonee 50% mnanueHTOB ¢ BBeNEHUEM
ALXNI20 ocraBanuch B HOPMAJIbHOM AHANa30HE HA MPOTSDKEHUU MCCIENOBAHUSA, B TO BpeMs
Kak MeHee 50% MOoABEPrHyTHIX JEUEHHIO 5KYJIN3yMaObOM MallMeHTOB OCTABAIUCH B HOPMAJIBbHOM
JManasoHe B XOfe uccienoBanus u 1o cytok 183. Cm. purypy 11.

Kpome Toro, B MCXOAHOH TOuke, cpemHue Oauibl MO MOJIIKANE OOIEro COCTOSHHS
3p0poBbst EORTC QLQ-C30 cocrasmsnu 56,13 ana rpynnel ALXNI1210 u 57,51 ana rpynmel
skymuzymaba. Ynyumenue Ha > 10 mynkroB B 3 moamkanax EORTC QLQ-C30, obuiero
COCTOSIHUSL  370pOBbs, (pyHKkumoHanbHOro craryca u EORTC-yromnsemMocTd, CYHUTAIOT
HoKasaTeseM KIMHUYecKu 3HaunmMoro yayumenus (King, 1996; Osoba, 1998). bonee BbicOkuit
npoueHT nauueHToB B rpynne ALXNI1210 umen ynydmenue no mMeHeiueld Mepe Ha 10 myHKTOB
6amnos nonmkan EORTC QLQ-C30, obmmero coctosiHus 310pOBbs, (yHKIHOHAIBHOTO CTAaTyCa
U yTOMJIIEMOCTU Ha CYTKH 29 U Ha NPOTSLKEHUU NMEePUOJa NMEPBUYHON OLICHKH, IO CPABHEHUIO C
IPYMIoi KyJu3ymada, kak mokasaHo Ha ¢urypax 12, 13 u 14.

3. bezonacHocTh

He mnpucyTcTBOBaNIO NMpUMEYATENbHBIX PAa3IUYMi O€30MaCHOCTH Jisi HaOJFOaeMbIX
HeOnmaronpusTHbIx coObiTuil (AE) mnm cepre3sHbix HeOmaronpuaTHbeix coObituii (SAE), mexay
NaMeHTaMu, noaBeprHyThiMH JiedeHnto ALXN1210 u skynuzymadom. Cm. ¢uryper 15 u 16.
Kpome TOro, He mMpUCYTCTBOBAJIO MEHWHIOKOKKOBBIX HH(peKkuui, mnpekpamenuii nz-3a AE u
cMepTeil, HaOmromaeMbIx BO Bpems mnepuoaa mnepBudyHol oueHku. Cm. ¢urypsr 17 u 18.
Haubonee yacteim AE siBistnack rosoBHast 6osib y 35%. Cm. durypy 16.

Onno wnu 6onee MAVE B aHamHe3e 3apeructpupoBaHo Bcero mis 17,1% mnamnueHTos,
KaK yKa3aHo B Tabnuue 17.

Tabnuua 17: OcHoBHBbIEe HeOJArONpPHUSATHBIE COCYAUCTBbIe COOBITHSI B aHAMHe3e

(mosTHASI MOMyISALMSA AJISI AHAJIN3A)

Kareropun MAVE ALXNI1210 | Oxyausymad (Bcero (N=246)
(N=12%) (N=121)

[Tanmentel c MAVE B aHaMHese 17 (13,6) 25 (20,7) 42 (17,1)
Tpombodaedut/TpomMO03 rTyOOKHX BEH 4(3,2) 8 (6,6) 12 (4,9)
TpomO03 Me4eHOUHBIX/BOPOTHBIX BEH 4(3,2) 4(3,3) 8(3.3)

(cunapom banna-Kuapu)
OxxkJro3ust 1iepeOpasibHBIX apTepHii/ocTpoe 4(3,2) 2(1,7) 6(2,4)

HapyIIeHHe MO3TOBOrO KPOBOOOpaIeHHs!

Tpom0O03 nim uHbpapkT 324 2(1,7) 5(2,0)

Me3eHTepHAIbHBIX/BUCLIEPAJIbHBIX BEH
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Kareropun MAVE ALXNI1210 | Oxyausymad (Bcero (N=246)
(N=12%) (N=121)
Oxxkiro3usi 1iepeOpasibHbIX BEH 1(0,8) 3(2,9) 4 (1,6)
Jlerounasi asmboJwHst 0 4 (3,3) 4(1,6)
JepmanbHbil TpOoMO03 2(1,6) 1(0,8) 3(1,2)
HudapkT Muokapaa 0 3(2,5) 3(1,2)
Ocrtpast okkIH03Us epuGepUIECKUX COCYIOB 1(0,8) 1(0,8) 2 (0,8)
Tpom0Oo03 nm uHdpapkT 0 2(1,7) 2(0,8)
Me3eHTEePHAJIbHBIX/BUCLIEPAJIbHBIX apTepUui
TpaH3utopHas uliemMuyeckas aTaka 1(0,8) 1(0,8) 2 (0,8)
AmnyTanus (HeTpaBMaTu4ecKas; 0 0 0
Henra0eTnIecKast)
I'anrpena (HerpaBmMaTu4eckas; 0 0 0
Hera0eTnIeckast)
Tpomb03 moueyHBIX apTepHii 0 0 0
Tpom0O03 MoueUHbIX BeH 0 0 0
HecrabunbHasi cTeHOKapaust 0 0 0
Hpyras 0 2 (1,7) 2(0,8)

ITpumeuanue: [TaLMeHTOB MOXHO YUUTHIBATh B OOJI€€, YEM OJJHOI KaTerOpuH.

Cokpaurerne: MAVE=0cHOBHOE HEOMArOMPUATHOE COCYIUCTOE COOBITHE

ITpucyTcTBOBa)N ONMH Ciy4yail BBI3BAHHOIO JIEYEHHEM OOpa3OBaHMs AHTUTENA MPOTHUB
JekapcTBeHHOTO cpencta (ADA), nabmogaemsiit st kaxaoro u3 ALXN1210 u skynusymada.
Hu B omHOM ciiydae He 0Opa3OBBIBATINMCH HEHTPANU3YIOLINE AHTUTENA, U HE IPUCYTCTBOBAJIO
s¢ppexra Ha PK, PD, sddexruBHOCTD MM 0€30MACHOCTH 3THUX, MO-BUAUMOMY, BPEMEHHBIX
ADA.

Qurypa 15 sBnsercs TaOMMUHBIM TNPEACTABICHUEM  KJIIOUEBBIX  PE3yJIbTATOB
6e3onacHocTH B KinHIMYeckoM uccienoBannd ALXN1210-PNH-301 ¢assr 111

CobnroneHne marMeHTaMH pPEeXUMa BBEIEHHs JIEKAPCTBEHHOT'O CPENCTBa ObUIO MOYTH
COBEPIIEHHBIM I 3TOrO KJIMHHUYECKOTO HCCISNOBAHUS, KaK TOKa3aHo Ha durype 19.
[IpucyTcTBOBaN TOJNBKO OAMH Ciydyall HECOOJIOACHUS TAalMEeHTAMH pPEKUMa BBEIEHHS
JIEKApCTBEHHOT'O CPEJICTBA B IPYTIE KyJIu3yMada, Kak rmokasaHo Ha ¢urype 19.

4. ®apMaKOKNHETUYECKHUE PE3YJIbTaThI

IIpoduns cpenneii (= SD) xonuentpanmn ALXNI210 u skynamsymadba B CbIBOPOTKE B
3aBHCHMOCTH OT BPEMEHH JJIi COOTBETCTBYIOIIMX TPYII JIeYeHHs (JMHEWHas I[IKaJa)
npencrasied Ha ¢urype 20. Tlpodune cpemneit (= SD) xonunentpammm ALXNI1210 u
9Kyu3yMada B CHIBOPOTKE B 3aBUCHMOCTH OT BPEMEHH JJISi COOTBETCTBYIOLIUX TPYII JICUSHHSI
(monynorapuMuveckas mkana) npeacrasiieH Ha ¢urype 21.

dapmakoknaeTnueckre napamerps! st ALXN1210 o6o0menst B Tabnune 18 u Tabnme
19 nns mepBod (MHAYKIMOHHOW) M TOCHeAHEH (MOAnepKUBArOIIEeii) 103, COOTBETCTBEHHO.
I'eomerpuueckoe cpennee (reomerpudeckoe CV%) Cyae U Cyun ALXN1210 mociie mepBoii 1036l
y BCEX MAIMEHTOB cocTaBysiio 753,7 (22,45) u 376,44 (26,17) mxr/mn, coorBercTBeHHO. [Tocne
nocnenreit 1o3pl ALXN1210, reomerpuueckoe cpennee (%oCV) Cyae 1 Cypn Y BCEX MALIMEHTOB

cocrasisiio 1350,5 (20,8) u 446,1 (36,2) MKI/MI1, COOTBETCTBEHHO.
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Taoauua 18: dapmaxoxkunernueckue napamerpbl ALXN1210 (C,,pic 81 Cyy) moce

nepsoii (Harpy3ouHoii) 10361 ALXN1210 (mony.isinust (papMAKOKHHETHYECKUX AHAJH30B)

IMapamerp |Ctatuctuka |Bce mammenTni| > 40 - <60 kr |> 60 - <100 kr| > 100 kr (N=5)
(N=125%) (N=41) (N=79)

Cuaxe Cpennee 771,4 846,7 740,3 645,0

(Mxr/ma)  SD 165,89 174,34 146,62 181,25
CV% 21,51 20,59 19,80 28,10
Mennana 761,0 846,0 736,0 656,0
MuHumMy M 403 470 414 403
Makcumym 1310 1160 1310 905
["eomeTprueck 753,7 828,6 726,2 623,9
o€ cpenHee
["eomeTprueck 22,45 21,60 20,99 29,96
oe CV%

C v (MKT/MIT) CpenHee 391,21 424,15 377,8 333,6
SD 136,774 116,191 146,30 93,26
CV% 34,96 2739 38,73 27,96
Mennana 358,00 412,00 351,0 308,0
Munumym 199,0 199,0 257 252
Makcrumym 1500,0 775,0 1500 482
["eomeTpuueck 376,44 409,51 363,8 324,2
0€ cpeniHee
["eomeTpuueck 26,17 27,30 24,56 26,71
oe CV%

Cokpamennst: C,p-MaKCUMaJbHAsl KOHLEHTpAusi B ChIBOPOTKE, Cyuu-MUHUMAJIbHAS

KOHLEeHTpauus B cbiBopoTke; CV=koadduuneHT nsmenunBocty; SD=cTaHnapTHOE OTKJIIOHEHHUE

Taoauua 19: ®apmakokunernueckue napamerpbl ALXN1210 (C,,pic 1 Cy) mocCTE

nociaenHei moanep:xkupawomeit 10361 ALXNI1210 (monmyasinusi (papMakoKHHETHYECKHX

AHAJIN30B)
Mapamerp | Crarucruxka |Bce mammuentrl| > 40 - < 60 kr (> 60 - <100 kr| > 100 kr (N=6)
(N=124) (N=41) (N=T77)

Chiaxe Cpennee 1378,5 15288 12929 1450,0

(Mxr/ma)  SD 275,94 279,47 242,83 219,00
CV% 20,02 18,28 18,78 15,10
Menuana 1365,0 1520,0 1280,0 1365,0
MunumMy M 780 909 780 1260
Maxkcumym 2100 2100 1790 1790
["eomeTprueck 1350,5 1502,8 1269,6 1436,9
o€ cpenHee
["eomeTprueck 20,80 19,17 19,63 14,63
oe CV%

C v (MKT/MIT) CpeniHee 4727 5483 4388 391,8
SD 157,94 167,99 139,25 143,75
CV% 33,41 30,64 31,74 36,69
MenuaHa 463,5 538,0 433,0 353,5
MuHumMy M 135 257 135 250
Maxkcumym 1000 1000 790 579
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Mapamerp | Cratucruxka |Bce mannentrl| > 40 - <60 kr [> 60 - <100 kr| > 100 kr (N=6)
(N=124) (N=41) (N=77)
["eomeTpHrueck 446,1 5240 415,5 370,8
0€ cpenHee
["eomeTpuueck 36,22 31,47 35,61 37,44
oe CV%

Cokpamenusi: Cyyre=MaKCUMaJIbHasl KOHLIEHTpalusi B ChIBOPOTKE; Cyuz=MHUHHUMAaJbHAs
KOHIeHTpauus B cbiBopoTke; CV=ko3pPuunenT nsmenunsocty; SD=crannapTHOoe OTKIIOHEHHUE
ITapameTpbl HexomnapTMeHTHOW PK wu3mepsinu tonmpko ama rpynmsl ALXNI210.
PesynbraTel nocne nocnenHed nonaepykusaromeit 1o3el ALXN1210 npencrasneHsl B Tabnuie

20. PK ALXNI210 B cocTOSIHMM paBHOBECHs MOJIy4YasH MOCJE BBEAECHHsI MHO)KECTBEHHBIX 103,

IUTS BCEX TIOAAEP KUBAIOLINX 03 HA OCHOBE Macchl (Tadmimma 21).

Tabnauna 20: O0o0meHne HEKOMIAPTMEHTHOI0 AHAJAN3A (PAPMAKOKHHETHYECKHX

napaMeTpoB

ALXNI1210

mnmoc.Jjie

nocJieaHen

(monynsiuust GpapMaKOKHHETHYECKHX AHAJIH30B)

NOAAEPKUBAIOIEH 03Bl

ALXNI1210

Bce mauueHTsl > 40 - <60 kr > 60 - <100 kr > 100 xr (N=6)
(N=124) (N=41) (N=77)

PK CpenneetSD CpenneetSD CpenneetSD CpenneetSD
napamerp (%CV) (%CV) (%CYV) (%CV)
(exrHML)
tuarc (FaC)® | 2,5 (2,0, 335,8) 2,75(2,4,309,1) 2,3 (2,0, 335,8) 2,6(2,3,29)
Criaxe 1378,5+£275,9 (20,0) | 1528,8+279,5 (18,3) [1292,9+242,8 (18,8){1450,0+219,0 (15,1)
(MKT/MIT)
C v 472,7+157,9 (33,4) | 548,3+168,0 (30,6) |438,8+139,25 (31,7)[391,8+143,75 (36,7)
(MKT/MT)
AUC, 1007169,4+237539,3|1148146,3+235621,5(939779,2+205402,5(908666,7+240977,7
(qac-MKr/m (23,6) (20,5) (21,9) (26,5)
)
CL 2,0+0,8 (41,6) 1,5+0,5 (34,3) 2,2+0,9 (38,9) 2,5+0,9 (36,6)
(M1/4ac)
V, (M) 2989,4+715,0 (23,9) [ 2494,8+568.0 (22,8) [3194,7+646,0 (20,2)[3653,3+691,1 (18,9)

IMpumeuanne: CpenHee BpeMst MOy BbIBEACHUS HEBO3MOXKHO HA/I€KHO OLIEHUTh HU3-32
MIOCTOSTHHOT'O TePANEBTHYECKOTO MOICPIKUBAIOIIETO JO3UPOBAHUSI.

2 3HAYCHHS tyyyc MPENCTABICHBI KAaK MeIHaHa (MUHIMYM, MAaKCUMYM).

Coxkpamenusa: AUC, ;= miowmaab noa KpUuBoi 3aBUCHUMOCTH KOHLIEHTPALIUU B CBIBOPOTKE OT
BPEMEHHU Ha NMPOTSDKEHUH HHTEepBasia 103UPOBAHUS, Cyarc-MaKCUMAJIbHAS HAOIIO1aeMast
KOHLIEHTPALUs B CHIBOPOTKE; Cyyp=KOHLIEHTPALHS B KOHIIE HHTEPBAJIA JO3UPOBAHMS,
CL=o006mee BbiBenenue, CV=ko3dunuent nsmenunsoctr; SD=cTaHmapTHOE OTKJIIOHEHUE,
tyaxe=BPEMSI 1O MAKCHMAJIbHOW HAOJI01aeMOl KOHIIEHTPAIIMH B CBIBOPOTKE, V,=00beM
pacrpeneneHusi B COCTOSTHUH PABHOBECHS

Tabmuna 21: OuneHka J0CTHXKeHHMSI COCTOSIHMSI  (apMAKOKHHETHYECKOIo
paBHoBecust ALXN1210 (monyasiuusi papMaKOKHHETHYECKHX AHAJIH30B)

Hoctuxkenue |Ilogaepxuparomasn Yroa Huxnui Bepxuuii | /locturayro
COCTOSIHHSI |703a B MI (Irpynma| HaKJIOHA 95%CI 95%CI COCTOSIHHE
paBHOBeCHS MAacchl TeJja) paBHoBecHs1?
Cytku 15, 71, | 3000 (>40-<60 | 0,00007432 | -0,00010259 | 0,00025123 Ha

127, 183 KT)
Cytku 15, 71, [ 3300 (> 60 - <100 | 0,00000884 | -0,00008491 | 0,00010259 Ja
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Hoctuxkenue |Ilogaepxuparomasn Yroa Huxnanit Bepxuuii | /locturayro
COCTOSIHHSI |703a B MI (rpynma| HaKJIOHA 95%CI 95%CI COCTOSIHHE
pPaBHOBeCHS MAacchl TeJa) paBHoBecHsi?
127, 183 KT)

Cytku 15, 71, 3600 (> 100 xr) | 0,00001494 | -0,00026602 | 0,00029591 Ha
127, 183

Cytku 15,71, | Bce nanueHTs! 0,00001751 | -0,00007316 | 0,00010817 Ha
127, 183

Coxkpamenus: Cl=noBepuTenpHblil HHTEPBAJ

5. ®apMakOAMHAMUYECKHUE PE3YJIbTaThI

Jleuenne ¢ ucnonb3oBanueM ALXNI1210 npuBoauno kK HEMENJEHHOMY, MOJHOMY U
JUTUTENIbHOMY WHTMOMPOBAHMIO KOMIIOHeHTa komruieMeHTa C5 Ha npoTsbkeHHH Bcero 8-
HeNeJqbHOro MHTepBajia po3upoBaHus. Cm. ¢urypy 19. JlosupoBaHue Ha OCHOBAHUU MAacCChl
Kaxaple 8 Henenb MPUBOAWIO K MaKCUMAaJbHOMY BO3JEHCTBUIO B COCTOSIHUM PAaBHOBECHUs U
MUHHMMAaJIbHOMY BO3/E€HCTBHIO, KaK IMOKa3aHo Ha ¢urype 19.

B Tabnuue 22 0000iieH cpenHuil MPOLIEHT M3MEHEHHsI OT HUCXOIHBIX KOHILIEHTpPALUit
cobomHoro C5 B chiBOpoTKe mocne JjedeHus ¢ ucnonbzoBanueM ALXNI1210 (mosa Ha
OCHOBaHMU Macchl 8w) i sKkyausymada (900 mr q2w). Hekoropeie oOpasubl cBodomHoro C5
OBUTH UCKITIOYEHBI, TIOCKOJbKY MX CUHTAIN OHMOJOrMYeCKH HempaBaonomoOHbMU. MckimoueHus
NOATBEPKAAIN C MCHOJb30BaHMEM MapHbIX naHHbIX PK, mockomeky obOpasusl nimst PK u
cBobogHoro C5 cobupanu mpu OZHOM M TOM ke 3a00pe KPOBH. DTHU HCKIIIOUYEHHs SIBIISUIUCH
cnenyrommu: rpynna ALXN1210: qys 3 (2,4%) nauueHToB, Ha CyTku 1 oOpasiel CBOOOTHOTO
C5 B xoHue WH(QY3UHM HMMENH 3HAYEHHs, CXOIHbIE C 3HAYEHUSMU 1O JedeHus. [ pymma
skyausymada: mns 3 (2,5%) nmanueHtoB, Ha CyTku 1 oOpasubl cBobomHOro C5 Obutu HIDKE
npenesa kojudyecTseHHoro onpenenenus (BLQ) no neuenus; nis S (4,1%) naureHToOB, Ha CyTKU
1 obpasusl cBobonuoro CS npu EOI umenu 3HaueHus1, CXOIHbIE ¢ 3HAYSHUSIMH JIO JICUESHUSI.

CpenHsisi KOHIEHTpALUsl B ChIBOPOTKEe cBOOOmHOrO C5 HACTONBKO PaHO, KaK B KOHIIE
nepBoil MH(Y3UK, U BO BCEX MOCIEAYIOIIMX MUHHUMyMax, coctaBisuia < 0,5 MKr/mi B rpyrmnmne
ALXNI210. DToT mopor He MOCTOSHHO coOJronmajcs B rpymnme skyiauymada. Kpome Ttoro,
OoJblIee KOMMYECTBO WHAMBHAYAJIbHBIX 3HaU€HUH CBOOOMHOro CS5, MpEeBBIIIAIOIIEro HejJeBOH
nopor ceoboxnnoro C5 0,5 MKr/mit, oTMedeHO B TpyIme 3Kyinu3ymada, uem B rpymnme ALXN1210.
D10 HepaBHOBecue B KOHTposie cBobomHoro C5, mO-BUAMMOMY, OTBEYaeT 3a pa3JIHyus,
OTMEYEHHBbIE B COOBITHAX PE3KOro remojmsa Mexnay rpynmamu jedenuss (ALXN1210: n=5,
skyau3ymad: n=15).

Tabmuna 22: Cpenssisi KOHLUEHTpPAlUs B ChIBOPOTKE cBoOomHOro C5 W KONMHYECTBO
(IpOLIeHT) TMAIMeHTOB ¢ KOHIEHTpalueil B ChiBOpOTKe cBoOomHOoro C5 > 0,05 Mkr/mn ¢

TE€YCHHEM BpeMeHH (TIOJTHAS TOMYJISILHS [T aHAJTN3a)
lOcmorp* | ALXN1210 | IKyanzymabd |
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Cpennsisi n (%) Cpennsis n (%)
KOHIEHTPALHS | MALHEHTOB C KOHLEHTPALMS | MALUEHTOB C
B CHIBOPOTKE |KOHLIEHTpaIlue B CHIBOPOTKE |KOHLIEHTpanueii
cBoOogHoro CS, il B cbIBOpPOTKe cBoboaHoro CS,| B chIBOpOTKeE
MKTI/MJ cB0o0OAHOIO MKT/MJI cBodogHoro C5S>
n C5> 0,5 Mkr/mj1| n 0,5 MKr/ma

CyTku 1 122 0,01 0 114 0,01 10 (8,62)
CyTku 8 120 0,04 0 116 3,60 1 (0,85)
Cytku 15 | 125 0,05 0 117 0,28 0

Cytkn 22 | 124 0,03 0 117 0,05 0

Cytkun 29 | 125 0,03 0 116 0,05 0

Cytkn 43 | 125 0,04 0 116 0,05 1 (0,87)
Cytku 57 | 124 0,05 0 115 0,26 2(1,74)
Cytku 71 125 0,06 0 115 0,76 1 (0,88)
Cytkun 85 | 124 0,03 0 114 0,18 3(2,61)
Cytkn 99 | 124 0,04 0 115 0,70 2(1,74)
Cytku 113 | 124 0,05 0 115 0,22 2(1,72)
Cytku 127 | 124 0,06 0 116 0,29 1 (0,86)
Cytku 141 | 125 0,04 0 116 0,15 4 (3,45)
CyTku 155 | 125 0,05 0 116 0,53 4 (3,48)
Cytku 169 | 123 0,06 0 115 0,94 5,31
Cytku 183 | 125 0,07 0 116 3,00 10 (8,62)

Cpennue ypoBHH cBOOOmHOrO C5 sIBIsUIMCH MHTHOMPOBAHHBIMU Oojiee yeM Ha 99% Kk
koHIy nepBoit nHpy3uu ALXNI1210 u ocraBanuch HHruOMpPOBaHHBIMU Oosiee yeM Ha 99% Ha
NPOTSDKEHUH TIEpUOJa JICUEHHs] B UCCIIeIOBaHNK. B oTiimdme ot 3Toro, ypoBHu cBobomnoro C5
HE OCTaBaJIUCh MHIHMOUPOBAHHBIME Oosiee 4yeM Ha 99% BO BCeX BPEMEHHBIX TOYKAX B TPYIIE
skyau3ymada (cm. purypy 22).

O6ume ypoau C5 sBmsuuchk cxogubiMu st obeux rpynn ALXNI1210 u skynusymada.
Cpennmii (£ 95% CI) nmpoUEeHT U3MEHEHUSI OT UCXOAHOrO JUIsl POod st 00Ield KOHIEHTPALUU
cpiBOpoTouHOro C5 B 3aBHCHMOCTH OT BpeMEHHU ToKaszaH Ha ¢urype 23. CKopocTh U quamna3oH
U3MEHEeHUs1 OO0Iell KOHIEHTPALUUU ChIBOPOTOYHOro C5 SBISUIMCH CXOOHBIMH MEXKIY BUAAMH
neueHust. VICXOMHYIO TOYKY ONpEeAessUId KakK MOCJIEAHee He OTCYTCTBYIOLIEE 3HAYCHHE OLICHKU
IO TepBOH O3Bl MCCIIEAYEMOTO JIEKAPCTBEHHOI'O CPENCTBA. " TMOKA3bIBAET, UTO JAHHBIE IS
CYyTOK 1 OTHOCHJIMCH K KOHIy MH(Y3UHU, B TO BpeMs KaKk Ha cyTku 8, 22, 29, 43, 57, 85, 99, 113,
141

JIO3UPOBAHUEM JUI TPYMIbI 5KyJaudymada, Ha cyTku 15, 71 u 127, nanHble moiyyanud nepen

, 155 mu 169, nannble monyudamu B Joboe Bpemst ans rpymmbel ALXNI210 u mepen
JIO3UPOBAHUEM I OOEUX TPYIII JISYeHUs, U Ha CYTKHU 183 maHHbBIE MOJydaau B KOHIIE TIEpUOJA
PaHIOMU3UPOBAHHOIO JICUEHHUS JIJIsl OOEUX TPy JICYSHUS.

INPUMEP 3: MHoroueHTpoBoe mucciaeaopanue d®aszpl 3, ¢ 0QHOH rpynmnoi, ajas
ALXNI1210 gisi HAaMBHBIX MO OTHOIIEHHK) K HHIHOMTOPaAM KOMILIEMEHTA B3POCJbIX
NALUEHTOB ¢ ATHMHYHBIM reMOJINTHKO-ypeMuieckum cuaapomom (aHUS)

Uccnenosanune ¢ oxgnoii rpymmoii ALXNI1210 (ALXN1210 aHUS 311) mpoBonaT st
HAWBHBIX 1O OTHOLIEHUIO K JICUEHUI0 WHTHOUTOPAMH KOMIUIEMEHTa B3POCIBIX MALUEHTOB U
MaLMEHTOB MOAPOCTKOBOrO BO3pACTa C ATUIWYHBIM TE€MOJUTUKO-YPEMHUUYECKUM CHHAPOMOM

(aHUS).
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aHUS npencrapnsier coboii TpomOoTtudeckyro Mmukpoanruonatmo (TMA), nHambonee
9YacTO BbI3BAaHHYIO MyTAallMsSIMU B T'€HAX, KOMUPYIOIINUX OENKH, BOBJICYCHHbIE B AJIbTEPHATUBHBIN
nyTh komruieMenTa (APC) nnu ayroantutenamu npotus peryiupyromux APC 6enkos (Noris, ef
al., Clin. J. Am. Soc. Nephrol. 2010;5:1844-59). Ilatmentsl ¢ aHUS mnonBepskeHbI PUCKY
OTMACHBIX Il JKU3HU TPOSIBIEHUH 3a00JIeBaHUS, BO3HUKAIOUINX B PE3YJbTAaTe IOBPEKACHUS
SHAOTENUS, BKJIIOYas TPOMOOLMTONEHUIO, BHYTPHCOCYAMCTOTO Te€MOJIH3a, OCTPOH IOUEYHOM
HEIOCTATOYHOCTH W TIOBPEXKICHUS BHEMOYEUHBbIX TKaHed. BaxHo, uro mpubmmsurensHo 20%
NAIMEHTOB HCIBITBIBAIOT BHEMOYEYHbIE NPOSBJIEHUs 3a00JI€BaHMs, BKIOYAsl IOPAXKEHUE
LIEHTPaJbHON HepBHOM cucTeMbl, cepaua, GI, qucTanbHBIX OTAENOB KOHEUHOCTEH, U TSXKENoe
cucreMHoe nopaxkenue opranos (Loirat, et al., Orphanet J. Rare Dis. 2011;6:60 u Brodsky,
Blood. 2015;126:2459-65). Jlo HOCTYNMHOCTH 3KyJu3yMada, YacTOTbl CMEPTHOCTH CpPeIu
naimeHToB ¢ aHUS Obputn HacTonmpko BbICOKMMH, Kak 15%, BO Bpemsi (asel OCTPOro
nporpeccupoBanus 3abonesanus (Noris, ef al., Clin. J. Am. Soc. Nephrol. 2010;5:1844-59) u
Sellier-Leclerc, J. Am. Soc. Nephrol. 2007,18:2392-2400). Bruiote n0 50% mnanueHTOB
UCIIBITBIBAJIM TIPOTPECCUPOBaHUE 1O KOHEYHOW craamu 3abonesanust nouku (ESKD), gacto B
npeneax OJHOTO roja OT Havasia 3a00JIeBaHus, U HY KJAJIUCh B JUAJIH3€ MM TPAHCIIAHTALUH
MOYKH JUIs TOAJEPKaHUA KU3HU. XPOHUYECKAsl, HEKOHTPOJIMPY€EMasi aKTUBALMsI TEPMUHAIBHOTO
KOMIUIEKCA KOMILJIEMEHTa, KOHKPETHO, AaKTHBAaLUs KOMIIOHeHTa kommuieMeHta S5 (C5) wu
HapylLIeHUe PeryJsliMM aKTUBHOCTU KOMIUIEMEHTA, SIBJISIETCsS LEHTPAJbHBIM [JI1 MAaTOreHe3a
aHUS wu wusHypsroIIMX MposiBJEHUN 5TOro 3aboneBaHus. B pesynbrare, HampaBlieHHOE
onokupoBanue C5, ¢ wu3buparenpHbiM HWHruOMpoBaHueMm oOpaszoBanus CSa u C5b 9,
NpeACTaBIsieT COOOM BaXKHBIA TEPANIEBTHYECKUI MEXAHU3M JICYSHHUSI.

1. Hean

ITepBUuHON LIENBIO HCCIENOBaHUS SIBIsUIAch oueHka 3¢dextruBHOCTH ALXNI1210 st
HAMBHBIX 10 OTHOUICHUIO K JICYCHUI0 MHTHOUTOPAMH KOMILIEMEHTA MAlUeHTOB MOIPOCTKOBOIO
BO3pacTa u B3pocibix nanuenTos ¢ aHUS st uHruOnpoBanust onocpeoBaHHONH KOMITJIEMEHTOM
TMA, Kak 0XapakTeprU30BaHO MO TPOMOOLIUTONIEHHH, TEMOJIU3Y U TIOBPEIKACHUIO TIEUSHH.

BropuunbiMu nensiMu uccaenoBanus sSBsUUCH (1) xapakrepuzauusi 0€30MaCHOCTH H
nepeHocumoctd ALXNI1210 B sToii momynsinuu mauueHToB, (2) oneHka 3¢ dexkTuBHOCTH
ALXNI1210 mocpencTBOM OMOJHUTENbHBIX TOKa3aTeNel (HampuMmep, CTaTyc HeOOXOIUMOCTU
avanu3a, Bpems 10 nojsHoro oreera TMA, craryc monHoro orseta TMA ¢ Te€UeHHEM BPEMEHH,
HaOJrolaeMoe 3HAa4YeHHe W W3MEHEHHEe, MO CPABHEHUIO C HCXOJIHBIM, OIIGHEHHOH CKOpPOCTH
kiyooukoBol unbrpanuu (eGFR), ctagnu xpoHudeckoit noyeunoit HenocrarouHoctu (CKD)
(kaK OLIEHEHO Ha BBIOpPAHHBIE IEJIEBbIE CYTKH M KJIACCH(PHUMPOBAHO KaK VIIyYIIEHHAs,
crabunbHas (0e3 M3MEHEeHWi) WM YXYAIIEHHAas, 10 CPaBHEHMIO C MCXOMIHOM), HaOmomaemMoe
3HauY€HHE W H3MEHEHUEe, IO CPaBHEHHIO C HCXOAHBIM, TIeMaTOJIOTMYECKHUX IapaMeTpoB
(TpomboumToB, LDH, remoriobuna), yBeanueHne ypoBHS reMoryioonHa > 20 1/1 oT HCXOZHOTO
(coxpaHsieMoe B TE€YEeHHE [0 MEHbIIeH Mepe 2 TMOCeIOBATEIbHBIX H3MEPEHUHN, TOJMYUYEHHBIX C
UHTEPBAJIOM 10 MEHbLICH Mepe 4 HenenH), N3MEHEHNE, TI0 CPABHEHHIO C MCXOIHBIM, Ka4eCTBa

xu3Hn (QoL) (xak n3mepeno nocpencrsoM EuroQol B 5 kareropusix no 3 yposusm (EQ-5D-3L;
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BCE TMAI[MEHTHI), OMPOCHUKOB LIKaJbl (YHKIMOHAJIBHONW OLEHKH TEeparuid XPOHUYECKOTO
3aboneBanust (FACIT) - yrommsiemoctn, Bepcuu 4 (manueHTHl B BO3pacte > 18 gmer), u
nenuatpuaeckoil mkansl FACIT - yromnsemoctu (manueHtsl B Bo3pacte < 18 ner))), (3)
xapaktepuszamus PK/dpapmakogmaamuku (PD) ALXNI210 no u3MeHEeHUsIM KOHLEHTPAIWH B
ceiBopotke ALXN1210 ¢ TeueHneM BpeMeHH W U3MEHEHUsIM KOHLEeHTparun csobonnoro C5 ¢
TE€YEeHHEM BpeMeHH, U (4) oLeHKa ToNrocpouHoi Oe3onacHocTH U 3dpdexruBHocT ALXNI1210.

2. KoHeyHble TOUKU

ITepBruHON KOHEUHOW TOUKOHN 3(p(PEKTUBHOCTH HCCIEAOBAHUS SBIAETCS MOJHBIN OTBET
TMA Bo Bpemst 26-HeneNbHOro Mepuoaa Ha4aJlbHOW OLIEHKH, KaK JIOKA3aHO MO HOpMAau3aluu
reMaTOJIOTHYECKUX MapameTpoB (komudectBa TpomOouutoB u LDH) u > 25% ynyumenuto
YPOBHsI CBIBOPOTOYHOI'O KpE€aTMHHMHA OT HCXOAHOrO, U MOATBEPXKAEHO IOCPENCTBOM 2
MOCJIEA0BATEIbHBIX U3MEPEHUH, MOJTyYEHHBIX C HUHTEPBAJIOM 110 MEHbLIEH Mepe 4 HeAenu.

Bropuunble kOHe4UHBIE TOYKH 3(PPEKTUBHOCTH HCCIEJOBAHUS IPENCTABIIM COOOM
cleayomue:

A. Cratyc HeOOXOOMMOCTH UAIIH3A;

B. Bpewms no nonHoro oreera TMA;

C. Craryc nonnoro orseta TMA ¢ TeueHHEM BpEMEHU,

D. HaGmonaemoe 3HaueHne U U3MEHEHHe, 10 CpaBHEeHUIO ¢ ucxoaubiM, B eGFR;

E. Cramus CKD, kak OLEHEHO HCClefoBaTelieM Ha BBIODAHHBIE LEJEBbIE CYTKH H
KJIacCU(PULIMPOBAHO KaK YJydlleHHas, craOwibHas (0e3 M3MEHeHW) WIN YXYALIEHHAas, IO
CPaBHEHUIO C UCXOIHOM;

F. HabGnmromaemoe 3HaYeHME€ W HM3MEHEHHE, IO CPaBHEHUIO C  HCXOIHbBIM,
reMaTOJIOTHYECKUX napameTpos (TpombouuTos, LDH, remornobuna);

G. VBenuueHue ypoBHsi reMorjioonHa > 20 1/J1 OT UCXOTHOTO, COXPAHSIEMOE B TEUCHHE
[0 MEHBLIEH Mepe 2 MOCIEeNOBATEIbHBIX U3MEPEHUM, MOTYYEHHBIX C UHTEPBAJIOM MO MEHbIIEH
Mepe 4 Henenu,

H. Usmenenme ot ucxomuoro QoL, kak m3mepeHo mnocpenctsom EQ-5D-3L (Bce
nanueHTsl), onpocHUkoB mkainbl FACIT-yromnsiemoctu Bepcuu 4 (mauueHTsl B Bo3pacte > 18
net) u neauatpudeckoit mkaibsl FACIT - yromnsiemoctu (manueHTsl B Bo3pacte < 18 ser).

dapmakoknaernueckumu (PK) u papmakonnnammueckumu (PD) KOHEUYHbIMEH TOYKaMU
STOTO UCCIENOBAHNE SIBIISIFOTCS U3MEHEHUs KOHLIeHTpaluu B cbiBopoTke ALXN1210 ¢ Teuenuem
BPEMEHHU M U3MEHEHHs KOHIIEHTpauuu cBobomaroro C5 ¢ TedeHneM BpeMeHH.

besonacHocTe U mepeHocumocte ALXNI1210 OneHHBarOT MOCPEACTBOM (PU3NIECKUX
oOcnenoBaHuil, KU3HEHHO BaXHBIX (yHKIMH, snekTpokapauorpamm (IDKI'), maGopaTtopHbIx
oueHok u BcTpeuaeMocTu AE u SAE. OueHuBaroT Takke AOMIO MAallMEHTOB, Y KOTOPBIX
00pa3oBaIMCh AaHTUTENA TIPOTUB JIEKAPCTBEHHOTO cpenctaa (ADA).

ITouckosbie 6roMapkepsl 3¢ dexta PD BrIFO4ArOT, HO 6€3 OrpaHUueHUs], H3MEHEHHE, 110
CPaBHEHMIO C MCXOJIHBIMM, YPOBHEM MapKepoB HapyllEHUs peryJsiliiid KOMIUIEMEHTa
(manpumep, axTopa Ba), cocymucToro BocmajeHus (HApuMep, pacTBOPUMOro perentopa 1

dakropa Hekposza omyxonau [sTNFRI1]), aktuBauuu/moBpexxaeHUs >HIOTENUs (HApPUMeED,
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pacTBopuMON MoJiekysibl 1 amresuu cocyaucroro suHaotenus [sVCAMI], TpomOomony nHa),
CBEpPTHIBaHUS KpoBU (Hampumep, D-numepa) u nospexaerus nodek (Hanpumep, uucratusa C).
JlononHuTeNbHBIE OLIEHKM MOTYT BKIOYaTh u3MepeHusi BbiBereHHs: ALXNI1210 B moue,
remonmnza sputporutroB Kypuubl (CRBC), obmero ypoBust C5, ayToaHTUTEeN MPOTHB OEIKOB
KomruieMeHta (Hanpumep, mnpotuB ¢akropa H) wu  aktuBHocTH APC  (Hampumep,
MOIU(PHUIMPOBAHHBIN TECT XeMa, aHAJIM3bl OTIOKEHUS KOMILJIEMEHTA).

ITouckoBble TeHETUYECKHE MWCCIENOBAHUS MOXKHO TPOBOAUTL [UIsI UCCIIENOBaHUS
IeHeTUYECKUX BAPUAHTOB B I'€HAaX, KaK M3BECTHO, accouunpoBaHHbiXx ¢ aHUS, Tak >xe xak nmis
UICHTU(PUKAIIMY HOBBIX N€HETUYECKMX BAapUaHTOB, acconuupoBaHHbIX ¢ aHUS, Hapymenuem
peryJsinuu KomrieMeHTa, win merabonmusmom wim 3¢pdextuBHocThi0 ALXNI1210. ITanueHTs
MOTYT OTKa3aTbCsl OT MPENOCTaBJIeHUsT 00pa3lia Jsl HOUCKOBBIX T€HETHUECKUX HCCIIEOBAHNUN U
BCE ellle MPUHUMATb YYacTHE B UCCIEAOBAHUN.

3. O6o01enne nu3aiiHa UCCIEaOBAHNUS

Uccnenosanne ALXN1210 aHUS 311 npencrasisier co00i OTKPBITOE MHOTOLIEHTPOBOE
uccinenoBanne ¢asbl 3, ¢ OOHOW TpymmoH, s OueHku Oe3omacHOCTH U 3((HEKTUBHOCTH
ALXNI1210, BBemenHoro mnocpenctsoM BHyTpuBeHHOH (IV) wmHOy3umm naumeHram
MOJPOCTKOBOrO Bo3pacta (B Bozpacte 12 - < 18 jier) u B3pOC/bIM maieHTam (B Bozpacte > 18
aer) ¢ aHUS. B wuccnenoBaHuM 3aperdcTPUPOBAHO MPUOIM3UTENBHO 55 MNALMEHTOB IS
BefeHuss ALXN1210. durypa 24 wurocTpupyeT Au3aiiH HccienoBaHus. Bce mnanueHTb
SIBJISIFOTCS. HAMBHBIMU 110 OTHOLIEHHIO K JIEYEHHIO HHTHOUTOPAMHU KOMIUIEMEHTA M BKJIFOYAIOT T10
MeHbIIel Mepe 6 U BIUIOTh 10 10 manueHToB MoIpoCTKOBOroO Bo3pacTa (B Bo3pacre 12 - < 18 ner
NpU CKPUHHMHIE) M TO MeHbined Mepe 10 u BIJIOTH A0 25 MALMEHTOB C MPEALIeCTBYIOINEH
TpaHCIUIAaHTALUEH MOUKH.

HccnegoBaHne COCTOUT U3 MEpUOJAa CKPUHUHIA BIUIOTh A0 7 CYTOK, 26-HEAEIbHOIO
nepyuoaa HavyaJbHOM OLEHKU U MEPUOAA pacCLIMpeHUst BILUIOTh 10 2 yeT. J[03bl OCHOBaHbI Ha
nocyieIHe 3aperucTpUPOBAHHON MPU OCMOTpPE B paMKaxX HCCIEIOBAHUS Macce Teja MalleHTa
(Tabmuia 27). [Nanuentam BBOASAT Harpy304Hyro 103y ALXN1210 IV (2400 mr aist manueHToB
Maccoit > 40 - < 60 kr, 2700 Mr mrs manpeHToB Maccoi > 60 - < 100 kr, 3000 Mr mIst malMeHTOB
maccoit > 100 xr) Ha cyTkH 1, ¢ mocnenyrmuMu noaaepkuBaromumMu no3amu ALXN1210 IV
(3000 mr must marmeHTOB Maccoi > 40 - < 60 kr, 3300 Mr s marueHToB Maccoit > 60 - < 100
kr, 3600 mr mis nanueHToB Maccoii > 100 kr) Ha cyTku 15 u oquH pas B kakaeie 8 Henenb (q8w)
MOCJIe 3TOr0 B TeueHHe Bcero 26 Henens jnedeHus. [locne nepuona HadalbHON OLICHKH,
NaLUEeHTOB MepeBOAsT B mepuoj paciiupeHus, U BBoAaT uM ALXNI1210, noka NnpoaykT He
CTaHET 3apPErMCTPHPOBAHHBIM WJIH OJOOPEHHBIM (B COOTBETCTBUH C OIPENENIEHHBIMHU IS
CTpaHbl HOPMATHBAMH), WJIH B TEYEHUE BIUIOTH J10 2 JIET, B 3aBUCUMOCTH OT TOTO, YTO HACTYTIHT
panee. OKOHYaHME UCCIIEIOBAHUSI ONPENENSIIOT KaK MOCIEAHUH OCMOTp MOCJIEIHErO NalleHTa.

310 OTKpBITOE HcclenoBaHue (as3el 3, ¢ ONHOW IPymmoil OLEHHBAaEeT OE30MacHOCTh M
s¢dexkTuBHOCT JNeueHust ¢ ucnoib3oBaHneM ALXNI1210. Xors ¢opMalbHBIX aHATH3O0B
CpaBHEHMsI He 3alJIJaHUPOBAHO [Jis1 3TOrO MCCIEAOBAHUsS, PE3YyJbTaThl s IMOJBEPIHYTHIX

neueHnto ALXN1210 nmanueHTOB OLEHMBAIOT B KOHTEKCTE PE3yJIbTATOB, HAONIOJAEMBIX B
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HUCTOPUYECKON KOHTPOJIbHOW TPYIIIE MALMEHTOB, MOABEPTHYTHIX JIEYEHUIO C UCIOJIb30BAHUEM
skyimuzymada. Mcropuueckas KOHTPOJbHAs Tpymnmna comepkur mauueHToB ¢ aHUS, koropeix
MOJIBEPTAITN JICYSHUIO C MCTIOIh30BAaHUEM SKyJin3ymMada B MPOCIEKTHBHBIX HCCIETOBAHUSX IS
peructpauru mpemapatos CO8 002A/B, C10 003 u C10 004, nns KOTOPBIX IH3aMH
HCCJIEIOBAHUsSI U COMNPOBOKAAIOIIME MPENCTABISIIOLINE WHTEpPEC NPU3HAKH, KOTOpPbIE MOIYT
BIIUSITH Ha pasMmep d>¢dekra, SBISINCh CXOIHBIMU C TEKYLIUM HCcienoBanneM. Kpome Toro,
KOHTPOJIbHASI TPYIIINA SIBJSIETCS OTPaHMYEHHOW marnueHtaMu B Bospacte > 12 jer u ¢ PE/PI B
TeyeHre 4 HeAenb WIM MeHee NPU TNPEIIIeCTBYIOMIEM JICUEHHUH JKyJIHU3ymMaOoMm, s
JOTIOJTHUTEJIBHOTO COOTBETCTBUS C KPUTEPHUSIMHU BKJIFOUCHHSI B TEKYIIIEE HCCIIEIOBAHUE.

Pacncanue oneHoOK AJisi CKpUHUHTA U MePUOAa HA4aJIbHOW OLIEHKH TOKa3aHO B TabuIe
23. PacniucaHue OLIEHOK JJIsl TIEpUO/a PacIlUpeHus Moka3aHo B Tabsuie 24. JlonoiaHUTenbHbIe
(BHE pacmucaHMs) OCMOTPBI BHE YKa3aHHBIX OCMOTPOB Pa3peLIeHbl MO PEIIeHUI0 UCCIIeOBATEIS.
IIpouenypbl, TecTbl U OLEHKH THPOBOAAT IO peIIeHHI0 uccienosarens. JlroOble TecTsl,
MpoLeNypbl WM OLIEHKU, MPOBOJUMBIE IPU OCMOTPaxX BHE pPACHUCAHUs, PETHMCTPUPYIOT B
3JIEKTPOHHBIX KapTOYKaX Y4YaCTHUKOB kinmHuueckoro wuccienosanusi (eCRF). JlabopaTtopHsbiit
aHaJM3 B JIOKAJBHOW JTa0OPAaTOPUU WIJIM B LIEHTPAJIBHOH JJAOOPATOPUHU MCHONB3YIOT JUIS TECTOB
npu ocMoTpe BHe pacnucaHus. OnHaKo, MpuU HEOOXOAUMOCTH HCIIONBb30BAHUS TECTOB B
JIOKaJibHON JtabopaTopuu, AyONUKaThl 0OOpas3LOB COOMPAOT Ui TECTOB MPU OCMOTPE BHE
pacnucaHus B LEHTPAJIBbHOM JTa00pPaTOpUH.

Ta6nuna 23: Pacnucanue 0CMOTPOB M OLIEHOK NMPH HCCJAEJ0BAHUH: OT CKPHHHHIA

A0 KOHLA nmepuoaa HAYAJbHOH OLICHKH

Mepuoa Cxpun Ilepuoa HAYANBHOM OLIEHKH
HHT
CyTku -7--1 1| 8|15(22|29(43|57|71 (85|99 (113{127(141{155|169|183"/E
HCCJIe0BAHUS T
OxHo (cyTKH) N/A +2(£3|£3[£3 |3 |3 (£33 |23 (£S5 |5 [£5 |25 (£5(£5| 2

Mudpopmuposann | X
o€ corjlacue
[TonTBep:xneHue X
VT [IPOBENIeHUE
[MPOTUBOMEHUHTO
KOKKOBOI1
BaKI[MHALIUN
MenuuuHCKui X
AHAMHE3 U
nemorpaduueckue
TaHHbIE
ADAMTSI3 X

CKpUHUHT 1O X
HIV®
TecTuposBanue X
Streptococcal
neumoniae HUS
Cxpununr no ST-| X
HUS®
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Mepuoa

Ilepuoa HAYANBHOM OLICHKH

CyTku
HCCIe10BAHNSA

15

22

29

43 (57|71|85(99|113(127

141

155

169

183V/E

OxHo (cyTKH)

+2

+3

+3

+3

+3 (£33 |£3 (£33 |(£5| 5|5

+5

+5

+5

+2

Poct

Macca

Tect Ha
GepeMeHHOCTRY

[

[

e
e

et

OrnpocHUK

FACIT-

y TOMJIIEMOCTH

/TlennaTpudecKuii

onpocHuk FACITA
TomisieMocTH®

OnpocHuk EQ-
5D-3Lf

OnpocHuK
COOOIIEHHBIX
[alEHTOM
cumnTomoB aHUS

OnpocHuk 1ist

[ALHEHTOB I10

MCITIOJIb30BAHUIO
ecypcos!

dusnueckoe
oOcenoBanue

CokpaieHnoe
(busnyeckoe
oOcnenoBaHues

O1eHka
BHEIIOYEUHBIX
[PU3HAKOB MU
cumnromoB aHUS

PKu3sueHHo
BasKHbIE

bynxmn®

bezonacHOCTB
DKl B 12
OTBeJIeHUSIX!

XMMHUYECKUN
aHaIu3

N303umbl LDHEK

["emaTomnorus,
BKJIFOYAst
CBOOOIHBII
reMOIIOOMH U
CBEPTHIBAHUE
KpoBu'!

[P
[
<[P
[
[P

[
[
[P
[
> [P
> [P
> [P

> [P
[P
[P

> [P

HMccnenoBanue
MOUYHU U
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Mepuoa Cxpun Ilepuoa HAYANBHOM OLICHKH
HHT

CyTku -7--1 1|8 |15(22|29(43|57|71 (85|99 (113|127|141{155|169|183"/E
HCCJIe10BAHUS T
OxHo (cyTKH) N/A +2|+3 |£3(£3 (£3 (£33 |£3 [£3 (£S5 |£5 |5 [£5(£5|£5| £2
XUMHAYECKUMN
AHAJIU3 MOYH
OT6op 0Opasnos Xm Xm X Xm|xm) xm | Rm | Rm | Rm ) Rm | Rm | m ) xm | xm
st PK/PD™
Obpazen Moun™ X X X X
ITonckosast X X X X X X X X
akTuBHOCTH APC°
[TonckoBbIE X X X X X
OroMapkepbP
I TonckOBbIN X
FEHEeTUYECKUI
oOpazerd
MMy HOT€HHOCTb X X X X
(ADA)"
O030p mamsTKu XXX XX XXX XX XIX[X|X]|X]| X
Oe3onacHOCTH
ConyTcTByIomue <—HenpepriBHOE MOHUTOPUPOBAHUE—
IeKapCTBEHHbIE
cpeacTaa’
Perucrpanus <—HenpepriBHOE MOHUTOPUPOBAHUE—
1a3Moo0MeHa
HebnaronpusitHb <—HenpepriBHOE MOHUTOPUPOBAHUE—
e coObITHS
BBEICHUE X X X X
ALXNI1210t

Coxkparmenus: ADA=anTuTeNno IPOTUB JIEKapCTBEHHOTO CPEncTBa,

ADAMTS13=ne3uHTerpuH U METAJUIONPOTEeHHAa3a ¢ TPOMOOCTIOHAWHOBBIM MOTHUBOM THMA 1,
YJIeH CeMeNCcTBa 13; aHUS=arunuynsIii reéMOJIMTUKO-YPEMHUUYECKUI CUHIPOM;
APC=anprepHaTuBHbBIH NyTh KoMIUIeMeHTa;, DK =anekrpokapauorpamma;, EQ-5D-3L=EuroQol
B 5 kareropusix no 3 yposHsiMm, ET=pannee npekpamenue; FACIT=¢pyHkumnonagpHass OLEHKa
Teparmuu  XpoHH4yeckoro  3aboneBanHus;  HUS=reMOIMTHUKO-ypEeMHUYECKHH  CHHAPOM;
LDH=nakratnerunporesasa, N/A=HenpuMeHnMo; PD=dapmakonuHamuka;
PK=¢apmakokunernka, QolL=kadyecrBo xkus3Hu;, ST-HUS=cCBsi3aHHBII C TOKCHHOM IIWTa
reéMOJIMTUKO-YPEMUYECKUI CHHIPOM.

2 Bce manMeHThl BaKIIMHUPOBAHBI MPOTHB MEHMHTOKOKKOBBIX MH(EKIUi B mpenenax 3
JIeT 10 UJIM BO BpeMsl Hadajla BBEJEHUs] HCCIIEyeMOro JIeKapCTBEHHOro cpenctsa. IlanueHTos,
IUIs1 KOTOPBIX HA4aTo JIeUE€HUE HUCCIIEeNyeMbIM JIEKAPCTBEHHBIM CPEACTBOM MEHee, YeM depes 2
HelleNd [oclie BBEAEHUS IPOTHUBOMEHHMHIOKOKKOBON BakKIMHbBI, IOJBEPrarT JIEYEHUIO
NOXOMALIMMH  MPOPUIAKTHUUECKUMH aHTUOMOTHKAMU [0 2 HeJeNb IMOCe BaKLHWHALWH.

[TammeHTOB, HE BaKUMHUPOBAHHBIX N0 Havana Jjeuenus ALXNI210, momeepraroT JIEUEHHUIO
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npoQHIAKTUIECKUMH aHTUOMOTHKAMH 1O U B TE€YEHHE 10 MEHBbIIEeH Mepe 2 HeOeslb Iocie
IIPOTUBOMEHUHIOKOKKOBOM BaKIL[MHALMH.

Y CkpUHUHT 10 BUPYCY MMMYHOAE(UIMTA YeJOBEKa TUMA | U BUPYCY UMMyHOIEePHULIUTA
4YeJIOBEeKa Tuma 2.

¢ O6pazen exanmii 11t UMMYHO(DEPMEHTHOTO aHAJTH3a TOKCHHA IIINTA.

d Tonbko AJisl MALMEHTOB >KEHCKOrO MOjia C PENMpPOAYKTUBHBIM MOTeHImanoMm. Tect
CBIBOPOTKH Ha OEpEeMEHHOCTb MPU CKPUHMHTE U Ha CyTKH 183; TecT Moun Ha O€peMEeHHOCTh BO
BCEX IPYTUX HEOOXOOUMBIX BPEMEHHBIX TO4Ykax. OTpHLATENbHBIH pPE3yJbTAT TECTa MOYHU
ABJIIETCSI HEOOXOMUMBIM TIEpel] BBEIEHHEM HCCIENyEeMOro JIEKAPCTBEHHOIO CPEeACTBA IS
MALUEHTOB JKEHCKOIO M0Ja C PeNpOAYKTUBHBIM MOTEHLMAIOM IPU MOTEHLHAIBHBIX OCMOTpax B
paMKax MCCIe0BaHUS.

¢ [lIkany FACIT-yTomisieMOCTH Bepcuu 4 UCMONB3YIOT AJI MALIMEHTOB B BO3pacte > 18
netr npu ckpununre. Ilenuarpudeckyro mxany FACIT-yromnsemocTy Bepcuu 4 HCHONIB3YIOT
IJIs TTALIMEHTOB B BO3pacTe < 18 neT npu CKpUHUHTE.

fHa cyTku no3upoBanusi, COOOIIEHHbIE MALMEHTOM OLIEHKH IOy YaroT 0 JO3UPOBAHUSL.

& CokpauenHoe (usnueckoe 00CIeOBaHME COCTOMT W3 3HAYMMOIO OOCIIETOBaHHUS
CHCTEMbI OpPraHN3Ma, Ha OCHOBAHHH CY>KACHHsSI HCCIIenoBaTeNs (WK YIIOJHOMOYEHHOTO JINNA) 1
cuMnToMOB nauueHTa. I1o Menbiel Mepe 1 cucremy opraHusmMa MpOBEPSIIOT AJIsl COKPALLEHHOTO
¢usnueckoro obciaenoBaHus.

b MI3mepeHust )U3HEHHO BaKHBIX (DYHKIIMIA IPOBOISAT MOCTIE OT/AbIXA MALMEHTA B TEUEHHUE
[0 MeHbUIeH Mepe 5 MHUHYT, U OHHM BKJIIOUAIOT CHCTOJMYECKOE M Juacronudeckoe BP
(MIWJUITUMETPOB PTYTHOTO CTON0A [MM pPT. CT.]), MyJBCOKCHMETPHIO, YaCTOTY CEPIASHHBIX
COKpalieHuil (yZapoB/MHMHYTY), YacTOTy JbIXaHHs (BIOXOB/MHHYTY), M OpAJbHYK WIH
TUMIIAHATBHYO Temmepatrypy (rpaaycoB Llemscusi [°C] wmu rpagycoB ®apenreiita [°F]). Ha
CYTKH JO3UPOBAHHUSI, ’KU3HEHHO BKHBIE (PYHKLIUU ONPEACISIOT Mepe JO3UPOBAHUEM.

L Onnokpatayto KT B 12 OTBEeNEHMAX MPOBOASAT MPU CKPUHUHIE, TIEPE]] H03UPOBAHUEM
Ha cyTku 57 u cytku 183. [TanueHTsI JekaT Ha CIMHE B TeYEHUE MPUOIU3UTENBHO 5-10 MUHYT
1o nposeneHust DKI' u ocTaroTCs Ha CriMHE, HO OOAPCTBYIOT, BO BpeMst nposeneHust DKI.

I Knunuueckue  1abopaTopHble  M3MEPEHMs]  O€30MaCHOCTH  MPOBOMSAT  TEPEN
NO3UPOBAaHMEM Ha CyTku paosupoBaHuss. LDH nnd oOueHkM BO3MOXKHOCTH — BKJIFOUEHHS
ONPENeNsIOT MO XHUMHYECKOH OIeHKe. YPOBHU (DOJUTHKYJIOCTHMYJIMPYIOLIET0O TOPMOHA
M3MEPSIOT TOJBKO B XO/I€ CKPUHUHTA IS TOATBEP KIEHUS TOCTMEHOMay3alIbHOIO CTaTyca.

k' QOGpasen CbIBOPOTKM sl TeCTUPOBaHMsI u303uMOB LDH coGHMparOT TONBKO B
BBIOPAHHBIX IIEHTPax B JIOOBIX/BCEX BPEMEHHBIX TOUYkax 10 no3uposanuss ALXNI1210, B
3aBHCHMOCTH OT JIOCTYITHOCTH TECTHUPOBAHUs 0OPa3LIOB.

I Ouenka 6€30MacHOCTH, TaK e KaK MEPBHYHBIE U BTOPHYHbIE KOHEUHbBIE TOYKH.

m Obpa3usl ceiBOpoTKH it aHanu3oB PK/PD cobuparor mepex nosupoBanueM (B
npenenax 0,5 yacoB a0 Hadana uHGys3uu) u B koHIe uHbpy3uu (EOI) (B mpemenax 0,5 dacos
nocnie EOI) na cytku 1, 15, 71 u 127; u B moboe Bpemst Ha cyTku 29, 43, 57, 85, 99, 113, 141,

155 u 169; u nepen mosupoBaHueM Ha CyTkH 183 (ciemyer OTMETHTb, YTO JONOJHHUTENIbHBIC
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obopasupl st PK/PD cobuparor Ha cytku 183 B KauecTBe 4acTH NEpUONA PACLIUPEHHS).
OO6pa3sip! B KOHIIE HHPY3UH OTOMPAIOT U3 MPOTUBOIIOIOKHOM, HE TIOABEpraeMoi HHPY3HH, PYKH
nanuenTa. Bee 3HaueHust Bpemenu coopa peructpupyroT B eCRF.

1 Obpazen MOYH 111 U3MEPEHUSI YPOBHSI JIEKAPCTBEHHOTO CPEACTBA COOMPAOT U B KOHIIE
uHdysun (EOI) (B mpenenax 0,5 vacos nmocne EOI) Ha cytku 1, 15 u 71; u B moboe Bpemst Ha
CyTKH 29.

¢ COop 0bpas1oB CHIBOPOTKH MPOBOIAT MEPEN NO3UPOBAHUEM Ha CYTKH AO3MPOBAHUS U
Ha CyTKH 0e3 o3upoBaHus B 1000€ Bpemsi CyTOK. Bee 3HaueHus BpeMeHu cOopa perucTpupyoT
B eCRF.

P COOp CBIBOPOTKH, TUIA3Mbl U MOYH Il TIOUCKOBOTO aHa/IN3a OMOMapKepoOB MPOBOAAT B
UCXOHOW TOYKE W BO BPEMEHHBIX TOYKAX TIIOCJIE€ JIEYEHUS HENOCPENCTBEHHO Iepen
nosupoBanueM ALXN1210.

4 OnHOKpaTHBIN COOp 1IeNbHON KPOBU OT MAIMEHTOB, AABIINX COIJIACHE HAa FEHETUUECKOEe
TECTUPOBAHUE, MOXKHO MPOBOAMTH B JIFOOOE BPEMSI B XO/I€ UCCIICIOBAHMSL.

' O6pasue! ceiBopoTkU st ADA coOuparoT nepen no3upoBanueM Ha cyTku 1, 71 u 127.
C6op Ha cyTku 183 mpoBomsT 10 MepBoii A03bI B epuoje pacmupenus. Bee 3HaueHust BpeMeHH
coopa peructpupytor B eCRF. Ecnu pesynbraTsl TecTa SBISIFOTCS TOJOKUTEIbHBIMH, TECT
MOBTOPSIIOT Kaxble 3 Mecslla, IOKa pe3yJibTaTbl HE CTaHyT OTPHULATENbHBIMH WIH
CTaOMIM3UPOBAHHBIMU, HA OCHOBAHUU M3MEPEHHsI TUTPA U OLIEHOK Oe30MacHOCTH.

S adopmanuio O COMyTCTBYIOLIUX JIEKAPCTBEHHBIX CPENCTBAX HEOOXOIUMO COOHMpaTh
IpU BCEX OCMOTpaX B paMKaX HCCIIEIOBAHUS M TMPOBEPSITh MO CIUCKY 3aMpPeLIeHHbIX
JIEKaApCTBEHHBIX CPEJICTB.

t Toza ALXN1210 ocHOBaHa Ha MOCJHENHEH 3aperuCTPUPOBAHHON BO BPEMsi OCMOTpPA B
paMKax MCCIEOBAHUS MacChl TeJa MALIUEHTA.

U AHamu3 B JIOKQJbHOHW Ja0opaTopuu WJIM B ILEHTPATbHOH JIaDOpPaTOPUU MOYKHO
UCTIONIB30BATh JJISl OMpPENEeeHUsT BO3MOKHOCTH BKJIFOUEHHUs npu cKkpuHHHTre. OIHAKO, €ciiu
UCTIONIb3YIOT TECThl B JIOKAJIBbHOH Jabopartopuu, AyOnukatel oOpas3noB mis aHanmm3a LDH,
KOJINYE€CTBA TPOMOOLIMTOB, reMOIJIOOWHA U CBIBOPOTOUHOTO KPEATUHHHA COOMPAIOT MPH 3TOM
OCMOTpE JUIsI TECTHPOBAHUS B LIEHTPAJIBHOM J1a0OpaTOpUu.

V OueHKY NMEepPBUYHBIX KOHEYHBIX TOUEK 3(P(EKTUBHOCTH MPOBOAST IO JO3UPOBAHHS HA
cytku 183. JlosupoBaHue Ha CyTKU 183 sBIIs€TCA HaYaIOM NEPUOAA PACLIUPEHMUS.

Tabnuna 24: PacnucaHue ocMOTpPOB W OLeHOK npu wucciaegosanuu: Ilepuon

paclIupeHust

Mepuoa Ilepuoa pacmupenusi

CyTkn 183'|239(295|351|407 (463|519 (575|631 (687 | 743|799 |855| 911/ET/E
HCCJIeI0BAHNS 0S
OxHo (cyTKH) 2 | £7 | 7 |27 | £7 | £7 | £7 |27 | £7 | £7 | 27 | £7 | £7 +7
Macca XX X[ X[ X X[ X[ X|[X|X[|X]|X X
Tect Ha XX X[ X[ X X[ X[ X|X|X[|X]|X X
OepeMeHHOCTh?

OrnpocHUK X X X X
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IMepuon

Ilepuoa pacmupenusi

CyTKu
HCCIe10BAHNSA

183!

239

295

351

407

463

519

575

631

687

743

799

855

911/ET/E
OS

OxHo (cyTKH)

+2

+7

+7

+7

+7

+7

+7

+7

+7

+7

+7

+7

+7

+7

FACIT-

y TOMJISIEMOCTH

/TlennaTpudaecku

1 OITPOCHUK

FACIT-
TOMJIIEMOCTH® ©

Onpocuuk EQ-
SD-3L¢

OrpocHUK
COOOIIIEHHBIX
[aLMEHTOM
CUMIITOMOB

aHUS®

OnpocHUK AJis
MaIMeHTOB 10
MCTIOJIb30BAHUIO
pecypcoB®

Ddusuueckoe
oOcenoBaHne

CoxkpalieHHOe
(busnveckoe
o6cnenosanue!

O1eHka
BHEIIOUYEUHBIX
[PU3HAKOB MU
CHUMIITOMOB
aHUS

DKusHenHo
BaKHbIC
byHKIU®

bezonacHOCTB
DK B 12
oTBEemeHISIX!

XMMHUYECKUN
AHaIN3

I["emaTosorus u
CBEPTHIBAHUE
KpOBHE®

MccneqoBanme
MOYH U
XUMHUYECKUH
AHATN3 MOYH

0TOOp 00pa3IoB
st PK/PD?

Xh

Xh

Xh

Xh

Xh

[TonckoBbIE
OroMapKepbl:

MMyHOT€HHOCTB,

(ADA)

Xi

Xi

Xi

Xi
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Mepuoa Ilepuoa pacmupenusi

CyTKu 183'/239|295|351 (407 {463 |519 (575|631 (687 | 743|799 |855| 911/ET/E
Hcc/e10BAHNS 0S
OxHo (cyTKH) +2 | 7 | 27 |27 | £7 | £7 |7 | £7 | £7 | £7 | 27 | £7 | £7 +7
O630p mamsaTKu XXX X[ XX X[ X]|X]|X]|X[X X
Oe3omacHOCTH

ComnyTcTByOLINE «—HenpeppIBHOE MOHUTOPUPOBAHIE—
neKapCTBEHHbIE

cpencraak

Peructpauus <—HenpeppiBHOE MOHUTOPUPOBAHUE—
n1a3Moo0MeHa

HebnaronpusitHb <—HenpepsiBHOE MOHUTOPUPOBAHUE—

e coObITHs

BBE/ICHUE XX [ X[ X[ XX X[ X[ X[X]|X|X|X
ALXN1210!

Cokpamenusa: ADA=aHTuTeNno NpoTuB JeKapcTBeHHOro cpenactsa; aHUS=aTtunuussblii
reMOJUTUKO-ypeMudeckuii  cunnaposM;,  OKI=snektpokapauorpamma,  EOS=okonuanue
uccnenoBanust; EQ-5SD=EuroQol B msatm  kareropusix, ET=panHee mnpekpalieHue,
FACIT=¢yunxunonanbHast OLICHKA Teparnuu XPOHHUYECKOTO 3a00JIeBaHMS;
PD=¢apmakonnnamuka; PK=dapmakoknnernka, QoL=ka4ecTBo )XHU3HU

4 TonpkO Uil NMALMEHTOB JXEHCKOTO IOojia ¢ PENpOAYKTHBHBIM NOTEHLUANoOM. TecT
CBIBOPOTKM Ha OepemeHHOCTb TosbkO npu ET; Tect Mounm Ha OepeMEeHHOCTb BO BCEX APYIHX
HEOOXOAMMBIX BPEMEHHbIX Toukax. OTpHLATENbHBIH pPE3yJbTaT TeCTa MOYH  SIBISIETCS
HeoOxomumbiM  miepen  BBeneHueM ALXNI1210 s mauMeHTOB JKEHCKOro mmojia ¢
PEenpOAYKTUBHBIM MOTEHIHAJIOM MPU YKa3aHHBIX OCMOTPaxX B paMKax HCCIIEIOBAHMUS.

> Ikany FACIT-yToMIsieMOCTH BepCHM 4 MCIIONB3YIOT JJIs MAllMEHTOB B Bo3pacTe > 18
ner npu ckpununre. Ilenuarpudeckyro mxkany FACIT-yromnsemocTy Bepcuu 4 HUCHONIB3YIOT
JUJIsl TALIMEHTOB B Bo3pacTe < 18 jeT npu CKpUHUHTE.

¢ Ha cyTKu TO3UPOBAaHMUS, COOOIIEHHBIE MTALIMEHTOM OLIEHKH MOJIYYar0T 10 JO3HPOBAHUSI.

d CokpamenHoe (u3Hueckoe O0OCNENOBAHUE COCTOMT M3 3HAYMMOrO OOCIEeNOBAHUS
CHUCTEMbI OPraHU3Ma, Ha OCHOBAHUU CYK/IE€HUS UCCIIEIOBATENs U CUMIITOMOB IallUeHTa.

¢ UsMepeHHs )KU3HEHHO BaKHBIX (DYHKIMH MPOBOAT MOCHE OTAbIXA MALMEHTA B TEUEHUE
[0 MeHbUIE Mepe 5 MHUHYT, U OHHM BKJIIOUAIOT CHCTOJMYECKOE M Juacronudeckoe BP
(MIJUTUMETPOB PTYTHOTO CTONOAa [MM pPT. CT.]), TYJBCOKCHMETPHIO, YaCTOTy CEPAEYHBIX
COKpalieHuil (yoapoB/MHUHYTY), 4YacTOTy JbIXaHHUs (BIOXOB/MHUHYTY) U OpajbHYK WIH
TUMIIAHATBHYIO Temmepatrypy (rpaaycoB Llemscusi [°C] wmu rpagycoB @apenreiita [°F]). Ha
CYTKH JO3UPOBAHHUSI, ’KU3HEHHO BKHBIE (DYHKLIUU ONPEAEISIOT Ieperl J03UPOBAHIEM.

I Onnokparnyro DKI' B 12 orBenenusix mposonst Ha cyTku 911 wim ET. TTanmenTs
JOJUKHBI JIEKaTh Ha CIMHE B TeueHHe Nnpuoam3urenbHo 5-10 munyT no mnposeneHus DKI u
OCTaBaThCs Ha CIIUHE, HO OOAPCTBOBATH, BO BpeMst npoBeaeHust JKI .

& OueHka 6€30MacHOCTH, TaK K€ KaK MEPBUYHbIC U BTOPHUIHBIE KOHEYHbIE TOUKH.

b O6pasupl ceBopoTku Uit ananmmsa PK/PD coGuparoT mepen no3upoBaHueM (B

npenenax 0,5 wacoB no Havana uHdysun) u EOI (B mpenenax 0,5 wacos mocne EOI) Ha cyTku
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351, 575, u 743; EOI (8 npenenax 0,5 gacos mocne EOI) Ha cyTku 183; u B moboe BpeMsi Ha
cytku 911 mmm ET. OOpasusl B koHHEe HH(Y3UHM OTOMPAIOT M3 MNPOTHBOIIOJOXKHOW, HE
noaBepraeMoii nHpy3un, pyku nanveHTa. Bee 3HaueHust Bpemenu coopa peructpupyiot B eCRFE:

1 C60p CHIBOPOTKH, TJIa3Mbl M MOYH IJIsl IOUCKOBOTO aHAJIN3a OMOMapKepOB MPOBOIST B
yKa3aHHBIX BPEMEHHBIX TOUKaX HEMOCPeACTBeHHO nepen no3uposanneM ALXN1210; u B moboe
Bpems Ha cyTku 911 nin ET. Bee 3Hauenus Bpemenu coopa peructpupyrot B eCRF.

I OGpaselnr ChIBOPOTKM TEpen IO3UPOBaHMEM COOMparOT Ha CyTku 351, 575 u 743,
O0bpasen ChIBOPOTKH Takxe coduparoT B Jroboe Bpems Ha cyTku 911 wiu ET. Bce 3nauenus
BpeMeHu coopa peructpupyioT B eCRF. Ecnu pe3ynbrarsl TecTa SIBISIOTCS MOJOXKHUTEIbHBIMY,
TECT MOBTOPSIOT KaxkAple 3 Mecsla, MOKa pe3yJbTaTbl HE CTaHYT OTPULIATENbHBIMH WU
CTa0MIM3UPOBAHHBIMY, HA OCHOBAHUHU U3MEPEHUS TUTPA U OLIEHOK O€30MacHOCTH.

K UupopMauuo 0 COMyTCTBYIOIIMX JIEKAPCTBEHHBIX CPENCTBAX COOHPAIOT MPH BCEX
OCMOTpPax B paMKax HCCJIENOBAHMs U NPOBEPSAIOT MO CHHCKY 3alpEIleHHBbIX JIEKAPCTBEHHBIX
CPEICTB.

! Tlepuon paclivpeHus HAUYMHAETCSI C HAYAIOM NO3MpoBaHust Ha cyTku 183. Jlo3a
ALXNI210 ocHoBaHa Ha TOCHEeNHEN 3aperuCTPUPOBAHHON BO BpeMsi OCMOTPa B paMKax
UCCJIEIOBAHMs Macce Tesla MalueHTa.

4. UccnenyeMasi HONY JISILIUS

Bcero  mpubmmsurenbHo 55  maumeHTOB ¢ gokyMeHtupoBaHHbiM  aHUS
3apEeruCTPUPOBaHbl M HAa3HAYeHbl U1 JiedeHuss ¢ ucnoip3oBanuemM ALXNI210 B
npubmm3uTenbHo 200 HCCIENOBaTENbCKUX IIEHTPaX BO BCeM Mupe. B wuccinenoBaHue
3aperuCTPUPOBAHBI IO MEHBIIIEH Mepe 6 U BILUIOTh 10 10 MarreHToB MOAPOCTKOBOro Bo3pacra (B
Bo3pacte 12 - < 18 jer mpu CKpUHUHTE) U IO MeHbLIeH Mepe 10 U BIUIOTH A0 25 MAIMEHTOB C
MPEALIECTBYIOLIEN TPAHCIUIAHTAIIUEN TOYKH.

Jlns MHAMBUAYYMOB, KOTOpPbIE HE COOTBETCTBYIOT KPHUTEpHUSM [JIsl y4acTHUsS B 5TOM
uccieoBaHNM (He OTOOpaHbl MPH CKPUHUHTE), MOKHO MPOBOAUTH MOBTOPHBIA CKPUHUHT.
[TaneHTOB MOXHO NOABEPraTh MOBTOPHOMY CKPHUHUHIY MakcUMyM 2 pasa. IIpocrnekTuBHOro
O0OpEHUs] OTKJIOHEHHH OT MPOTOKOJA 1O KPUTEPHSIM TPUTJIAIIEHHS M PErHCTPALUH, TAKKe
U3BECTHOTO KaK paspelleHus] Ha OTCTYIUIGHHS OT TMPOTOKOJAa WM OCBOOOXKIEHHS] OT
OrpaHUYEHUI POTOKOJA, HE IOy CKaJH.

[TauyeHTHl SIBIAMUCH MOAXOMSAINMMU JUJIsl PErucTpalud B HCCIENOBaHME, €CIM OHU
COOTBETCTBOBAJIM BCEM U3 CJIEAYIOIINUX KPUTEPUEB U HU OJTHOMY U3 KPUTEPUEB HCKJIIOUEHUS:

[TanmeHTel My»KCKOTO HJIM »KE€HCKOTO MoJjia B Bo3pacte > 12 net u maccoil > 40 kr Ha
BpeMs1 COTJIACHS.

O 0 okazatensctBo TMA, BKIIFOYast TPOMOOILUTONIEHHIO, AOKA3aTENbCTBO MeMOJIHM3a U
IUC(YHKIUU TOYKH, HA OCHOBAHWUHU CIIEAYIOLINX JTa0OPATOPHBIX OOHAPYKEHHH NMPH OCMOTpE
npu ckpununre: Kommdectso TpomboruroB < 150000 ma mukponutp (Mxn) u LDH > 1,5 x
BepxHero mnpenena Hopmbl (ULN), u remornobun < HmwkHero mnpenena Hopmbl (LLN) B
COOTBETCTBUU C BO3pacTOM U IIOJOM, U YPOBEHb CBhIBOPOTOUHOro kpearuHuHa > ULN vy

B3pOCIbIX (B Bo3pacte > 18 ner), wiau > 97,5% mpouneHTHIb B COOTBETCTBHH C BO3PAaCTOM MIPH
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CKPHHUHTE y MOAPOCTKOB (B Bo3pacTe 12 - < 18 ner) (manmeHTsl, HyKAAIUECs B JHATN3E U3-
3a MOBPEXKIEHUS TOUKH, TAK)KE SIBIIFOTCS TIOAXOASALIIMH).

[J[JCpenn mauueHTOB C TpaHcIulaHTauueil mouku: usBecTHbli aHUS B anamuese 1o
TeKyIlel TpaHCIUIAHTALMM TO4YKW, wiu otcytctBue wu3BectHoro aHUS B aHamHese,
MIOCTOSIHHOE JI0Ka3aTeabcTBO TMA mocie 1o3upOoBaHus CyCNEeH3UH HHIMONTOpPa KaJbIIMHEBPUHA
([CNI]; nanpumep, LMKIOCHOPHHA, TAKPOJIMMYCa) WM MHTUOWTOpAa MHUIIEHH pallaMULUHA Y
miekonuraroumx ([mTORi]; Hanmpumep, cupomumyca, 3BepOJUMyca) B TeUE€HHE MHHUMYM 4
CYTOK M MAaKCUMyM 7 CYTOK.

O0Cpenn nauueHToB ¢ HadajioM TMA B mOCiIepoOAOBOM TMEPHONE, MOCTOSHHOE
nokaszarenbcTBO TMA B TeueHue > 3 CyTOK MOCJ€ CyTOK POZIOB.

10 JInst yMeHbIIEHUsT prcka MEHMHIOKOKKOBBIX UH(pekmi (Neisseria meningitidis), Bce
MALMEHTh! TOJKHBI OBITh BaKLIMHUPOBAHBI IIPOTUB MEHUHIOKOKKOBBIX MH(EKLHUI B npeaenax 3
JeT 10 UK BO BpeMsl Hadajla BBEIEHUs] UCCIIEAYyEMOro JIEKApCTBEHHOro cpenctsa. llanuenTos,
KOTOPBIM BBOAST NPOTHMBOMEHMHIOKOKKOBYIO BaKIMHYy MeEHee, 4eM 3a 2 HeAenu 10 Havana
aedennst ALXNI1210, mnoxBeprarloT  JIEYEHUIO  HOAXOMSIIUMH  NPOPHIAKTHIECKUMH
aHTUOMOTHKAMHM 10 2 HeAesb rocie BakiuuHauuu. [1areHToB, He BAKLIMHUPOBAHHBIX 10 Havaja
aedennst ALXN1210, moasepraroT Je4eHHIO NPO(GHUIAKTUYECKUMH AHTHOMOTHKAMH O H B
Te€4YeHHe 110 MEeHbLIEH Mepe 2 HeAeNb MOC/Ie IPOTUBOMEHUHIOKOKKOBOW BaKLIMHALIUH.

[ OTTanuenTs! B Bo3pacte < 18 et nomKHbBI OBITh BAKLIMHUPOBAHBI IPOTHB Haemophilus
influenzae tTuna b (Hib) u Strepfococcus pneumoniae, B COOTBETCTBHM C HAIIMOHAJIbHBIM U
MECTHBIM PYKOBOJCTBOM IO PACITHCAHUIO BAKLIMHALIUH.

[(J0TTauMeHThl JKEHCKOTO TOJa C PEenpOAYKTHBHBIM MMOTEHLHAJOM U MAlHEHTHI
MY3KCKOTO TOJia ¢ TIAPTHEPAMH KEHCKOTO TOoJia C PEeNpPOAYKTHBHBIM IMOTEHIHAJIOM JOJIKHBI
CJIEZIOBATh YKAa3aHHOMY B TPOTOKOJY PYKOBOACTBY JUIs MPEAOTBpALIeHHs OEPEeMEHHOCTH BO
BpeMs JIeUeHUs U B TeUeHHe 8 MecsLeB Mocie MocieHeN J03bl UCCIeAyEeMOro JeKapCTBEHHOTO
CpenCTBa.

O0Xenanne W CcnocoOHOCTH JaTh HHGOPMHUPOBAHHOE COrjlacMe W COOJOAaTh
pacnucaHrue OCMOTPOB B paMKax HCCienoBaHus. [Jig maimeHToB B Bo3pacTe < 18 jeT, 3aKOHHbII
NPEACTABUTENIb TALMEHTa JOJUKEH HMMETh JKeJJAaHHEe U CIOCOOHOCTh JaTh HH()OPMUPOBAHHOE
corjlacMe, W TalMeHT JOJUKeH HMEThb JKEeJIAHHE U CIOCOOHOCTh MPENOCTABUTh MHCbMEHHYIO
dbopmy HHGOPMUPOBAHHOTO COTJIACUS] HECOBEPIIIEHHOIETHETO.

O0pasiibl, coOpaHHBbIE NMPU CKPUHHUHTE, MOKHO TECTHPOBATh JTUOO B JIOKAJBHOM, JIMOO B
LeHTpaJIbHON J1aboparopun. Eciu TecTsl B JIOKaNIbHON Jab0OpaTOpHH UCHIONB3YIOT IS aHAJIN3a
LDH, xomuuecTBa TPOMOOLMTOB, I'eéMOIJIOOMHA M CHIBOPOTOYHOTO KPEATHHUHA, IyOJIMKATHI
0o0pa3oB COOMpArOT IJIsi TECTUPOBAHMUS B LEHTPAJIBHOW JaOOpaTopuu sl TONyYEHHUs
PE3yJIbTATOB M3MEPEHUNW B HUCXOAHOW TOYKE M IMOCJIAE HMCXOJHOW TOYKH W3 LIEHTPAJIbHOMN
naboparopun. HecMOTpst Ha TO, YTO pe3ybTaThI JOKAIBHON JTAOOPATOPHH MOKHO UCIIONIB30BATh
IUIA  YCKOPEHMsT OLGHKH TPUTOJHOCTH, OKOHYATENIbHOE ONpeieieHne 3THX KPHUTEPHEB

BKJTFOUEHUSI IOJKHO ObITh OCHOBAHBI HAa Pe3yJIbTaTaX LEHTPATBHOM JabopaTopuu.
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ITaneHTOB UCKIHOYAOT U3 PErUCTPAallUd B HCCIEAOBAHUM, €CJIM OHHU YJIOBJIETBOPSIOT
OJTHOMY U3 CJIENYIOLINX KPUTEPUEB:

A. HMsBecTHas  HENOCTATOUYHOCTb  JAE3UHTErPMHA U METAJUIONPOTEHHAa3bl  C
TPOMOOCTIOHAMHOBBIM MOTHBOM Tuma 1, uneHa cemerictBa 13 (ADAMTSI13) (aktuBHOCTD <
5%).

B. CBsizaHHBIN ¢ TOKCHHOM IIUTa TeMOJUTHKO-ypemudeckuii cuaapom (ST-HUS).

C. Ceszannslii ¢ Streptococcal pneumoniae remonuTuko-ypemudeckuii cuaapom (HUS),
KaK JIOKa3aHO IIOCPENCTBOM IIOJIOKUTENbHOro mpsMoro tecta KymOca, u uHbexuus
Streptococcal pneumoniae (HanpuMep, TECT KyJIbTYPbl, aHTUTE€HA).

D. UsBectHas undexuus Bupycom nummyHoaedunura yeiaoseka (HIV).

E. HepasperienHoe cucTeMHOE€ MEHMHIOKOKKOBOE 3a00JIeBaHUE.

F. IlanuenTel ¢ NMOATBEP:KACHHBIM AUATHO30M TEKYLUHMH CENCHUC, ONPENENECHHBIN Kak
MOJIOKUTENbHBIE KYJIBTYPbl KPOBU B Ipefenax 7/ CyTOK A0 Hadaja CKpPUHMHIA MU He
NOABEPraeMblii JJEYCHUIO AaHTHOHMOTHKAMH.

G. IlpucyrcTBue WM NOAO3pEHHE HAa IPHUCYTCTBUE AaKTUBHOM W HE TMOABEpraeMoi
JEYEHUI0 CUCTEMHON OakTepuanbHOH WH(EKIMH, KOTOpas, IO MHEHHIO HCCIeOBaTes,
3aTpyaHser TouHyro auarHoctuky aHUS wnmm  mpenaTrcTByeT BO3MOMKHOCTH — KOHTPOJIS
3abonesanust aHUS.

H. bepeMeHHOCTb UM KOPMJIEHHUE TPYIBIO.

I. TpancmnanTanus cepALa, Jerkoro, TOHKOro KMIIEYHUKA WU MEYEHU.

J. Cpenu maumeHToB ¢ TPAHCIUIAHTATOM MOYKH, JIF000€ U3 CIIEAYIOIIero:

a. Octpas auchyHKUMsS TOYKM B Tmperesax 4 He#elnb TIOCJie TPAHCIUIAHTALUH,
COIJIACYIOILIAsICSl ¢ JMArHO30M OCTpOE OIMOCPENOBaHHOE aHTHTeJdamMu otTopskeHue (AMR), B
COOTBETCTBUH ¢ Kpurepusimu Banft 2013, wmn

b. Octpass nuchyHKUMS TOYKM B Tpenenax 4 Henelb MOCIe TPAHCIUIAHTALMHA U
yBEJIMYCHHE YPOBHs NOHOp-cnenupuyecknx anruren (DSA), cornmacyrommuecs: ¢ KIMHHYECKUM
nuarHo3om octpoe AMR.

¢. ITonukucTo3 noyek B aHaMHeE3E.

K. Cpenu nanueHTtoB B BO3pacTe > 18 serT, mposiBIeHHE CHUCTOJUYECKOrO KPOBSHOI'O
nasienust (SBP) > 170 MM pT. ¢T., WK, Cpeau NaueHToB B Bo3pacte 12 - < 18 neT, mposiBieHue
KJIMHUYECKOTO TUArH03a TUIIEPTEH3HSL, JTI000€ U3 CIEAYIOLIEro:

a. IlocrosiHHOE nokaszarenbcTBO TMA (kpuTepuii BKIIIOYEHHsS HOMep 2) depe3 MeHee 4
CYTOK OT yMeHbIIEHHsI KpOBsHOTO nasienus (BP) no < 140 mm pr. cT.

b. U3BecTHas runepTpodust IEBOTO JKEIyAOUKA.

c. I3BecTHBIE MaJible U TUNepIXOreHHble IOYKU MO YJIbTPa3By KOBOMY HCCIIEOBAHUIO.

L. UnentuduuupoBaHHbIA CBA3aHHBIN C BO3eHCTBHEM JiekapcTBeHHOro cpenctea HUS.

M. Tlonsepranue PE/PI, B Teuenue 28 cyTok win fosblie, 10 Havana CKPUHUHTA H3-32

Tekyuiero TMA.
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N. 3nokagecTBeHHOE HOBOOOpA30BaHNE B aHAMHE3€ B Mpenesax S5 JeT OT CKPUHUHTA, 32
UCKJIFOYEHHEM HEMEJIaHOMHOIO paka KOXM WM KapLUUHOMBI /1 Sifu IIeHKH MAaTKH,
MOJBEPTHY THIX JICUEHUIO, O€3 T0Ka3aTeIbCTB PELMINBA.

O. Tpancrmnanrammst koctHoro wmo3ra (BMT)/TpaHcruraHTanusi reMaTono3THUECKUX
crBoJioBbIx Ki1eTok (HSCT) B mpenenax nocnenHux 90 cyTOK A0 Hayana CKPUHUHTA.

P. Ceazannas ¢ HUS nenocrarounocts Buramusa B12.

Q. U3BecTHas cucTeMHasi CKJIepoaepMus (CKIepOaepMUsi), CHCTEMHAs! KpacHasl BOJIYaHKA
(SLE) wunu DOJOXHUTENBHOCTh MO  aHTU(GOC(ONMIUAHBIM  AHTHTENAM, WIH CHHIPOM
aHTU(HOCHOTUIMUIHBIX AHTHTE.

R. Xponnueckuii auanus (OnpeneseH bl Kak TUainu3 Ha PEryJIsipHON OCHOBE B KaueCTBE
3aMeCTUTENbHON noueyHoi Tepanuu npotus ESKD).

S. ITaumeHTsl ¢ XpOHUYECKHM BBEIEHHEM BHYTPHBEHHOro MMMyHornoOyiauHa (IVIg) B
npenenax 8 Hedenb N0 Hadana CKPUHUHIA, €CJIM €ro HEe BBOJAT H3-3a HECBSI3aHHOTO
MEIULIMHCKOTO COCTOSTHUS (HAaNpUMep, THIIOraMMarjioOyIMHEMUs); WIM XPOHUUECKON Tepanueit
putykcumaboM B mpenenax 12 Hexmenpb 10 Havasla CKPUHUHTA.

T. ITauneHTOB, MOABEPraeéMbIX APYTUM BHUAAM MMMYHOCYIPECCUBHON Tepanuu, TaKUM
kak BBeneHue crepounoB, mTORi (Hampumep, cuponumyca, 3Bepoaumyca), CNI (Hanmpumep,
LUKJIOCTIOPUH WM TaKpOJMMYyC) HCKJIIOYAIOT, KPOME CIIydaeB, KOIZa: a) Tepamnus sBJISEeTCs
YaCTBIO YCTAHOBJIEHHOT'O PEXXHMA JICYEHUs! IIPOTUB OTTOPIKEHUSI TIOCIIe TPAHCIUIAHTALIMY, WIIH b)
NAaLMeHT UMEeEeT MOATBEP’KACHHOE aHTHTENO NMPOTHB AHTUTEN NMPOTHB (haKTOpa KOMIUIEMEHTa,
TpeOyroiee UMMYHOCYTIPECCHBHOM Tepamuy, WM C) CTEPOUAbI UCTIONB3YIOT M3-32 COCTOSTHHUS,
otanuHoro ot aHUS (Hanpumep, acTmbr).

U. YuacTue B IpyroM MHTEPBEHLIMOHHOM HCCJIENOBAaHUH JICUEHUS WM HCIOJb30BAHUE
mr000# 3KCepUMEHTAIbHOM Tepanuu B npeaenax 30 CyTOK 0 Havaja BBEACHUS UCCIIEAYEMOTO
JIEKapCTBEHHOI'O CPEACTBAa Ha CYTKM | B 3TOM HCCIE€AOBaHUM, WU B Mpeenax 5 MepuoioB
BpPEMEHH IOJIyBbIBEIEHUSI TOI'O UCCIIEA0BATENbCKOrO MPOAYKTA, B 3aBUCIMOCTH OT TOTO, YTO U3
HUX OoJblIe.

V. TlpenmecTByrolee HWCMONb30BaHUE JKyjaudymada WM JAPYTUX UHTHOUTOPOB
KOMILUIEMEHTA.

W. T'unepuyBCTBUTENBHOCTD K MBIIIMHBIM O€JIKaM HJTH K OJTHOMY M3 HAIOJHUTEJICH.

X. JIroboe MenuImuHCKOe WM TCHXOJOTHYECKOE COCTOSIHHE, KOTOpOe, MO MHEHHIO
HCCleIoBaTeNs, MOXKET YBEIMUUBAaTh PUCK I MallUeHTa W3-3a Y4YacTHsl B MCCIEAOBAHUU WU
HCKaKaTh UCXOJ UCCIIEIOBAHMS.

Y. HsBecTHOEe MM moao3peBaeMoe MPUCTPACTHE K HAPKOTHUKAM MM AJIKOTOJIFO, WU
3aBHCUMOCTb OT HUX B aHaMHe3e, B Ipejienax 1 roja 10 Havyana CKpUHUHTA.

JlabopaTopHble pe3yJbTaThl ISl KPUTEPHs HCKIIOYEHUS HOMEP | MOTYT He SIBISITBCS
JOCTYIHBIMH 10 NepBoi 103bl. bonee no3nHue pe3yasTarhl U1 KPUTEPUs UCKIIIOUEHUsl HoMep A
MOTYT NMPUBECTH K MPEKPALISHUIO UCCIIeIOBAHUS I ALIeHTa U ero 3aMeHe.

[TanmeHT MMeeT MpaBO Ha BBIXOA W3 HccienoBaHus B Jroboe Bpems. Eciam manmeHT

OT3bIBAa€T COIJIacue, NMPOBOIAT OLEHKH, YKa3aHHbIE JJii OCMOTpa INpPU paHHEM IpeKpalleHuu
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(ET). TlanueHTtoB, BBINEOIINX W3 WCCIENOBAaHUS, HEe 3aMeHsoT. Jlisi manmeHTta MOKHO
NPEKPATHTh BBEACHHE MCCIIEAYEMOro JIEKAPCTBEHHOTO CPEICTBA, €CIIM HCCIIENOBATENb WU
CIIOHCOP HMMEIT MPHYMHY CYHUTaTh, YTO HambOOee COOTBETCTBYET WHTEpPEcCaM IaLeHTa
npeKpaleHne JeUeHMs.

ITaumeHTsl ¢ mMOpeAlIecTBYIOLIEH TpaHCIJIaHTauued nodku ¢ pasBuBmiuMca AMR
(nonosxkutenbHol 10 C4d Guoncuelt MoYKH) W MAMEeHTHI, 1T KOTOPBIX PUTYKCUMAO KasKeTCs
NOAXONALIeH Tepanuel, AOJDKHBI BBIXOAWTb M3 HCCIEAOBAHUS W IOJNy4YaTh CTAHAAPTHYIO
tepanuto. IlepBuyHyo nmpuuuHy U OOV APYTYIO NPUYHHY(MPHYUHBI) IS MPEKpaIleHHs
peructpupyroT B eCRF.

Ecnu nns manmeHTa npekpaieHo uccienoBaHue npu tekyineM AE ninm HerposiCHEHHOM
7a00paTOPHOM  pe3yJbTaTe, HAaxXOMAILIEMCs 3HAYUTENbHO BHE OSTAJIOHHOIO [Hana3oHa U
KJIMHUYECKH 3HAYUMOM, HCCIIEAOBATeNb NPEANPUHUMAET yCHiIusA sl oOecredeHus
OTCJIeXKUBAHUA 1O  JOCTIDKEHHUS]  YAOBJETBOPUTENBHOIO  KJIMHMYECKOIO  pa3peLIeHus
7abOpaTOPHOTO pe3yJibTaTa MK HeONIaronpusiTHOrO COOBITHS.

CroHCOp MM KOMIIETEHTHBIH OpraH MOXKET NPEKPaTHTh UCCIIEAOBAHUE IO Pa3yMHOU
NpUYrHe. YCJIOBHS, ONPAaBIABbIBAIOLIME IPEKpAIeHHe HCCIeNOBAaHUs, BKIIOYAIOT, HO 0e3
orpanndenus,. (1) oOHapykeHHe HEOXKMIAHHOTO, CEPhE3HOTO MM HEMPUEMIIEMOrO pUCKa IS
NALMEHTOB, 3aPErUCTPUPOBAHHBIX B HCCIIEOBaHUE, (2) pelleHne CIIOHCOpa MPUOCTAHOBUTD WITH
NPEKPaTUTh TECTHPOBAHKE, OLEHKY MM pa3paboTKy HCCIIEAyeMOro JEeKapCTBEHHOIO CPEACTBa,
(3) HecmocoOHOCTH uccnenoBaTeNss COOMIONATh  ONOOPEHHBIH MPOTOKOJ, HAIJIeKaIlue
PYKOBOJCTBA W/WJIM HOpMAaTHBBI U (4) TOCTYIUJIEHHE 3aBEIOMO JIOXKHON WH(popMmauuu ot
UCCIIEIOBATENIS] CIIOHCOPY W/WJIH B PETYJISITOPHBIE OPTaHbI.

Ecniu B mo0oif TOUke OMpPENensiOT, 4YTO JAaHHbIE CKPUHHMHIA JJIsl TAlFeHTa He
YIOBJIETBOPSIIOT OJHOMY WM 0Oojiee W3 CIEAYIOUIMX KPUTEPHEB BKIIFOYCHUS/UCKITIOUEHHSI
(KpUTEpUIO BKIIFOYEHHUS HOMEp 2 WJIM KPUTEPUIO UCKIIIOYEHHss HOMep 1), mocie BBEAEHUs 1o
MeHbInei Mepe 1 A03bl MCCIeAyeMOro MpOonyKTa (HampuMep, €CJU JUIsl JaHHBIX MalHUeHTa U3
JIOKaJIbHON J1TabOpaTOpUH, HCHOJIb30BAHHBIX JUISI TOATBEPKACHUS KPUTEPHEB IMPHUTOJHOCTH,
BITOCJIEICTBUH ONPENENSAIOT B LEHTPAJIBHOMN J1a00opaTopuu, YTO OHU OOJIbIIE HE yIOBIETBOPSIOT
KPUTEPHSIM TPUTOIHOCTH), JIs TIALIUEHTA MPEKPAIIAIT HCCIEIOBAHUE, U €0 MOKHO 3aMEHHTb.
IIpouenypbl paHHEro MpPEKpaIleHUs MPOBONAT Ui TALUEHTOB, IOIBEPTHYTHIX PAHHEMY
npekpamenuo, 1 nHpopmaruo o Becex AE cobuparot 1o 60 cyTok mociie nocieaHeit BBeIeHHOH
MAIMEHTY A03bI HCCIIEYEMOTO JIEKAPCTBEHHOTO CPECTBA.

OxoHUYaHHME HCCIENOBAHUS ONPENEISIIOT KaK JaTy MOCIEIHEr0o OCMOTpa TMOCIETHEro
NAIMEHTa B NMEPUOJIE PACIINPEHUS.

5. Uccaenyemoe JIEKAPCTBEHHOE CPEACTBO

ALXNI1210, rymaHu3upOBaHHOE MOHOKJIOHaJbHOE aHTUTeNo mpoTuB C5, cocrosiiee U3
ABYX TsDKEJBbIX Lened u3 448 aMUHOKHMCIOT U [BYX JIerKuX Lened u3 214 aMUHOKHCIOT,
npencrapisier coboit  ummyHornoOynuH [gG2/4 kamma, COCTOSIIMI W3  YeJOBEUECKHUX
KOHCTAHTHBIX O0JaCTel W MBIIUHBIX ONPENeAIOIUX KOMIUIEMEHTApPHOCTbh  OOJAcTel,

NPUBUTBHIX B YEJOBEYECKHH Kapkac BapuaOenpHBIX O0OJacTell JIErkoW W TSDKEJOH IernH.
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ALXNI1210 u skynu3ymad pasnenstot 6osee 99% MASHTHYHOCTD MEPBUYHBIX AMHHOKHCIIOTHBIX
MOCJIEIOBATEIBHOCTEH M UMEIOT OYE€Hb CXONHYIO (PapMaKOJIOTHIO.

JlexapcTeennsiii npenapat ALXN1210 mocTaBisrOT 1 KIMHUYECKUX UCCIIEIOBAHUN B
¢dopme crepribHOrO CBOOOAHOTO OT KOHCEepBaHTa pactBopa 10 Mr/mim B OZHOPA3OBBIX
¢nakonax, u OH pa3paboran it WHQPY3UH TIOCPENCTBOM pPA3BENEHUS B KOMMEPYECKU
IOCTYIHOM conieBoM pactBope (0,9% xyopua HaTpus [l UHBEKLUH, TPUHSTAs B KOHKPETHON
ctpane @apmakores) st BBeaeHus nocpeactsoMm 1V uadysun. B tabmuue 25 u coBpeMeHHON
IB npexncrasieHa fONOIHUTENbHAS HHQOPMALHS.

Tabauua 25: Hcceneanyemoe 1eKapcTBEHHOE CPeICTBO
HaumeHoBaHue ALXN1210

MPOAYKTA

UlekapcTrBeHHast popma |KoHueHTpupoBaHHbIi pactBop (10 Mr/min) misa undys3uu

Cnoco0 BBegeHust BryTpruBeHHast UHPY3H

dusznyeckoe onucanue |(OT NPO3PAYHOrO A0 MOJNYNPO3PAYHOTO, HMEIOIINI Oe0oBaTYIO

OKpaCKy, MPaKTUYECKH CBOOOHBIN OT YACTHII

I[poussoauTe b Alexion Pharmaceuticals, Inc. uinu opraHu3anusi, U3rotaBIHBaIOIIAs

110 KOHTPAKTY

ALXNI1210 ymnakoBan B coorBercTBytomue @Papmakonee CIIIA/Espomneiickoit
dapmakonee ¢aakoHbl Tuma 1 w3 OOPOCHIMKATHOTO CTEKJIAa M 3aKphIT NpoOKamMu U3
OyTuiikaydyka ¢ aFOMHHUEBBIM OOKUMHBIM KOJITIAYKOM M OTKHJIHOW KpbIIKOH. Mccnenyemoe
JIEKApCTBEHHOE CPENCTBO MOCTABISIIOT B Habopax. ALXNI1210 pacnpoCTpaHSIOT B KaXIblid
LEHTP TIOCJe TMOJNyuYeHUs BceX TpeOyeMbIXx HEOOXOAMMBIX IOKYMEHTOB Ha OCHOBAHHUHU
JNEeUCTBYIOIIUX MPABUIL.

IMocne  mpuObiTusi  HAOOPOB ~ HMCCIEAYEMOrOo  JIEKAPCTBEHHOIO  CPEACTBA B
UCCIIEIOBATENIbCKUI LeHTp, (apManeBT (WM KBaTU(QHUIUPOBAHHOE YIHOJHOMOYEHHOE JIMLO)
HEMENJICHHO  HU3BJeKaeT  HabOpbl  HCCIENyeMOro  JIGKAPCTBEHHOIO  CPEACTBA W3
TPAHCIIOPTHPOBOYHOTO XOJIOAMIBHUKA U COXPAHSIET B UX OPUTHHAJBHBIX KOPOOKAX B YCIIOBHUSX
oxjaxaenus: npu 2°C-8°C (35°F-47°F) u ¢ 3amuroii ot cBeta. ALXN1210 He 3aMOpa’KuBaroT.
Hccnenyemoe JeKapCTBEHHOE CPENCTBO COXPAHSIOT B 0€30MaCHOM XPAHIIIUINE C OrPAHHYEHHBIM
JOCTYIIOM, U TEMIIEPaTypy MOHUTOPHUPYIOT €KECYTOUYHO.

JlexapcTBeHHBIH mpenapaT HAaxXOAWTCS IPU KOMHATHOW TeMIepaType A0 BBEICHUS.
Marepuan He HarpeBarT (HampuMep, C UCMOJb30BAHUEM MHUKPOBOJH HIIM JAPYTOro MUCTOYHHKA
TeIuIa) CrocobOM, OTIIMYHBIM OT UCTIOIB30BAHUS TEMITEPATYPBI OKPY KAIOIIEH Cpebl.

ALXNI1210 ne BBOmAT B (opme IV crpyiiHOH mnm OomrocHON uHBEKIMU. WHODY3uH
HCCJIETyeMOr0 JIEKAPCTBEHHOIO CPEACTBAa MOJArOTABIMBAIOT C MCIOJIb30BAHUEM ACENTUYECKOIo
cnocoba. Heobxomumyro mis manumenta no3y ALXNI210 nanee pasBomsT B KOMMEPUECKH
noctynmHoM cojeBoM pactBope (0,9% xiopup HaTpus, TNPUHATAsE B KOHKPETHOW CTpaHe

®apmakoriesi) B o0beMe, ykazanHoM B Tabymie 26. Pacteop ALXN1210 B pa3zdbaBurene BBOISAT
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NAlMEHTy C HUCIOJb30BaHHEM HaOopa TpyOok anst IV BBemeHHs mocpeacTBOM HMH(Y3HOHHOTO
Hacoca. HeoOxonnmMo nenosp30BaHne BCTPOSHHOTO GubTpa st HHPY3Uu.

Tabauua 26: CnpaBoyHas KapTa A03HPOBAHUS AJIs1 MOAroTOBKHU X036 ALXN1210

Tun 10361 MaccaTena |[loza ([O0bem |O0bem |O0mmuiiMun. Makc.
(kr)? (mr) ALXN [cosieBoro o0bem |[1IMTEJBHOC|CKOPOCTH
1210 pactBopa((mMa)  (Tb HH(PY3HH UHPYIHH
(M) (mMa1) MHUHYT (4ac)|(mu/4ac)
Harpysounas [ 40 - <60 2400 240 240 480 114 (1,9) P53
>60-<100 [2700 270 270 540 102 (1,7) B33
> 100 3000 30O 300 600 108 (1,8) 333
[Tonnep:xusato > 40 - < 60 3000 30O 300 600 138(2,3) R67
mast >60-<100 3300 330 330 660 120 (2,0) B33
> 100 3600 360 360 720 132(2,2) B33

CMm. B papmarnieBTHIECKOM PYKOBOJCTBE JONOJHUTENbHbBIE MHCTPYKIUH AJIs1 TOATOTOBKU
JO3Bl.

4 Macca Tena, Kak 3aperucTpUpOBaHO MIPH MOCIEIHEM OCMOTPE B UCCIEAOBAHUU.

J103BI UCCIEenyEeMOro JeKapCTBEHHOIO CPEACTBA NOATOTABIMBAET U PACIPEAENAET TOJbKO
(apmaneBT WK KBaTU(QULIUPOBAHHBIA MeaMUMHCKUI paboTHuk. Mccienyemoe iekapcTBEHHOE
CPEICTBO PACHPEAEIAIOT TOJIBKO CPEAU 3apErMCTPUPOBAHHBIX MALIMEHTOB, KAaK MOATBEPKAECHO,
NOOXOASAMX Il y4acTUsd B 3TOM HcciaenoBaHuu. Ilocine mNOATOTOBKHM HCCIEAYEMOIO
JIEKapCTBEHHOI'O CPEACTBA sl MALUEeHTa, €r0 BBOASAT TOJBKO 3TOMy mHauueHty. PrakoHbl
UCCJIEyEMOro JIEKAPCTBEHHOIO CPEACTBA IMPEAHA3HAYEeHbl TOJIBKO JJIs1  OJHOKPATHOIO
UCTIOJIb30BAHUS, M HUKAKOH JIEKAPCTBEHHBIN MpenapaT, OCTABIIUICS B (JIAKOHE, HE UCTIONB3YIOT
I Ipyroro mnanueHta. Hukakoe JekapCTBEHHOE CpeNCTBO, OCTaBleecs B TpyOkax s
uH(Y3UH WK TakeTe AJist HHQY3UH, He UCTIONB3YIOT IS APYTOro MaIHeHTa.

JIro6oit MaTepuan il KIMHUYECKOTO UCCIENOBAHMS COXPAHSIOT B O€30MacCHOM MeCTe, U
€ro Ha3HAYAIOT W PACHpPEAeNSTIOT JIMIAa C COOTBETCTByHOLIEeH kBanudukanuein. COXpaHsOT
noApoOHbIe OTYEThl O KOJHYECTBAX IOJYYEHHOTO, PACIpPENEeIEHHOrO M YHUYTOKEHHOTO
uccinenyemoro nponykra. Eciu He yka3aHo uHOe, mycThie (JIakOHBI U (PIIAKOHBI C OCTABLIMMUCS
MaTepuajaMl COXPAHSIOT IJIM IMPOBEPKU U OTUETHOCTU IMepe] JMLIOM, KOHTPOJIUPYIOLIUM
HCCJIeIOBaHMe, 0 UX pa3pyLueHHs], WU MOABEPTaloT UX MAHUITYJIALUSAM COTJIACHO CTaHIAPTHBIM
onepaimoHHbM Tipoueaypam (SOP) mectHOl (hapmakonoruu IUisi JEKapCTBEHHBIX CPENCTB B
KJIMHUYECKUX  UCCIEeNOBaHMAX.  JIsI  y/IOBIETBOpEHWs]  HOPMATHBHBIX  TpeOOBaHMH
MPUMEHUTEIbHO K OTYETHOCTH IO JIEKAPCTBEHHOMY CPEICTBY, MO OKOHYAHHUIO HUCCIENOBAHUS
Bce ocrasmuecs 3anachkl ALXNI1210 BeIBEpSIFOT U YHHUTOXKAIOT MJIM BO3BpAINAlOT B Alexion, B
COOTBETCTBUU C NPUEMIIEMbIMU HOPMAaTUBAMHM.

IMammentam Bomsat ALXNI1210 B Teuenuwe 26 nmemenb. ALXNI1210 BBOomsT B dopme
menenHoi 1V undys3un B Teuenne npudbmusutensHo 2 yacoB. ALXNI1210 ve BBOIAT B (hopme
IV ctpyiiHO# miu OOMFOCHOM WHBEKIIUH.

Pexxum nosuposanus ans ALXN1210 Bo Bpemsi nmeprozia Ha4aJlbHOM OLIEHKH OCHOBaH Ha
NocjiefIHe 3aperucTpUpOBaHHON BO BpeMsi OCMOTpa B paMKaxX HCCIIEJOBaHHUS Macce Tena

nanueHTa (tabmuuma 27). [lanuentam BBOIAT Harpy3ouHyro no3y ALXNI1210 IV nHa cyTtku 1, ¢
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nocaenyomuM noaaepxkusatrommuM nosuposaaneM ALXN1210 IV na cytku 15 u q8w (xakabie
BOCEMb HEJEJIb) MTOCJIe 3TOTO.

Tabauua 27: Pe:kuMbI HATPY304HOT0 H MOAAEP:KUBAKIIEr0 JeYeHHUs

Macca Tena? Harpy3ounas no3a Ilopaep:xkuBaromas go3a (cyrku 15, 71 u 127)
(cyTku 1)

> 40 - <60 kr 2400 mr 3000 mr

> 60 - < 100 kr 2700 mr 3300 mr

> 100 xr 3000 mr 3600 mr

2 Macca Tena, Kak 3aperucTpUpOBaHO MPU MOCJIEIHEM OCMOTPE B UCCIEAOBAHUU.

Ilocne nepuoaa Ha4aJIbHON OLIEHKH, BCEX MALUEHTOB MEPEBOAST B NMEPUOM PACILIMPEHUS
BIUIOTb 70 2 JIET, BO Bpemsi kotoporo BceMm mnamueHtam BeoaaT ALXNI210 q8w (kxaxmble
BOCEMb Hefenb). PakTuueckoe BpeMsi BBelIeHHsI BcexX 103 peructpupyroT B e€CRF manmenra.

OT10 oTKpRITOE Hccaenoanue. IlanyeHraM, yAOBIETBOPSIOLIUM BCEM KPUTEPUSAM s
perucTpanmy, Ha3HAvyarT Uccienyemoe eueHue ¢ ucnojb3oBanueM ALXNI1210 npu ucxonHom
ocmotpe (cyTku 1). MHTepakTHBHYIO CHCTEMy, MO3BOJIIOLIYIO JOCTYH IyTeM Tese)OHHOro
3BOHKa MM uepe3 uHTepHeT (IXRS), ncnonb3yroT ans npunuceiBanus QIaKOHOB, COAEPIKALIIX
ALXN1210, xaxaoMy nalueHTy.

Jo3br ALXN1210 Ha OCHOBaHMM MacChl B 3TOM UCCJIENOBaHUH (Tabiuua 27) OCHOBAHBI
Ha paHHbIX PK/PD w3 paHHMX wuccnenoBaHuil mo pa3paboTke Ui 3J0POBBIX B3POCIBIX
O0OpOBOJIBLIEB, TaK € KaK Ha AOCTYMHBIX NaHHbIX i manueHToB ¢ PNH B Tekyuiem
uccnenoBannu  (asel 1b g ompenenenust o3l (ALXN1210-PNH-103) u B Tekyiuem
uccnenoBannu (Gasel 2 s nposepku koHuenmuu (ALXN1210-PNH-201). BriGop pexnma
nosupoBanust ALXN1210 nna maunentoB ¢ aHUS ocHOBaH Ha HampaBlIEHHOM HEMENJIEHHOM,
MIOJTHOM U JUTUTEJIbHOM HHTHOMPOBAHUH TEPMHHAJIBHOTO KOMILJIEKCa KOMIUIEMEHTA Y TTALIUEHTOB
¢ PNH, xak OXugarT, COOTBETCTBYIOIIEM HEMENJEHHOMY, IIOJIHOMY W JJIMTEIbHOMY
UHTHOMPOBAHUIO TEPMUHAIBHOTO KOMILIEKCa KOMIUIeMeHTa y mauueHToB aHUS, kak moka3aHo ¢
UCTIOJIb30BAHUEM JIaHHBIX KJIMHHUYECKUX HMCCIENOBaHUH 3Kyim3ymada y manueHToB ¢ PNH u
aHUS.

WH}y3ust 1pyrux MOHOKJIIOHAJIBHBIX AHTHTEN aCCOLMMPOBAHA C PEAKIHUAMU Ha HH(Y3UIO,
C Ha4YaJIOM, KaK MPaBUJIO, BO BPEMs HJIM BCKOPE MOCJIE 3aBEPLICHUsT HHPY3UU.

[IpenmecTByromuye JEKapCTBEHHbIE CPEACTBA (BKJIIOYAs BHTAMHHBI W TPENapaThl M3
PACTUTENBHOTO CBIPHsI) - BKIIFOYAst CPENCTBA, OOCYKAaeMble B paszesie KPUTEPUU U MPOLETyPhI
UCKITFOUeHHs (JF000€ TepanmeBTUYECKOE BMEIIATENBbCTBO, TAKOE KaK XHUPYPTrHs/OHOICUs WU
¢usnorepanusi), BBEOEHUIO KOTOPbIX HJIM KOTOPBIM TALMEHTAa IOABEPTajH B Tpenenax B
npenenax 28 cyTok (Wim 3 JeT ISl JOKYMEHTALH MPOTHBOMEHHHIOKOKKOBOH BaKLMHALIMN) 10
HayaJla CKpUHMHTIA, BIUIOTH 110 nepBoil 1036l ALXNI1210 - peructpupytot B eCRF nauuenTa.

JAns  aHamuTHyeckux Leneld, mo0oi nuanu3 B mpexenax rmnepuoma 14 CyTOK,

HEenocpenCcTBeHHO nocJe nepsoit 1o3el ALXNI1210, He paccMaTpuBarOT Kak « HOBBIN JUAN3Y.
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Bce ucnonpzoBaHue J1€KapCTBEHHBIX CPEICTB U OCYLIECTBJIEHHbIE MPOLENYpPbl B XOJ€
UCCIIEIOBAaHU ~ PErHCTPUPYIOT B (GoOpMe  PErucTpalMy  y4YacTHHKA  KIMHUYECKOTO
uccnenoBanmst/MenquuuHCkoil kapre W eCRF mammeHTa. JTa perucTpanusi BKIIOYAET BCE
IpeNUCaHHble JIEKAPCTBEHHBbIE CPEACTBA, MPOAYKTHI U3 PACTUTEIBHOIO ChIPbsl, BUTAMUHBI,
MUHepaJbl, Oe3pelenTypHble JIEKAPCTBEHHBbIE CPEICTBA U TEKYIIHE JIEKAPCTBEHHBbIE CPEACTBA.
ConyTcTByIOIINE JTIEKAPCTBEHHBIE CPEACTBA PETUCTPUPYIOT OT MEPBOH MH(PY3UU HUCCIENYEMOTO
JIEKapCTBEHHOI'O CpeAcTBa A0 56 CyTOK IIOCN€ TMOCJeNHENd BBEACHHON MaLMeHTy MA03bl
HCCIIElyeMOr0 JIEKAPCTBEHHOTO cpencTBa. JIIoOble H3MEHEHHsI COMYTCTBYIOLINX JIEKAPCTBEHHBIX
CPEACTB TaKkKe pPETUCTPUPYIOT B  (OpMe pEerucTpaluy ydYacTHHKA  KIMHUYECKOTO
uccnenoBanmst/MenuuuHckoi kapre u eCRF manuenra. JIroboe conmyTcTByIOIIEe IeKapCTBEHHOE
CPEeACTBO, Kaxylieecss HEOOXOANUMBIM Uil CTAHAAPTA JICYEHUS MALUeHTa B XO€ UCCIEIOBAHMS,
wii ans jedeHust yoboro AE, BMecTe ¢ IONMyCTUMBIMH JIEKAPCTBEHHBIMH CPEINCTBAMH,
ONMMCAaHHBIMM HWXKE, BBOAAT MO peueHuro ucciaenosarens. OpHAKO, UCCIENOBATENb
OTBETCTBEHEH 3a o0ecneyeHne TOro, YTOObl AETaNld, MPUMEHUTEIBHO KO BCEM JIEKAPCTBEHHBIM
CPeACTBAM, TMOJHOCTBIO PErHCTPUPOBATM B (POpME pPErucTpalii Y4aCTHHKA KIMHHYECKOTO
uccienoBaHus/MequIMHCKOM kapTe u eCRF marmenTa.

ITareHTaM 3ampeieHo MCHOJb30BaHME JIIOOOr0 M3 CIEAYIOIUX JIeKAPCTBEHHBIX
CPEACTB W MpOLeAyp B 000€ BpeMs IOCHe MEepBOH 03Bl HCCIEAYEMOro JIEKapCTBEHHOI'O
cpeacTBa: SKyau3ymada WM JAPYIMX HHTHOUTOPOB KOMIUIEMEHTA, HCIOJNb30BaHUS JIOOOro
APYroro MCCIEAOBATEIbCKOIO JIEKAPCTBEHHOIO CPEACTBA WJIM YCTPOWCTBA B Ka4eCTBE YaCTU
KJIMHUYeCKUX  uccaenoBanui, IVIg (32 HCKIIOYEHHEM  HECBS3aHHOW  MEIULIMHCKOHN
HEOOXOIUMOCTH, HANpHUMep, H3-3a TUIoraMMmaryioOyiauHemun), purykcumadba, PE/PI mocne
NepBON [03bl U HOBOIO Juaiu3a € MNEpBbIM 48-4acCOBBIM MEPUOAOM IIOCJIE MEPBOM 03Bl
ALXNI1210, ecnu He NMpUCYTCTBYET BECKOW MEAUIIMHCKON MPUYUHBI, KaK OLIEHEHO MOCPEICTBOM
(1) runepBoNeMIH, HE OTBEUArOIIEH HA Y PETUKH, (2) HEBOCIIPUUMYHBOIO HapyLIeHUs OaaHca
3JEKTPOSUTOB WK (3) HOBOrO Hayaja ypeMudeckod sHuedanronatuu. MCKIOYeHHUs JOJIKHBI
OBITH 01OOPEHBI CIIOHCOPOM IO IPOBEICHUS TUAIN3a HA OCHOBE aHAJIM3a KOHKPETHOTO CITydast.

Crnenyrouue COMyTCTBYIOILINE JIEKAPCTBEHHbIE CPEACTBA U IPOLEAYPBl JAOMYCTUMBI B
KOHKPETHBIX YyCJIOBUAX M CO CIEAYIOUMMH OrPaHUYEHUsMH. MHCIIONb30BaHUE APYTUX
UMMYHOCYTIPECCHBHBIX JICKAPCTBEHHBIX CpeAcTB (Takmx kak crepounsl, mTORi [Hanmpumep,
cuponumyc, 3seponumyc|, CNI [Hanpumep, HUKJIOCTIOPUH HITH TAKPOIUMYC]|) 10 CKPUHUHTA WU
B XOJ€ HCCIIEIOBaHMA HE JOMyCTHMO, KPOME CJIydaeB, KOIZa. a) OHH SIBJSIIOTCS YacThIO
YCTAHOBJIGHHOTO pEXHMMa JIEYEHHUS TPOTHUB OTTOPXKEHHUsS IOCNE TPAHCIUIAHTALMH, MIH b)
NAIMEeHT MMEET MOATBEPKACHHOE AHTUTENO MPOTHB AHTHUTEN MPOTUB (PaKTOpa KOMIUIEMEHTA,
TpeOyrolee UMMYHOCYTIPECCHBHON Tepamuy, WIH C) CTEPOUAbI UCTIONB3YIOT M3-32 COCTOSHHUS,
otaruHoro ot aHUS (Hanpumep, acTmbr).

Bcex mauueHTOB, KOTOPbIM BBOAST APYTH€ HHCHOUTOPBI KOMILIEMEHTAa (BKIIFOYAs
skymmu3ymMad) wnu  kotopeix moxeepratoT PE/PI mocnme mepBoit  mo3bl  HCCIEnyeMOro

JICKAPCTBEHHOTO CPpeACTBA, UCKIIFOYAOT U3 UCCIICAOBAHUA.
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M3-3a ero Mexanusma feiictBus, ucnonb3oBaHue ALXNI1210 yBenuuuaer
YyBCTBUTEJIbHOCTD MaLMEHTa K HHpEeKIuu. [|J11 yMEHbIIEeHUs pUcka HH(PEKIINH, BCEX MallUEHTOB
BAaKLMHUPYIOT npoTuB N. meningitidis, Hib u Streptococcus pneumoniae.

ITanmeHTOB BaKUMHUPYIOT NPOTUB N. meningitidis B nipenenax 3 JeT OO WM BO BpeMs
BBeaeHUs nepBoil 10361 ALXN1210. IlaunueHToB, MOABEPraeMbIX JIEYEHUIO C UCIOJIb30BAHUEM
JEKapCTBEHHOIO  CpencTBa  MeHee, 4YeM d4epe3 2  HeNenu  I0Cjie  BBEIEHHUs
IIPOTUBOMEHUHIOKOKKOBOM BaKLIUHBI, MOJIBEPTalOT JICUEHUIO MOAXOASALINMHU
NpOoPHUIAKTUIECKUMH AaHTHOMOTUKAMHU 10 2 HEHeNb I0C/e BaKIMHALMH. BakuuHBI NMPOTUB
ceporunos A, C, Y, WI135 u B, korma nocTynHbl, peKOMEHIOBaHbl AJi INPENOTBPALLEHUS
UH(EKIMHU PacIpOCTPAHEHHBIMHM NMAaTOI€HHBIMH MEHWHTOKOKKOBBIMHU ceporunamMu. [lanueHToB
BAKLIMHUPYIOT WIM PEBAaKLIUHUPYIOT B COOTBETCTBUM C COBPEMEHHBIMHM HAllMOHAJIbHBIMU
PEKOMEHALUSAMHU 0 BAKLMHALMN UM MECTHOM MPAaKTUKOM AJIs UCHOJIb30BAHUS BaKLIMHALIUY C
WHTHOUTOpPaMU KOMILIEMEHTa (Harpumep, SKyJIu3ymMadbom).

ITOHATHO, YTO HEKOTOpble MALMEHTHI, HE BAaKLMHUPOBAHHBIC NMPOTUB N. meningiditis B
npenenax 3 jer a0 BeBeaeHus nepBodl no3bl ALXNI210, moryr He UMeThb BO3MOXKHOCTHU
IIPOBEIEHMS BaKL[MHALIMM HAa BpeMsl BBEACHUs NepBOi 103bl. [laeHToB, He BAKLMHUPOBAHHBIX
no Hauana jedeHuss ALXN1210, moxseprarooT jJe4eHn0 NpoQUIakTHIeCKUMH aHTHOMOTHKAMH
710 U B TEYEHHE NIO MEHBbLIEH Mepe 2 Heeb NOCiIe NPOTUBOMEHUHTOKOKKOBOM BaKLIMHALIUU.

BakuuHanus MOXeET BJIATHCA HEAOCTATOYHOMN AJIsl NPEAOTBPALIEHHUsT MEHUHTOKOKKOBOM
upexumn. Cnenyer yduThBaTh O(GUIMAIBPHOE PYKOBOACTBO M MECTHYIO HPAKTHKY IS
COOTBETCTBYIOIETO  HCIIOJNBb30BAHMS  AHTHOAKTEPUAIBbHBIX  CPENCTB. Bcex  MmanueHTOB
MOHUTOPHPYIOT 1O PAHHUM MPHU3HAKAM MEHWHTOKOKKOBOW MH(EKLIUH, OLEHUBAIOT HEMEIJICHHO
NPU MOJO3PEHUH HA MH(PEKLHUIO U JIeYaT ¢ UCIOIb30BAHUEM MOAXOISININX aHTHOUOTHUKOB, TIPU
HEOOXOIUMOCTH.

Uro0b! YBETUYUTh OCBEIOMJICHHOCTb O PUCKAaX M CIIOCOOCTBOBATH OBICTPOMY OIHCAHHIO
JFOOBIX MOTEHIIHATBHBIX MPU3HAKOB HJIH CHMIITOMOB WH(EKIMH, UCTIBITBIBAEMBIX MALIMEHTAMU B
XOJIe UCCJIEIOBAHUS, MALMEHTOB O0ECMeYMBAIOT MaMSATKOW O€30MacHOCTH Ui HOUICHUS TNPH
cebe BO BCEX BpEeMEHHbIX Toukax. JlomomHurenpHOe OOCyX)neHue u OOBsICHEHHE
MOTEHLUAIbHBIX PUCKOB, IPU3HAKOB U CUMIITOMOB IIPOBOAST B KOHKPETHBIX BPEMEHHBIX TOUKAX
B KayecTBe dYacTh o030pa Uid MalUeHTa NaMITKH Oe30MacHOCTH W Ha TMPOTSHKEHUH
UCCIIEIOBaHMS, KaK OMHUCAHO B PACIIMCAHUH OLIEHOK (Tabmuia 23 u tabnuna 24).

[MTarmeHTOB BakUMHHUPYIOT nipoTHB Haemophilus influenzae Tuna b (Hib) u Streptococcus
pneumoniae B COOTBETCTBUU C HALIMOHAJIBHBIM U MECTHBIM PYKOBOACTBOM IO PaCHHCAHMIO
BaKI[MHALIMK, N0 WX BO BpeMms BBeneHust mepBoil mo3el ALXNI1210. Cratyc BakuuHauuu
nporus N. meningitidis, Hib u S. pnemoniae peructpupyroT B eCRF manuenra.

[TanpeHTaM BBOAAT HCCIEAyEMOE JIEKAPCTBEHHOE CPEIACTBO B KOHTPOJUPYEMBIX
YCIIOBHSIX TOJl PYKOBOZCTBOM HCCIIENOBATENS WM YIOJHOMOYEHHOrO JIMIA, TAKUM 00pasom,
oOecrieunBasi COONFOICHUWE pEXMMa BBEOEHHs] HCCIEAYEMOro JIEKapCTBEHHOTO CpEACTBA.
HccnenoBarens WM yHNOJHOMOYEHHOE JHLO YyOEXIaercs, YTO BCE MALMEHThl aJEKBATHO

UHPOPMHUPOBAHBI O KOHKPETHOM peXHME MO3UPOBAHUS, HEOOXOAMMOM IJIsi COOJIFOACHUS
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IPOTOKOJIA HCCIENOBaHUs, yOEKIaeTcs, YTO MALMEHTY BBOIST COOTBETCTBYIOINYIO O3y B
HAa3HAUEHHbIE BPEMEHHBbIE TOUKHU B XOJ€ HCCIEIOBAHUS, U YTO aJEKBATHOE MOHHUTOPHPOBAHUE
0€30MacHOCTH MPOUCKXOIUT BO BpeMs HH(PY3UH.

Jlo BBenmeHHs] HCCIEAYeMOro JIEKApCTBEHHOTO CPEACTBA, MALMEHTHI JKEHCKOTO IOJja,
cunTaromye cedsi TOCTMEHONAy3albHbIMU, JOJUKHBI MPEACTABUTh JTOKA3aTENbCTBO MEHOIAY 3B,
OCHOBaHHO€ Ha KOMOMHALIMM aMEHOPEU B TEYEHHE IO MEHblIeld Mepe 1 roga m yBeIHUEeHHOM
ypoBHe (pommkynoctumynupytomero ropmona (FSH) (> 30 ME/n) (manpumep, B OTCYTCTBHUE
TOPMOHO3aMECTHUTUTENbHON Tepanyy, MUIIEBBIX (PUTOICTPOTEHOB).

ITanmeHTbl JKEHCKOTO TOJia C  PENpOAYKTUBHBIM  IIOTEHIHAIOM  HCIIOJB3YIOT
BbICOKO3((HEKTUBHBIN crIOcOO KOHTpALeNnuH (KaK ONpeaeeHo HUXKe), HAaUnHas PU CKPUHUHTE
U TIPONIOJDKAsi B TEUEHHE MO MeHbINEeH Mepe 8 MecCsIeB Mocie MOCIeIHeH 03Bl UCCIeNyEeMOro
JIEKapCTBEHHOTO CpeAcTBa. BbICOKO3((EKTHBHBIM CHOcO0 KOHTpPALENUUU™  BKIOYAIOT:
TOPMOHAJIBHYIO ~ KOHTPALENLMIO,  ACCOLMHPOBAHHYIO  C  TIOAABJIEHHEM  OBYJIALMH,
BHYTPUMATOYHOE YCTPOWCTBO, BHYTPUMATOYHYIO CHCTEMY BBICBOOOXIEHHMS T'OPMOHOB,
IBYCTOPOHHIOK OKKITFO3UIO MAaTOYHBIX TPYO, BA33KTOMHPOBAHHOTO MapTHepa (IPH yCIOBUH, YTO
NapTHep SBJIAETCS €IUHCTBEHHBIM CEKCyaJbHbIM IApPTHEPOM MALMEHTa), CEeKCyalbHOe
BO3JepKaHue (ONpPENeNIeHHOe KaK BO3JEp)KaHHE OT IeTePOCEKCYyalbHBIX IOJIOBBIX AKTOB Ha
NPOTSDKEHUM BCEro IEepUOJa pPHCKA, ACCOLMUPOBAHHOIO C JIEYEHHEM C MHCIOJIb30BAHUEM
UCCIIElyeMOr0  JIEKAPCTBEHHOI'O  CPEACTBO,  HAJEKHOCTb  CEKCYaJbHOTO  BO3AEp KaHUs
HEOOXOAMMO OLIEHMBaThb B OTHOLICHWH JJIMTEIbHOCTH KJIMHUYECKOTO HCCIENOBAHUS U
NPEATNIOYTUTENIbHOTO U OObIMHOro oOpa3a JKM3HM TAlMeHTa), KOMOWHAIMIO MY KCKOTO
npe3epBaTHBA ¢ KOJMAYKOM, nuadparmMoit uian ryOkoi co criepMUIUIOM (ABOWHBIE OapbepHbIE
cnocoObr). TlanmmMeHThl MY’KCKOTO TOJa, HMMEIOIIHe CyNnpyry/mapTHepa >KEHCKOro Imojia ¢
PENPOAYKTUBHBIM MMOTEHIHAIOM WIH OEPEeMEHHYI0 WM KOPMSILYIO TPYAbI0 CYNPYry WA
napTHepa, JArT COrJIacHe Ha HCIOJIb30BaHHME TBOWHOW OapbepHO KOHTpauenuuu (My: KCKOH
npe3epBaTHB IUIFOC MOAXOASIINN OapbepHbI COCO0 sl MapTHEPA JKEHCKOTO MOJjIa) BO BpeMsi
JeYeHHss ¥ B TEUEHHE O MEHbLIeH Mepe 8 MeCsIeB MOcie MOCIEeTHEH 03bI UCCIEAYEMOro
JIEKapCTBEHHOTO cpencTna. J(BoiiHast OapbepHasi KOHTPALETIIUUS SBJISIETCSI HEOOXOIUMOM, TaxKke
IIPU TOKYMEHTHUPOBAHHON MEAULMHCKON OLIEHKE YCIELUTHON XUPYPrudeCKON Ba33KTOMHUHU.

ITarmeHTh My>KCKOTO TOJIa HE CTAHOBATCS TOHOPAMHU CIIEPMbI BO BPEMsI JICUSHHS U B
TE€YEeHHE 110 MEHbIIEH Mepe 8 MecsLeB MOoCie MOCIeTHEH A03bI HCCIIENYEMOro JEKapCTBEHHOTO
CpeAcTBa.

6. Ouenku > deKTUBHOCTHU

IMepBuyHOl oneHKOW 3((HEKTHBHOCTH SIBJISIETCS] MOJHBIA 0TBeT TMA Ha MPOTSIKEHUU
26-HeneNnpHOro nepuoaa HadanbHOH oueHku. Kpurepusmu nonHoro orseta TMA sBstrores (1)
HOpMaJTu3alys KonudecTsa TpoMOouToB, (2) mopmanusauust LDH, u (3) > 25% ynydmenue
YPOBHS CBIBOPOTOYHOI'O KPEATUHUHA OT UCXOIHOTO.

ITauyeHTOB,  yAOBIETBOPAIOIIMX BCEM  KpUTepUsiM NoJdHOro oreeta TMA,

MNOATBCPKACHHBIM ITOCPEACTBOM 2 MMOoCJICA0OBAaTECIIbHBIX PISMCpCHPIﬁ, MOJIYUYCHHBIX C UHTCPBAJIOM
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10 MeHbIeH Mepe 4 Henenu, KIacCUPUIUPYIOT COOTBETCTBYIOIUX MMEPBUYHON KOHEUHON TOUKE
s dexTuBHOCTH.

Crnenyromue BTOpU4IHbIE OLEHKH 3((PEKTUBHOCTH U3MEPSIIOT B XOZ€ UCCIIEIOBAHUS:

A. Cratyc HeOOXOIUMOCTH THaIN3a

B. Bpewms no nonaHoro orseta TMA

C. Cratyc nonnoro orseta TMA ¢ TeueHHeM BpeMeHH

D. HaGmonaemoe 3HaueHue 1 U3MEHEHHE, TI0 CPaBHEHHIO ¢ UCXOOHBIM, B €GFR

E. Cragua CKD, kak OLEHEHO HCCIEAOBaTeNlieM Ha BbIOPAHHBIE LEJEBbIE CYTKH H
KJIacCU(UIMPOBAHO KaK yJydlleHHas, crabwmibHas (0€3 M3MEHEHHWH) WM YXyZIIIEHHAas, I10
CPaBHEHUIO C UCXOHOU

F. HabOmopaemoe 3HadeHMe U HM3MEHEHHE, [0 CPAaBHEHHUIO C  HCXOJHBIM,
reMaToJIOTHUYeCKuX napamerpos (TpombouuTos, LDH, remornobuna)

G. VBenuuenue ypoBHs remorjioOnHa > 20 1/71 OT UCXOQHOTO, COXPAaHsIEMOe B TEUCHHE
IO MEHbLIEH Mepe 2 MOCIeA0BATEIbHBIX U3MEPEHNUH, MOTYYEHHbIX C UHTEPBAJIOM IO MEHbIIEH
Mepe 4 Henenun

H. H3menenme or ucxomnoro QoL, kak u3mepeHo mnocpencrtsoM EQ-5D-3L (Bce
nauueHTsl), onpocHUKoB mkanbl FACIT-yromnsemoct Bepcuu 4 (manueHTsl B Bo3pacre > 18
aet) u neauatpudeckoi mkanbl FACIT - yromisiemocTr (manueHTs! B Bo3pacte < 18 jer).

7. Ouenku 0e30acHOCTH

UccnenoBarenb uin ero/ee yrnoJIHOMOYEHHOE JIMLO BCTPEYAETCS C MAIlMEHTaMH, YTOObI
o0cynuth noteHuanbabie puck ALXN1210 s 6e30macHOCTH U 4TOOBI 1aTh MCCIIEI0BATENIO
BO3MOKHOCTb CHSITh JIFOOBIE OTMACEHMsI TTALIMEHTOB MPUMEHUTEHHO K HCCIIEOBAHHIO.

HaGop AE MOHHTOPHPYIOT OT BpEMEHH MOJy4YeHHs MHPOPMHUPOBAHHOTO COTMIACHS JIO
3aBeplIeHus1 uccienoBanus. MccnenoBarenn otrciexuBaroT JroObie AE 10 mx 3aBeprueHwHs
(paspemiennst win cradwimzanuu). B ciaydae HUCKIIOYEHHsS TMAlMEHTa W3 HCCIIEIOBaHUS,
MoHuTopupoBanne AE MpomoiskaroT 10 MOCIETHEro OCMOTpPA MOCHIEIHErO MalUeHTa B PaMKax
UCCJIeIOBAHMs, €CJIM BO3MOKHO. BpeMeHHble paMKH KJIMHHYECKHX U JJaOOpPAaTOPHBIX OLIEHOK
YCTAHABJIHMBAIOT IO PACIHMCAHUIO OLeHOK (Tabmuubl 23 u 24). JlroOble KIIMHHYECKU 3HAYHMBbIE
AHOMAJIbHBIE PE3YJIBTAThI OTCIICKUBAIOT 0 PA3PEIICHHUS HITH CTAOMITH3AIHH.

IIpoBomaT 0030p nemorpadguUeckux MapaMeTpoB, BKJIIOHYAs BO3PACT, IMOJ, pacy H
STHUYECKYIO MPUHAIEKHOCTD. [10THBIA MEIULMHCKIN aHAaMHE3 COOUPAIOT U JOKYMEHTHUPYIOT.
Peructpupyrot Maccy u poct. POCT U3MEPSIIOT TOJIBKO MPU CKPUHUHTE.

MennunHckuii anamHae3 naruenta ¢ aHUS, Bkirowast Hadano nepsoro cumnroma aHUS
U [1aTy MOCTAHOBKH JUArHO3a, TOKYMEHTHPYIOT MPU OCMOTPE MPH CKPUHHUHTE.

MenuiuuHCKUiT aHaMHe3 MalMeHTa, BKJIOYasl MPEOIIECTBYIOIIHEe U COIMYTCTBYIOIIUE
COCTOSIHMSI/HAPYLICHHUS, PErUCTPUPYIOT TMPH OCMOTpe TNpu CKpuHHHre. lcrmonb3oBaHue
JIEKAPCTBEHHBbIX CPEACTB (pPELenTypHBbIX WM Oe3peLenTypHbIX, BKJIKOYas BHUTAMHHBI W/WIH
n00aBKM M3 PACTUTENBHOTO ChIpbsi) B TeueHue 28 CyTOK (Wiau 3 JeT Ui JOKYMEHTaLUH
NPOTHBOMEHHHIOKOKKOBOW BakKLMHALMK) O Ha4yajla CKPHHUHIA TakXKe pPeruCTPUPYIOT, B

JOIIOJIHEHUEC K HpOTHBOMGHHHFOKOKKOBOfI BaKIIMHAIIUH.
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dmnueckoe oOCIenoBaHNE BKJIIOYAET CIENYIOIIHUE OLEHKH. OOIIero BHEINHEro BUA,
KOXKH, TOJIOBBI, YIIEH, IJla3, HOCAa W ropia; Iieu, JuM(PaTHYECKHX Y3JIOB;, TPYJHOH KJIETKH;
cepana; OPIOIIHON MOJNIOCTH, KOHEYHOCTEW; IEHTPAJTbHONH HEPBHOH CHUCTEMBI, M CKEJIETHO-
MmpiieyHol cucreMbl. CokpaiieHHoe (usndeckoe 0O0CIeOBaHHE COCTOUT U3 3HAYHMMOIO
o0ClienoBaHusl CHCTEMbl OpraHM3Ma, Ha OCHOBAHMUHU CYXKIEHHs HCCJIENOBATENI U CHMIITOMOB
nauueHTa. M3MepeHusi >KM3HEHHO BaXKHBIX (DYHKLHUI MPOBOIST TOCJE OTAbIXAa MALHEeHTa B
TEUeHHe MO MEHbIIEeH Mepe 5 MUHYT, 1 OHHM BKJIIOYAIOT CHUCTOJMYECKOe M Auacronnueckoe BP
(MIJUITIMETPOB PTYTHOTO cTOoN0a [MM pT. CT.]), MyJbCOKCHMETPUIO, YaCTOTy CEPIAEUHBIX
COKpalieHuil (yZapoB/MHUHYTY), 4YacTOTy JbIXaHUA (BIOXOB/MHUHYTY) M OpajbHYI WIH
TUMITAHATBHYIO TeMmepatypy (rpaxycos Llenscus [°C] wiu rpanycos @apenreiita [°F]).

COop 0b0pa3uoB it TeCTa CHIBOPOTKH Ha OEPEMEHHOCTb, FeMAaTOJOTHYEeCKOrO aHaJIH3a,
XMMHUYECKOTO aHAJN3a, aHAJIM3a CBEPTHIBAHUS KPOBH M HCCIECIOBAHHS MOYM IMPOBOAST BO
BPEMEHHBIX TOYKAaX, YKa3aHHBIX B paclucaHUM OueHOK (Tabmuubl 23 u 24). OOpasupl ans
7a0OpaTOPHBIX OLIEHOK COOMPAIOT 1O BBEIEHHS KaKAOrO HCCIENyEeMOro JIEeKapCTBEHHOIO
CpezacTBa.

OO6pa3ipl, coOpaHHbIE MPU CKPUHHUHIE, MOXKHO TECTUPOBATh JHOO B JIOKAJIBHOMH, 10O B
HeHTpanbHON nabopatopuun. Eciu TecThl B JIOKaNbHON 1a00OpaTOPUU MCHOJIB3YIOT Ul aHAJIHM3a
LDH, komuuectBa TPOMOOLMTOB, I'eMOINIOOMHA M CBIBOPOTOYHOTO KPEATHHHHA, IyOJIMKATHI
0o0pa3LoB COOMPAIOT sl TECTUPOBAHUS B LEHTPAJIBHOM Ja0OpaTopuy IJIsl IOJY4EHUs
pe3yJIbTaTOB HU3MEPEHUH B HCXONHOM TOYKE U IOCIE€ MCXONHOW TOYKM U3 LEHTPaJIbHOU
naboparopun. B ciydae ayOnupoBaHus 0O0pa3LioB U3 JIOKAJbHOW U LIEHTPAJbHOM JlabopaTropuu,
pe3yJbTaThl U3 LEHTPAJIBLHON JJA0OPATOPUH HCIIONB3YIOT ISl aHAJTH3A.

ITOHATHO, YTO HEKOTOpBIE JTaOOPATOPHbIE 3HAYEHHUS] MOTYT HAaXOAUThCS BHE IHAra3oHa
HOPMAJIbHBIX 3HAYEHWH M3-32 COMYTCTByOWero 3aboneBanus. HcciaemoBarenn JOJKHBI
UCIOJIb30BaTh BpaueOHOE MHEHHE MpPU OLEHKE KIMHUYECKOW 3HAYMMOCTH 3THX 3HAYCHUU.
KnnHnuecKyro 3HAYMMOCTD OMPENeNsIoT Kak J000e OTKJIOHEHHE Ja0OPaTOPHBIX HU3MEPEHUI,
KOTOpOE MMEeT MEIHLIMHCKOE 3HA4YeHHe M KOTOPOe MPHUBOAUT K U3MEHEHHIO B MEIULMHCKOM
yxone. Ecnu oTMeueHbl KIMHUYECKH 3HAYMMble J1a0OpATOPHbIE HM3MEHEHHS OT MCXOIHOTO
3HaueHus1, u3MeHeHus NokymMeHTupyroT kak AE B AE eCRF. Mccnenosarens olieHUBaeT CBsI3b C
UCCIeyEMbIM JIeUeHHEM JJisl BCeX KIMHUYECKH 3HAYUMBIX 3HAUEHWN BHE HAra3oHa.
UccnenoBarenb m0poaoKaeT MOHHUTOPHUPOBATH MALMEHTA MOCPEICTBOM  IOMOJHUTEIbHBIX
J1a00paTOpPHBIX OLEHOK, NMoka (1) 3HaYeHHsT He BEPHYTCS K HOPMAJbHOMY [HANa3OHy WIH
UCXOIHOMY YpOBHIO, mWiu (2) HCClenoBaTesib HE BbIPA3UT MHEHHUS, YTO 3HAUEHHs BHE
HOPMAJIbHOTO JHANa30Ha HE CBSI3aHbI C BBEACHHUEM HCCIIENYEMOro JIEKApCTBEHHOTO CPEACTBA
WK IPYTUMHE CIeLU(pUYeCKUMU JJIsi IPOTOKOJIA MPOLEIYPAMU.

JUisi JKeHIIMH C PenpoAyKTHBHBIM TOTEHLMAJIOM, TECT CBHIBOPOTKH HJIM MOYH Ha
OepeMeHHOCTh (T.e, aHaNIM3 OETa-XOPUOHMUYECKOTO ToHaaoTponuHa uenoseka [B-hCGl)
NPOBOIAT B COOTBETCTBHUH C pacmucaHueM oOueHok (tabmuubl 23 u 24). OOpasiuel KpoBU

AHATU3UPYIOT MO TrCMATOJIOTUYCCKHUM MapaMETpam.
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OO0pasipl KPOBH aHATU3UPYIOT IO XUMHYECKHUM IapaMeTpaM ChIBOPOTKH. Hempsimoii
OMnMpyOrH pPacCUUTHIBAIOT 1O YPOBHSAM OOINEro W MpsMOro OwnupyOHMHA, TakuM o0pas3om,
Pe3yJIbTaThl Ui HEMPSIMOTO OMIMPyOWMHA HENOCTYITHBI, €CJIA NPSMON OUITUpYyOWH COCTaBIISIET
HIDKE TIpeesia KOJUYECTBEHHOTO onpeneneHus. Y poBHHU cbiBopoTouHoro FSH usmepsitoT B xone
CKpUHHMHIa Ul MallMEeHTOB >KEHCKOro I0Jia IOCJI€ MEHOMNay3bl sl TMOATBEPKACHUS HX
MOCTMEHONAY3aJIbHOTO CTaTyCa.

XUMHUYECKHE OLIEHKH MPOBOAAT BO BPEMEHHBIX TOUKAX, YKa3aHHBIX B PACIHUCAHUU
oueHok (Tabmuusl 23 u 24). eGFR paccuuThIBarOT AJIs1 BCEX OCMOTPOB, NMPU KOTOPBIX MPOBOAWIN
XUMHYECKHE aHAJM3bl CHIBOPOTKH C HCIOJNb30BaHHEM (opMysibl MoaudUKanUK AUETHI TPH
MOYEeYHON HeIOCTATOYHOCTH Y MALMEHTOB B Bo3pacTte >18 net u popmy sl MOAH(pUKALIUN THETHI
Ipu noueyHou HepocrarouHoctu [IBapua y mauueHTos B Bo3pacte < 18 jer.

OO6pas1pl KPOBU AaHATU3UPYIOT IO NAPaMeTPaM CBEPTHIBAHUS KPOBH.

Ananu3upyror o0pasipl Moud. MHUKPOCKONHMYECKOE HCCIeNOBaHUE OOpas3loB MOYH
IPOBOJSAAT, €CIIA PE3YyJIbTaThl MAKPOCKOIMMYECKOrO aHaN3a SIBIISTFOTCS aHOMabHBIMH. OOpasiupbl
MOYM TAaKXe AaHAIM3UPYIOT Ui HM3MEPEHHUs] YpOBHs O€JKOB M KpeaTMHWHA MAJisl pacydeTa
COOTHOUICHUsI OEJIOK KPEaTHHHH B MOYE.

JInst Kakaoro nmauueHTta, ogHokpaTHyio mudposyo OKI' B 12 oTBeneHMsSX NMpOBOIST B
COOTBETCTBHUH C pacnucaHueM oueHoK (Tabmuibl 23 u 24). ITanmeHTs! JOKHBI JIeKaTh Ha CTIMHE
B TedeHHe npuoOamsutenpHo 5-10 mMuHyT mo mposenenus OKI' m ocraBaThCcs Ha CIHHE, HO
6onpcrBoBaTh, BO Bpemsi mposeneHus OKI'. HMccienoBarenb WM YIOJHOMOYEHHOE JIHLIO,
orBercTBeHHOE 3a paccMmoTpenne DKI', ouenuaer, Haxomutcs au JKI' B mpenenax HOpMBI U
orpezenseT KINHIUECKYI0 3HAYUMOCTb Pe3yJIbTaTOB. JTH OLleHKH yka3biBaloT B CRF.

OO0pasipl KpoBH COOMPAIOT ISl TECTUPOBAHMS MPHUCYTCTBUS U TUTpa ADA mportus
ALXN1210 B cbIBOPOTKE IO BBENECHHS UCCIIEAYEMOTO JIEKAPCTBEHHOTO CPEICTBA KaK YKa3aHO B
pacnucanuu oueHok (cM. Tabmumbl 23w 24). Ecam  pesynbTaThl TeCTa  SIBISIFOTCSA
MOJIOKUTENBHBIMU, TECT MOXKHO IOBTOPSATh KaXk[ble 3 Mecslia, MOKa Pe3yJbTaTbl HE CTaHyT
OTPHULATEIbHBIMA WJIM CTa0WJIM3UPOBAHHBIMH, HAa OCHOBAHHU HM3MEPEHHs TUTPAa M OICHOK
Oe3omacHOCTH. J{OTIOTHUTENBHYIO XapaKTEPU3aLUI OTBETOB AHTUTE]I MOXKHO MPOBOAUTH IO
HEOOXOUMOCTH, BKIIIOUAsl CBSI3bIBAKOIINE U HelTpanusyromue anturena, PK/PD, 6e3onacHOCTh
u aktuBHOCTH ALXN1210.

AE mpencrasisier coboil r000e HEXeNaTebHOE MEIHUIUHCKOE SIBJICHHE Y TAlHeHTa,
KOTOpPOMY BBOAAT (hapMaLEeBTUUYECKUH NPOAYKT, U OHO HEOOs3aTeIhbHO HMEET NPUYHHHO-
CJIEZICTBEHHYIO CBsI3b C 3THM JjiedeHneM. AE moxer, TakuMm 00pa3oM, MpencTaBisTb COOOH
000 HeOMarompusITHbI WM HENPEeNyCMOTPEHHbI NpHU3HAK (HANPHMEP, AHOMAJIbHOE
nabopatopHOoe OOHApyKEeHHE), CUMITOM WIH 3a00JieBaHHE, aCCOIMMPOBAHHBIC MO BPEMEHH C
HCIOJIb30BAHHUEM JIEKAPCTBEHHOIO IIpernapara, HEe3aBUCHMO OT TOrO, CYMTAIOT WJIM HET HX
CBSI3aHHBIMU C JIEKAPCTBEHHBIM IIPENapaToM.

Curyanuy, B KOTOPBIX HeEXeNaTeJbHOE MEAMLIMHCKOE SIBIIEHHE HE IPOU3O0LLIO0
(HarmpuMep, rOCIUTATIN3ALNS U3-32 TUTAHOBOT'O XUPYPrUYeCKOr0 BMEIIATENbCTBA, €CJIM OHA ObLia

3aIllyIaHUPOBaHA A0 Havajia UCCICAOBAHMsA, T'OCIIUTAIN3alUN 11O CONUAJIbHBIM IMPUYWHAM WUJIN AJIA
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ynobcTBa), U TPeNyCMOTPEHHblE  CYTOYHblE  KOJEeOaHUs  TPEACYLIECTBYIOIIETO
3a0oneBanus(3a00aeBaHNN) WITH COCTOSIHUSI( COCTOSTHHI), MPUCY TCTBYFOIIUX WITH
JETeKTUPOBAHHBIX HA BpEMs Hayasla NCCIIEOBAHMUs, KOTOPBIE HE YXY/IAINCh, He ABISFOTCS AE.

OrcyrcTBue ¢ dekra NeKapCTBEHHOTO cpencrtsa He siBsiercs AE B KIMHMYECKUX
UCCIIEIOBAHMUAX, TOCKOJIbKY LEJNbI0 KIMHUYECKOTO HCCIIEOBAHMS SIBJIICTCS ONpenesIeHne
s dexTa ekapcTBEHHOTO CPEenCTBa.

Owmubky B mpueMe JIEKapCTBEHHOI'O CPEACTBA (BKIIOYAsl MPEAHAMEPEHHOE NMPUMEHEHHE
HE 0 HAa3HAYEHWIO, 3JIOYMOTpeOsieHHe M TNepeNO3UpPOBKY IPOAYKTA) MM HCIIOJNB30BaHHE,
OTJIMYHOE OT ONPEAENICHHOTO B MPOTOKOJIE, HE paccMaTpuBaroT kak AE, ecimn He mpucyTcTByer
HEKEJIAaTeIbHOTO MEAMLIMHCKOrO SIBJIEHUS B pe3yJibTaTe OMIMOKM B IpHUEME JIEKapCTBEHHOTO
CpeAcTBa.

Cnyyan OepeMeHHOCTH, BO3HHMKAIOIIME BO BpeMsl MOJBEPraHUs MaTepu WM OTIa
BO3AEUCTBUIO MCCIIEAYEMOro MPOAYKTa, HEOOXOAUMO PErUCTPUPOBATh B Ipeaenax 24 4acoB OT
IIOCTAHOBKM B M3BECTHOCTh MCCIIEOBATENA/IIeHTpa. JJaHHbIe 10 UCXOAy M IUIOZA U TPYAHOMY
BCKAPMJIMBAHHUIO COOHMPAIOT Ui OT4YeTa Nepel pPeryjIupyrIIuMH OpraHaMH W OLEHKH
6€30MacHOCTH.

HebnaronpusiTable COOBITHS PErHCTPUPYIOT CO BpeMeHH noanucanusi cornmacus. AE,
3aperucTpUPOBAHHOE IOCTIE€ WH(POPMUPOBAHHOIO COIJIACHS, HO O BBENEHMS HCCIIENyeMOro
JIEKapCTBEHHOT'O CPENICTBA, paccMaTpuBatoT kak AE 1o nedenus.

Crnenyromue coObITHS NPEACTABISIFOT COOON BakKHbIE HMACHTH(UIMPOBAHHBIE PHCKU B
5TOM HCCIIEIOBAHUH, MEHHHIOKOKKOBbIE HH(EKIIHH.

Tsokecte AE  pamxupyroT ¢ ucnojb3oBaHueM OOmell TepMUHOJOTHH KPUTEPHEB
HeOnmaronpusitibix  coObituii (CTCAE) Bepcum 4.03 wnm Beinume. Illkanma paHXUpPOBaHUS
(Tsoxectr) npeacrasiena s kaxnoro tepmuHa AE.. Kaxnpni tepmun CTCAE npencrasisier
coboii Tepmun Husmero yposHs (LLT) cormacHo MeauuMHCKOMY CIIOBAPIO ISl PEryJISTOPHON
nesitenviocT  (MedDRA®),  Kaneii LLT  kogupoBaH NPENNOYTUTENBHBIM —TEPMUHOM
MedDRA. Crenenp otHocurcs k Tsokecth AE. CTCAE mnpumuceiBaeT crenenp 1-5, ¢
YHHUKQJIbHBIMU KJIMHUYECKHMU OMTUCAHUAMH TsDKeCTH 1t Kaxknoro AE (Tabnuua 28).

Tabnuna 28: Illkana paHKUpPOBaAHUSA TAKeCTH HeOJIAroNnpUATHBIX COOBITHH
Crenenb |Onucanme
Crenenp 1 [Msrkoe; 66CCHMITOMHOE HJTH MATKAE CHMITTOMBI, TOJIbKO KIIMHHYECKUE UITH
MarHOCTHYECKHE HAOIONCHNS;, BMEIIATEIbCTBO HE IMOKA3aHO
CreneHs 2 [YMepeHHOe; OKa3aHO MUHUMaJIbHOE, MECTHOE WJIM HEMHBAa3UBHOE BMELIATEIbCTBO;
OrpaHUYeHHE COOTBETCTBYIOIIEH BO3PACTy HHCTPYMEHTAIBHON aKTUBHOCTH B
MOBCEHEBHOM nesitenbHOCTH (ADL)?
Crenens 3 {Tspkenoe wim 3HAUMMOE ¢ METULIMHCKOM TOYKHU 3PEHUS, HO HE HETIOCPEACTBEHHO
OMACHOE JIJIs1 )KU3HM, [T0Ka3aHa FOCIUTANIN3aLUs U NTPOJJIEHHE MOCTIUTAIN3ALIHY;
MHBaIMAU3NpYoLLee; orpannduBaroiiee ADL camoobeny kuBaHus®
Ctenenb 4 |OnacHbIe IS JKU3HU TTOCTISACTBHS, TTOKa3aHO CPOYHOE BMEIIATEIbCTBO.
Crenens 5 (CesizanHas ¢ AE cMmepTh.

Coxkpamenns: ADL=akTHBHOCTh B TOBCEOHEBHOH aesTenbHOCTH; AE=HeOnaronpusTHoe

co0ObITHE



126

4 UnctpymeHTanbHas ADL OTHOCUTCS K NPUIOTOBJIEHMIO MMINM, MOKYIIKE MPOAYKTOB
WK OZI€K[IbI, UCTIONb30BAHUIO TeJe(hOHa, YIIPABICHHIO IEHEKHBIMHU CPEACTBAMHU H T.JI.

> ADL camo00CiTy KUBaHKSI OTHOCUTCSI K MBITBIO, OJIEBAHHIO M PA3IEBAHUIO, PUHSITUIO
IMUIIH, HUCITIOJIB30BAHHUIO TyaJeTa, NnpuemMy  JICKAapCTBECHHBIX CpPEACTB, u OTCYTCTBUIO
NMPUKOBAHHOCTHU K KPOBATH.

JIroboe wu3meHeHne TsokecTH AE  TOKYMEHTHPYIOT Ha OCHOBAaHHUH KOHKPETHOTO
pykoBozacTBa B MHCTpykuuu mno 3anonHeHnto eCRF. TsokecTh UM Cepbe3HOCTh Pa3IMYaroTCs:
TSAKECTh OIMHUCBIBAECT MHTCHCHUBHOCTD AE, B TO BPEMA KaK TEPMHH CEPLE3HOCTh OTHOCUTCA K AE,
YAOBJIETBOPSIIOIIEMY CIEIU(PUISCKIM KPUTEPHUSIM CEPhe3HOr0 HEOJAronpusiTHOTO COOBITHS
(SAE).

HccnenoBarens JOMKEH MPEACTaBUTb OLIEHKY TNPHYMHHO-CIIEICTBEHHON  CBSI3H
(OTCyTCTBHE CBSI3M, MAJOBEPOSITHAS, BO3MOXKHAsI, BEPOSATHAsI MM orpeneneHHast) 1y Bcex AE
(KaK Cepbe3HbIX, TaK M HECePbe3HbIX), HA OCHOBAHHU BPayeOHOr0 MHEHHs HCCIEeNOBATENs U
HaONMIOAeMBIX CHMITOMOB, AaCCOLMMPOBAHHBIX C coObitHeM (Tabmuma 29). DTy OLEHKY
peructpuposanu B e€CRF 1 mo0bIX ZONOIHUTENBHBIX (OpMax, Mo HEOOXOAMMOCTH.

Ta6nauna 29: Onucanus oeHKH NPHYHHHO-CJIEACTBEHHOH CBS3H
Ouenka Onucanue
He [Ipennosnaraer OTCyTCTBUE NMPUUUHHO-CIIECTBEHHOMN CBSI3U MEXAY
cBsi3aHHbIe/OTCYTCTBHE |MCCIIEYy€MbIM IPOAYKTOM H 3aPETHCTPUPOBAHHBIM COOBITHEM.
CBSI3U
C manoii BepoaTHOCTBIO |[Ipeamnonaraer, 4To KIMHUYECKash KApTHHA UMEET BBICOKOE
CBSI3aHHbBIE COOTBETCTBHE C MPUUUHON, OTIIMYHON OT UCCIIEAYEMOro NPOAyKTa, HO
COOTHECEHHE HEBO3MOYKHO BBITIOJHHUTE C AOCOIOTHON YBEPEHHOCTBIO,
U CBSI3b MEXJTy MCCIIeNyeMbIM ponyKToM U AE HEBO3MOXKHO
HCKJIFOYUTD C MOJIHON YBEPEHHOCTHIO.
Bo3MoskHO cBsizaHHbIe  |[Ipenrnonaraet, 4To JIeYeHHe ¢ UCTIOIB30BAHUEM UCCIIEAY EMOTO
MPOIYKTa MOKET BBI3bIBATh WJIM BHOCUTH BKJIaa B AE (T.e., coObITHE
CJeAyeT pa3yMHON BPEMEHHOM MOCIEA0BATEIbHOCTH OT BPEMEHHU
BBE/ICHUS JIGKAPCTBEHHOTO CPEACTBA /WU CJIEAYET U3BECTHOMY
MAaTTEPHY OTBETA HA UCCIIEAYEMBbIN MPOIYKT, HO MOXKET TaKke ObITh
BBI3BAHO JIPYTMIMHU (PaKTOPAMH).
BeposiTHO cBsizaHHble  [[Ipeamonaraet, 4To pasyMHasi BpEMEHHAs MOC/IEI0BATEIbHOCTD
COOBITHSI C BBEACHUEM HCCIIEy MO0 MPOAYKTA CYIECTBYET, U
BEPOSITHYIO TIPUUHUHHO-CJIEACTBEHHYIO CBSA3b COOBITHS C UCCIIEY EMbIM
MPOIYKTOM. DTO MOXKET ObITh OCHOBAHO HAa U3BECTHOM
(hapMakoIOTHYEeCKOM IEHCTBHU UCCIIENYyEMOr0 MPOAYKTA, H3BECTHBIX
WIN paHee Oy OJIMKOBAHHBIX HEOIArOMPHUATHBIX PEAKIHSIX Ha
MCCIIETy €MbIil TPOAYKT WJIN KJIACC JIEKAPCTBEHHBIX CPEICTB, WU
MHEHHUU Ha OCHOBAHHMH KJIMHUYECKOTO OIBITA HCCIIEIOBATEIISL.
OnpeneneHHo CBs13b IO BpEMEHHU C UCCIIelyEMbIM NIPOAYKTOM, IpyTUe yCIOBUS
CBSI3aHHbBIE (conyTcTBytomiee 3a00I€BaHNE, PEAKIIHSI HA COMyTCTBYIOLIEE
JIEKapCTBEHHOE CPEICTBO MK MPOrPECCHPOBAHNE/ TIPOSIBIICHUE
coCTOsiHUSI 3a00JIeBaHMs ), TO-BUIUMOMY, He OOBSCHSIOT COOBITHE,
COOTBETCTBYET U3BECTHOMY (hapMaLleBTHIECKOMY PO UITIO,
yJIydIIeHHe TIPH MPEKPALIEHNH, TOBTOPHOE MOSIBIIEHUE MTPU
MOBTOPHOM BO3/1E€HCTBHHU.
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Cepoesnoe HeOmarompusitHoe coObitme  (SAE) mpencrasimsier  coboii  noboe
HE’KeJIaTeIbHOe MEANLINHCKOE SIBJICHHE, KOTOPOE:

IIpuBoout x cMepTH

SIBisieTcst OTIACHBIM IS XKU3HH (T.€., MAIUEHT UMEET PUCK CMEPTH BO BPEMsi COOBITHS)

TpebyeT rocruranu3aniy naueHTa WiK MPOAJIEHHs CYIECTBYIOIIEeH TOCTIUTAIN3aLUN

ITpuBOANT K MOCTOSTHHOM MJIM 3HAYUTENbHON WHBAJIMAHOCTH/HEAEECTTOCOOHOCTH

IIpencrasiisier OO0 BPOKAEHHBIN MOPOK PA3BUTHS IO/ TIATOJIOTHIO POIOB

Baskupie MmequuHCKHE COOBITHS, KOTOPBIE MOTYT HE NMPHUBOAHUTH K CMEPTH, HE SIBISATHCS
HETIOCPEACTBEHHO OMACHBIMM Ul JKU3HH WM He TpeOoBaTh TOCHHUTAIM3ALNUN, MOXKHO
paccMaTpuBaTh KaK Cepbe3HOE HeONarompusiTHoe CoOObITHE, KOrJa, Ha OCHOBaHHU
COOTBETCTBYIOIErO BpaueOHOrO MHEHMs, OHM MOIYT TMOJBEpraTb PUCKY NAlMEHTa WU
TpeOOBaTh BMEIIATENbCTBA IS IPEJOTBPALLEHHS OTHOTO U3 UCXOJIOB, NEPEUHCICHHBIX BBILIE.

IIpennonaraemble HeNMpeaBUACHHBIE cepbe3Hble HeOmarompusTHble peakunu (SUSAR)
NPECTAaBISIIOT COOOH Cepbe3Hble COOBITHS, KOTOpble He mnepeuucieHbl B IB, u kortopble
UCCIIeIOBATENb UIEHTU(PUIMPYET KaK CBSI3aHHbIE C HCCIIEAYEMbIM MPOAYKTOM WM CIOCOOOM.
3amuce 21 Csoma (denepanbubix npasun (CFR) CHIA 312.32 u agupekxtuBa EBpomeiickoro
Coro3a no kiamunHuueckuM uccnenoBanusim 2001/20/EC, u cBsizaHHbIE MOAPOOHBIE PYKOBOJICTBA
WJIN HAallMOHAJIbHbIE HOPMATUBHBIE TPEOOBAHMS B YUACTBYIOIIUX CTPaHAX TPEOYIOT perucTpauuu
SUSAR.

Bce AE (cepbesnbie u HecepbesHbie) cobupatot ot nonnucanus ICF no 60 cyTok mocie
MOCJeAHeN 03kl UCCIIEAYEMOro JIEKapCTBEHHOro cpeacTtBa ajs nauueHtoB ¢ ET, unu mo 56
CYTOK TOCJe TOCIEAHEeH 03Bl HCCIIEAYEMOro JIEKapCTBEHHOTO CPEACTBAa ISl MAIMEHTOB,
3aBepumBIINX ucciaenoBanune. Bce AE peructpupyrot B eCRF nociie mocTaHOBKH B U3BECTHOCTb
UCCIIEIOBATENIS] HJTH €ro/ee COTPYIHUKOB 00 X BOSHUKHOBEHUH.

Bce SAE peructpupyroT, HE3aBUCUMO OT OIEHKH HCCIEAOBAaTENeM MPUYUHHO-
cnenctBeHHo cBsisu. He cymectByer orpaHudeHuil mo BpemeHu s peructpaunu SAE,
KOTOpbIE  CYHTAIOT HUMEIOIIUMH  [PUYUHHO-CIEICTBEHHYID CBSI3b C  HCCIIEAYEMbIM
JIeKapCTBEHHBIM cpeAcTBOM. MccnenoBaTenu uMeroT npaso peructpuposatb SAE, He3aBucumo
OT NMPUYHHHO-CJICZICTBEHHOM CBSI3H, B JIIOOOE BpeMsi.

Hns Bcex SAE, uccnenoBarenb JODKEH MPEAOCTABHTD CJIEAYIOIEE. COOTBETCTBYOLIYIO
U 3amnpaiiuBaeMyr0 HHPOpPMAaLMO 00 OTCJICKMBAHUM, MNPUYMHHO-CIECICTBEHHYIO CBS3b
SAE(neckonpkux SAE), nedyenne/BmermatensctBo mo nosoay SAE(meckonpkux SAE), mcxon
SAE(HEeCKOIBKIX SAE) u COIPOBOXKAAIOIIHE MEAULIMHCKHE KapThl u
J1a00paTOPHY O/ AMArHOCTHYECKYO HHPOPMALIHUIO.

JlanHble 0 OepeMEeHHOCTH COOMPAIOT BO BPEMsI STOTO MCCIIEIOBAHUS JISl BCEX MAIlIEHTOB
U CYIPYTrOB/TIAPTHEPOB JKEHCKOTO TOJIA MALMEHTOB MY’KCKOro mosia. BospelicTBue BO Bpems
OepeMeHHOCTH (TaKke 00O3HAYEHHOE KaK BO3ICHCTBHE /71 Ufer0) MOKET SIBISIThCS PE3yJIbTATOM
ar00 BO3NEHCTBHS Ha MaTh, JHOO MepeHoca JEKAPCTBEHHOTO MperapaTta dyepe3 CrepMy Iocie
Bo3aericTBust Ha orma. CoOcTBeHHO OepeMeHHOCTh He paccMmatpuBaroT kak AE, ecnmu Her

MONO3PEHMSI, YTO HCCIIeAYEeMbld MPOAYKT MOXKET CO3[aBaTh IMOMexu sl 3(h(EeKTHBHOCTH



128

IIPOTHUBO3a4aTOYHOTIO JIEKAPCTBEHHOro cpencrsa. OAHAKO, OCIOXHEHHs OepeMEeHHOCTH WU
aHOMaJIbHbIe MCXO0bl OepeMeHHocTH sABIsIOTCS AE M mMoryT ynoBierBopsaTh kputepusim SAE
(HarpuMep, BHEMATOYHAs OEPEMEHHOCTb, CAMONPOHM3BOJIBHBIN a0OPT, BHYTPUMATOUHAS THOETb
IUIOZIa, CMEPTh HOBOPOKACHHOTO WJIM BPOKACHHAS aHoMaiusi). JJoOpoBONBHBIE MpephIBAHUS
OepemMeHHOCTH 0€3 OCIIOKHEHHH He cienyeT peructpuposath kak AE.

8. OueHku papMakoKUHETUKU U hapMaKOIAUHAMUKHU

OOpasipl KpoBU Uil ONpEeAeNieHHs KOHLIEHTPALMH JIEKAPCTBEHHOIO CPENCTBA B
CBIBOPOTKE U OLeHOK PD coOmparoT 10 M mocie BBEAECHUS HCCIENyEMOro JIEKapCTBEHHOTO
CpeICTBa BO BPEMEHHBIX TOUKAX, YKa3aHHBIX B PACHHMCAHUHU OLEHOK (cM. Tabmuipsl 23 u 24).
Peructpupyror ¢axTuueckyro aaty u Bpems (Moka3aHus 24-4acoOBBIX 4acOB) KaXJ0ro ordoopa
obpa3uos. KomudecTBo BpeMeHHBIX Touek oTOopa obpasuoB miusi PK mns moboro maHHOro
MalUeHTa He MPEBBIIIAeT 3alVIAHUPOBAHHOIO HA HACTOSILIMI MOMEHT KOJIMYECTBA BPEMEHHBIX
TOYEK.

O6pasupl kpoBu i oueHkr PK u PD coOuparoT u3 pyku, NPOTHUBOIOJOXKHOW pPYKe,
ucrionb3yemorr s uHQYy3un JekapcrBeHHoro cpenctBa. Ouenku PK/PD  siBrsiroTcst
cnenyromumu: (1) n3mMeHeHus: KoHUeHTpauuu B cbiBopoTke ALXNI1210 ¢ TeueHreM BpeMeHH U
(2) n3menenust KoHUeHTpauuu csodogHoro CS.

9. IloucKOBbBIE OLIEHKHU

JInsi TIOMCKOBBIX AaHANIN30B OMOMAapKepoB, CBOJHAs CTATHCTHKA MPEACTaBJIEHA IS
(baKTUYECKOr0 M3MEHEHUsI M TIPOIIEHTa M3MEHEHUS], 110 CPABHEHHUIO C UCXOIHBIM.

Bsaumocsssp mexay konueHtpanueir ALXNI1210 1 mouckoBbIMH OMOMapKepaMu HIIH
KOPPEJSLIHI0 MEXy KIMHUYECKUM MPEUMYLIECTBOM U KIOUeBbIMU [IOMCKOBBIMH OHOMapKephI
MOKHO OIICHHMBaTh TOCPEACTBOM TIpaduueckoro mnpencraBieHusi. [IOMCKOBblE aHAIHM3bBl U
aQHANMM3bl TOTEHIMANBHBIX B3aUMOCBSI3€M MEKIy KiuHudeckumu ucxomamu, PK/PD,
TeHETHYECKUM TMPOPUIeM U YPOBHIMU OHOMApKEpPOB, TAKXKE€ MOXHO NMPOBOAUTH. AKTHBHOCTH
APC u pe3ynbTarsl AJist ayTOAHTUTEN CYyMMHUPYIOT, €CJIH OLIEHUBAIOT.

IlouckoBble TIeHETUYECKUE HCCIENOBAHMS MOKHO MPOBOAUTH [JIsl HCCIEIOBAHUS
reHeTUYEeCKUX BapUaHTOB B I'€HaxX, KaKk M3BECTHO, accouuupoBaHHbix ¢ aHUS, Tak >xe kak nms
UICHTU(UKAIIMA HOBBIX N€HETUYECKHX BApUAHTOB, acconmupoBaHHbIX ¢ aHUS, Hapymenunem
peryJisiuu KOMIUIEMEHTa, Wi MeTabonn3MoM win 3¢ dextuBHOCTEI0 ALXN1210.

O reHeTuMyeckMX MyTaLMsAX W3BECTHONW KiuHH4Yeckod 3Hauumoctu npu aHUS
UCCIIeIOBATeNb COOOIAeT MALWEHTY MM ONEKYHY MalFieHTa BMECTE C COOTBETCTBYIOIIEH
reHeTU4YecKol KoHcyJpTanueil. O TreHeTHMYecKUX BapUaHTaX HEU3BECTHONW KIMHUYECKOH
3HAYUMOCTH UCCJIEAOBATENb HE COOOIIAaeT MareHTaM WM UX OTIeKyHaM.

JlononHurteneHble npu3Haku win cumnToMbl aHUS oleHuBaroT ¢ HCHONB30BaHHUEM
ONPOCHUKA IO HCIIOJNB30BAHHUIO PECYPCOB MALMEHTOM U ONMpPOCHHKA COOOLIEHHBIX MALUEHTOM
cumntomoB aHUS.

KommnoHeHTbl BHemoueuHbIX MNpu3HakoB uiau cumnroMoB aHUS, Bkirowast >KU3HEHHO

BakHble (YHKIMU W KJIMHUYECKHE JIaDOpaTOpHBIE MapaMeTpbl, MOXHO CYMMHPOBATH
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ONMCaTeIbHO B UCXOAHON TOUKE U BO BPEMEHHBIX TOYKAX [10CJIE€ HCXOAHOMN, U 10 U3MEHEHUSIM OT
UCXOAHON TOYKU. MOXKHO MPeNOoCTaBIATh CIUCOK 10 MalleHTaM.

AHanu3 NPU3HAKOB, CUMMOTOMOJIOTMUHM M HCIOJB30BAaHUS PECYpPCOB MOXKET BKJIIOUYAThb
CTaHJApPTHBIE CIIOCOOBI MJISI KaTerOPHabHBIX HCXOMOB B NPUCYTCTBHH WM B OTCYTCTBHE
MOBTOPSAIOLIUXCS U3MEPEHUI.

Ecnu onenka Ha CyTku 1 OTCYTCTBYET, OLIEHKY NPU CKPUHHUHIE HCIOJIb3YIOT B KaueCTBE
HCXOJHON OLICHKH.

s ouenku nosiHOoro oreera TMA Ha npoTsikeHuu 26-HeIeNbHOrO Mepuoia HadaibHON
OLIEHKH (TepBUYHAsi KOHEYHAsl TOYKA), JIJIs MALMEHTOB C OTCYTCTBUEM OLICHKH 3(PPEKTHBHOCTH,
COCTaBJAIOLIEN 4YacTb OmpeneiaeHuss noaHoro oresera TMA, Bce elle MNPOXOASIINX
HCCIIeIOBaHNe, OCYIIECTBIISIOT IEPEHOC NaHHbIX nocneanero Habmonenus snepen (LOCF). ns
MALUEHTOB, 3aBEPLIMBLIMX MCCIEAOBAHUE [0 HeAenu 26, AaHHbE BIUIOTb A0 BPEMEHU
MPEeKpaLeHHs] UCTIONb3YIOT JJIs1 OL€HKU NOJHOro oTBeTa TMA.

MaHunynauuyu ¢ OTCYTCTBYIOLIMMH JAaHHBIMU JJi1 MHCTpyMeHTOB QoL mpoBoasT, kak
YKa3aHO B MHCTPYKUHUAX JJIs1 KQXKI0TO MHCTPYMEHTA.

IIpomMerxyTOUHBIN aHAIU3 3aIUIAHUPOBAH JUIsl 3TOTO UCCJIENOBAaHMS MO OKOHYAHUU 26-
HEZEeJIbHOTO TEePHOJa HAYaJIbHOW OLEHKH, IOCHEe TOro, KaKk BCE€ MALMEHThI 3aBEPIUMIM WU
NPEKpAaTUIN 20-HeAENbHBbIH MEepUOi HadadbHOW oOueHkH. Kpome Toro, BTOpOH aHamu3 najs
0000menns mapaMeTpoB anuTenbHoN 3¢ exTuBHOoCcTH, Oe3omacuocTy U PK mpoBoasT B KoHIE
2-JIeTHEro NepuoAa pPacIIuPEeHUs.

IHPUMEP 4: PangoMmu3npoBaHHOe, OTKPBITOE HccegoBaHue (a3bl 3, ¢ KOHTPOJIeM
no akTuBHOMY mnpenapary, A ALXN1210, no cpaBHeHHIO € IKYJIH3YMaOoM, Y B3POCJIbIX
NALMEHTOB € MAPOKCU3MAJIbHONH HOYHOH remorio0unypueii (PNH), panee noasepraembix
JIeYeHHIO ¢ HCTIO0JIb30BAHHEM IKYJIH3yMaba.

OTkprITOE, pAHAOMU3UPOBAHHOE, MHOTOLIEHTPOBOE HUccienoBaHue Pas3bl 3, ¢ KOHTPOJIEM
MO0 AKTHBHOMY IIpermapaTty, MPOBOIMIN JUIsi OIEHKH Oe30macHOCTH U 3(h(EeKTHBHOCTH

ALXNI210 (traxxe usBectHoro kak Ultomiris™, antuteno BNJ441 wunmu paBynusymal), mo

2
CPAaBHEHHIO C OJKYJM3yMaOOM, BBEIEHHOro mnocpencrsoM BHyTpuBeHHOW (IV) wunHby3un
B3poCybIM narueHTaMm ¢ PNH, KoTOpbIX moaBepraiu JeUeHHIO C UCTIOIb30BAHUEM JKYIH3yMada
B T€YEHHUE IO MEHbLIEH Mepe 6 MeCsLEB.

1. Ilenu ¥ KOHEUHBIE TOUKHU

IlepBHuHON LENBIO SBISUIACH OLEHKa He MeHblied s¢dexktuBHoctn ALXNI210
(paBymi3ymada), Mo CpaBHEHHIO C 3KyJu3ymMaboM, y B3pOCHbIX marmeHToB ¢ PNH, koTopbix
MIOJIBEPTAIH JIEYEHUIO C UCTIOIb30BAHNEM 3KyJIH3yMabda B TEUSHHE TI0 MEHBLIEH Mepe 6 MECSIIIEB.

O He meHbiel 3()(HEKTUBHOCTH 3asBIISIIM, €CIH depe3 20 Henenb JICYCHUs BEPXHs
rpannua 95% nosepurensHoro uHtepBana (CI) must pasmuums (ALXN1210-skynmuzymad) B
npornente m3menenus yposHsi LDH (LDH-PCHG) coctasnsina menee 15%.

Bropuunble LenM BKIOYATH XapaKTePU3ALMIO OE€30MaCHOCTH M MEePEHOCHMOCTH
ALXNI1210 y mamuweHToB, mepeBedeHHbIX ¢ OSkyiamsymaba Ha ALXNI1210, omenka

s¢pdextuBHOocT ALXNI210 mocpeAacTBOM IOMONHHUTENBHBIX TOKa3aTteneld 3(QQPeKTUBHOCTH,
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Xapakrepm3yromux  ¢papmakokuHeTuky/papmakonuHamuky (PK/PD) u  HWMMyHOre€HHOCTB
ALXNI1210, u ouenky mnutenbHol O0e3onacHocTy U 3 dextnBHocTH ALXN1210.

IlepBuuHasi koHeyHast ToYka 3(PQPEKTHBHOCTH WCCIENOBAHUS MPENCTABIsIA COOOM
reMOoJIN3, KaK HM3MEPEHO HANPSMYI0 IO MPOIEHTY H3MEHEHHS YPOBHS JIAKTaTAETHAPOTeHa3bl
(LDH-PCHG) ot wucxomHoii Touku 10 cyTok 183. KiroueBbIMM BTOPHYHBIMH KOHEYHBIMHU
ToukaMu 3((PEeKTUBHOCTH HCChenoBaHUs (TIOAJEKAINMMH TECTUPOBAHUIO B HEPAPXHUECKOM
HOPSIZIKE) SIBJISUTUCD:

1. Jlons manyeHToB ¢ PE3KUM IeMOJIHM30M, ONPEAENIEHHBIM KaK 0 MEHbLIEH Mepe OJuH
HOBBI WJIM YXYJUIAOLIUICA CHMITOM WIM TPU3HAK BHYTPUCOCYJUCTOTO TI€MOJIN3a
(yTOMIIsieMoCTb, TeMOrIOONHYpHsi, 00NN B 00JIACTH JKUBOTA, 3aTPYAHEHUE JbIXaHUA (IHUCIHO?),
anemusi (remoryiobun < 10 r/mm), ocHOBHOe HeOnaromnpusitHoe cocynuctoe coobitue (MAVE)
(BKirOUast TpomMO03), nucharust WK 3peKTUIbHAs AUCPYHKINSA) B MPUCYTCTBUU YBEIHMUEHHOTO
yposHst LDH > 2 x pepxnero npenena Hopmsl (ULN)

2. HW3menenme xauectBa km3HM (QoOL), kak OIEHEHO TOCPEACTBOM  MIKAJIBI
($yHKIMOHATBHON OLeHkH Tepanuu Xxponuueckoro 3abomeBanusi (FACIT) - yromusiemocTy,
BEPCHUH 4, OT UICXOAHOHN TOYKH 10 CYTOK 183

3. Hckmouenue tpanchysuii (TA), ompeneneHHOe Kak AOJsS TMALMEHTOB, KOTOPBIE
OCTaBaJIMCh CBOOOAHBIMHU OT TPAaHC(HY3HH U HE HYKAAIHCH B TpaHC(PY3HH, KaK M0 YKa3aHHOMY B
IIPOTOKOJIE PyKOBOJACTBY, OT MCXOHOM TOYKH 10 CYyTOK 183

4. Jlonst mnauueHTOB ¢ CTAaOWJIM3UPOBAHHBIM T'€MOIJIOOMHOM, OIPEAETICHHBIM Kak
UCKJIFOUEHHE YMEHBIIEHUs] Ha > 2 T/1J1 yPOBHS reMOrioOHHa, O CPABHEHHIO C MCXOAHBIM, B
OTCYTCTBHE TPAHC(Y3UH, OT UCXOTHOM TOUKH 1O CYyTOK 183

Jlpyrue BTOpHYHbIE KOHEYHbIE TOUKH 3((HEKTUBHOCTH MCCISIOBAHUS BKIIFOYAIN OLEHKY::
(1) obmero komuyectBa emuHHL SpuTpouuTapHoi Macchl (pPRBC), BBEIEHHBIX MOCPEICTBOM
TpaHC(py3UH OT MCXOAHOH TOYKM 1O CcyToK 183, (2) monm manmentoB ¢ LDH B HOpManbHOM
nuana3one Ha cytku 183, (3) u3MeHeHusl Mo LIKajie OCHOBHOI'O ONMPOCHUKA-30 KayecTBa JKU3HU
(QLQ-C30), Bepcum 3.0, EBpomelckoil OpraHu3aly MO HCCICIOBAHUSAM H JICYCHHUIO
3nokadecTBeHHbIX omyxoyeill (EORTC), or mcxomHol Toukm no cyTok 183, (4) usmeHeHwHs
KJImHnYeckux nposisieHnii PNH (yromisiemocTn, remorinobunypun, 6o B 00JacT JKHUBOTA,
3aTPYOHEHUS] bIXaHUS, aHEMHHU, AUCHATHH U SPEKTHIBHON AUCHYHKIMHM) OT UCXOAHON TOYKH
1o cytok 183 u (5) nonu maueHToB, ucnbiTbiBaromXx MAVE, oT UCXONHON TOYKU IO CYTOK
183.

dapmakoKkrHETHYECKHE U (PapMaKOJMHAMUYECKHE KOHEUHBIE TOUYKH BKJIFOYAN OLEHKY:
(1) m3meneHust koHUeHTpauuu B cbiBOpoTke ALXNI1210 1 skynuzymada ¢ Te€4eHHEM BPEMEHH,
(2) u3MeHeHus] FeMOJIUTHYECKON aKTUBHOCTH TI0 OTHOIIEHHIO K sputponutam Kypuilsl (CRBC) ¢
TE€YeHHEM BpeMeHH (IOUCKOBBIE) U (3) M3MEHEHUs] KOHLEeHTpauu cBodonHoro CS ¢ TeueHnem
BPEMEHU.

ITonckoBble KOHEYHBIE TOYKH BKJIFOYAIH OLIEHKY COOOIIEHHBIX MAIlEHTOM CHMIITOMOB

PNH u ucnonp3oBaHust peCypcoB 34paBOOXPAHEHHUS.
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besonacHocte u mepeHocumocTh ALXNI210, mo CpaBHEHHIO C 3KyJIH3yMaOoM,
OLICHUBAJIN TIOCPEACTBOM (U3MYECKHX OOCIENOBaHMH, JKU3HEHHO BAXKHBIX (YHKIIHH,
sanektpokapanorpamm (OKI'), 1abopaTOpHBIX OIEHOK W BCTPEHYaeMOCTH HeOJarompHUsTHBIX
cobbrrnii (AE) u cepbesnbix HeOmaronpusiTHeix coObituii (SAE). B koHIEe wucciemoBaHus
OLIGHUBAJIIM TAaKXK€ [OJIK0 TMALUEHTOB, Yy KOTOPBIX OOpa30BajMCh AaHTUTENA IPOTUB
JeKapcTBEHHOTO cpencTra (ADA).

2. JIu3aiiH ucclienoBaHus

3710 HccrenoBaHue ObLIO MPEAHA3HAYEHO IS OLEHKH 0€30MacHOCTH M 3PPEKTUBHOCTH
ALXNI210 (paBynuzymaba), MO CpPaBHEHHIO C OKyJIH3yMaOOM, BBEIEHHOIO MOCPEICTBOM
BHyTpuBeHHON (IV) nHdpy3un B3pocneiM narmentam ¢ PNH, KoTOpbIX moaBepraiu JIEYEHUIO €
UCIIOJIb30BAaHNEM 3KyJn3ymaba B Te4eHHE IO MEHbLIeH Mepe mocienHux 6 wecsines. 1o
IU3aiiHy OKUJAJNM BKJIIOYEHHE B HccienoBaHue mnpubmusurensHo 192 mamuentos (96
NALMEeHTOB Ha IPYIIY JIEYEHHsI), HO B KOHEUYHOM cueTe 195 cyObeKkTOB 3aperucTpupoBaHbl B
uccienoBaHny, U 186 cyOBEKTOB aHANIM3UPOBAIM B Ka4eCTBE YACTH AHAIM3a MO MPOTOKOJY.
HccnenoBanue BKIIOYANO 4-HEAENbHBIM NEpUOA CKPUHHMHIA, 20-HEAENbHBIH IMEepUuon
PaHIOMHU3UPOBAHHOIO JIEYEHUs] M MEpUOJd pacliupeHus BIUIOTb 10 2 ner. llanuentos
crpatudunupoBasy B 1 U3 2 rpynm Ha OCHOBAaHMU TpaHCQY3UH B aHaMHe3e (IIOJBEpPraHus
Tpancgys3un sputporutaproit maccel (pRBC) B npenenax 12 mecsines 10 CyTOK 1, 1a uiiu HeT).
ITareHTOB BHYTPH KaXKAOH M3 2 TPYMII CIy4aiiHBIM 00pa3oM perucTpHpOBAIN B COOTHOIIEHHU
1:1 nmubo nist mponoyKeHus: BBEACHUs SKyam3yMaba, nnbo s nepeona Ha ALXNI1210. 97
NanueHToB 3apeructpupoaHo B rpynmy ALXNI210 um 98 nauueHTOB 3aperucTpUpOBaHO B
rpynny skyiausymada. Ilocne 3aBepiuenusi wiccimenoBanus, 191 cyObeKkTOB mepeBeneHbl s
perucTpanyy B paClIMPeHHOE UCCIe0oBaHne, TOCKONbKY 4 cyobekrta (1 B rpynme ALXN1210 u
3 B rpymnre 3KkyJu3yMada) NpeKpaTuiu JeUeHHe.

Ilepen pangomu3anuedl u B mpeaenax S CyTOK 1O BBEIACHMSI HCCIEAYEeMOIo
JIEKApCTBEHHOTO CPENCTBAa HA CYTKH 1, TéeMOrIOOMH y KaKAOro MalMeHTa OLEHHBAIH JHOO B
JIOKaJIbHOH, MO0 B LeHTpasibHOU JabopaTopun. Ecim Ha 3TO BpeMst ypOBEHb IeMOTJIOONHA Y
MAIMEeHTa COOTBETCTBOBAJ YKA3aHHOMY B MPOTOKOJIE PYKOBOZACTBY IO TPaHC(Y3HH, MALUEHTA
noaBepraiu Tpancdysun ¢ ucnoib3osanueM pRBC o ypoBHs reMorioOnHa BbIlIe YKa3aHHOTO
B TPOTOKOJIE Tpeneia s TpaHC(y3uu, 4TOOBI OH MOAXONWJI Ui paHaoMusanuu. JIuGo B
JIOKaJIbHOH, JINOO B LEHTPaJIbHON J1aOOpaTOpPHH, MOATBEPKAAIHN, YTO YPOBEHb IeMOIJIOONHA Y
MAlHMEHTa MoCiie TPAaHC(Y3UH MPEBBIIIAET YKA3aHHBIA B IIPOTOKOJIE MPENest 1l TpaHC(y3Huu.

CyTku 1 uccnegyeMoro jedeHus HacCTyNajiu 4yepe3 2 HeAeNu MOCie BBEJEHUS MallUueHTy
nocjenHel mo3bl sKynusymada. IlammenTtam, ciydaiiHeiM 00pa3oM 3aperdCTPHPOBAHHBIM B
rpyrmmy ALXN1210, BBonunu Harpy3o4nyro o3y (cm. tabmuiy 7) ALXN1210 Ha cytku 1, ¢
nocnenyromumMu nogaepsxkuparomumu 1o3amu ALXN1210 Ha cytku 15 u xaxkaeie 8 Henmenb
(q8w) mocie sToro B TedyeHWe Bcero 26 Henenb jeueHus. llamueHtam, ciydaiiHbIM 0Opazom
3apErUCTPUPOBAHHBIM B TPYIIY 3KyJIu3yMada, NPOAOJUKAIH BBEACHHE ONOOPEHHOH O3Bl
skynu3ymada mist nedenuss PNH (900 mr xaxnbie 2 Henenu [2w]) B TedeHHe BCero 26 Hemelb

HUCCIIENYEMOTO JICHCHUS.
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Ilocne 3aBepuieHUst BCeX OLEHOK HAa CyTKHM 183, ManMeHTHI MEepEeBEeNEHbl B IEPUOA
pacumpenus, W uM npoponkaroT BBoauTh ALXNI210 moka mpoaykKT HE CTaHET
3apEruCTPUPOBAHHBIM HJIM ONOOPEHHBIM (B COOTBETCTBUHM C OIPENEICHHBIMH [JIsI CTPaHBI
HOPMAaTHBaMH), WJIM B TEUEHHE BIUIOTH 1O 2 JIET, B 3aBUCUMOCTH OT TOTO, YTO HACTYIIUT paHee.
Hauunas ¢ cyrok 183, maunueHTam, paHIOMH3UpPOBaHHbIM B rpynmy JjeueHus ALXNI1210,
BBOJIMJIM TIOZZIEPKUBAIOINYIO 103y (kak onucaHo Bbime) ALXN1210 xaxasie 8 Henensb (q8w), u
NanueHTaM, PaHAOMHU3UPOBAHHBIM B IPYMIY 3KyJIu3yMada, BBOIWIM HArpy304HYIO 103y (Kak
orrcano Bbie) ALXN1210 uepes 2 Henenu u kakaeie 8 Henenb (q8w) mociie 3Toro, COriacHO
OCHOBaHHON Ha Macce noaaepxusaromeil 1oze ALXN1210. @urypel 25 u 26 UILIIOCTPUPYIOT
IOW3aiH UCCIIETOBAHM.

Tpancdyzuro pRBC npoBoamny, korna nayueHT UMeN YPOBEeHb reMoriaoduHa 9 r/an nnu
HIDKE C MPU3HAKAMU WM CUMITOMAaMH JOCTATOYHOM TSKECTH, YTOOBI OMpaBAaTh TpaHchys3Huio,
WIM ypOBEHb reMoryioOnHa 7 T/ WM HIKE, HE3aBHCUMO OT MPUCYTCTBUS KIMHUYECKHX
MPU3HAKOB WJIU CUMIITOMOB.

Pacriucanue oneHok mpencraBieHo B Tabmume 30 s CKpUHHHTAa W Tepuoa
PaHAOMHM3HPOBAHHOIO JieueHHs, U B Tabmune 31 (mauMeHThbl, NepeBeleHHbIE M3 TPYIIIbI
ALXN1210), u B Tabauue 32 (MauyeHTsl, NepeBeIeHHbIE 3 TPYIIbI KyIH3yMada) A meproaa
pacIIupeHusl.

JlononHuTebHbIE (BHE PACIMCAHUS) OCMOTPBI BHE YKa3aHHBIX OCMOTPOB Pa3peLIeHb 110
pemeHur0 uccienosarend. Ilpouenypel, TeCTl M OLEHKHM NPOBOAWIM MO PELICHUIO
uccnenoBarensi. JIoOble TeCTbl, MPOLEAYpPbl HIH OLEHKH, MPOBOAMMBIE TPU OCMOTPAaX BHE
pacmMcaHusi, PErucCTPUPOBAIM B JJIEKTPOHHBIX KapTOYKaX YYaCTHUKOB KJIHMHHYECKOIO
uccnenoanus (€CRF).

Kpome Toro, eciam mnporHosupyemoe COOBITHE pE3KOro TIeMOJIM3a IMPOUCXOIUIIO,
napamerpel LDH, PK wu PD amammupoBamu B ueHTpaidbHOH Jsaboparopun. Ecmu
NPOTHO3UPYEMOE COOBITHE PE3KOro TreMOJH3a He NPOHCXOIIO Ha BpeMs OCMOTpa IO
pacmuCcaHMIO, TIPOBOAMIM OCMOTP BHE PACIUCAHUs JJISi OLIEHKH COCTOSIHUSI MAlMeHTa U cOopa
HeoOxonumbix mapamerpos LDH, PK u PD. Jlna ueneil onpeneneHuss pe3KOro reMoOIH3a,
Onenka LDH ocHOBaHa Ha 3HAYEHUH, IOJYYEHHOM B LIEHTPAJIbHON JTa00OpaTOPUH.

Ta6nauna 30: Pacnucanue oCMOTPOB M OLICHOK NMPH HCCJAEJ0OBAHUH: OT CKPHUHHHIA

A0 KOHLIA NePpHUOoAA PAHAOMHU3HPOBAHHOI'O JICYCHUSA

[Tepuon CxpuHuH Ilepuon paHAOMU3UPOBAHHOTO JICUEHHUS

r
CyTku -28--1 | 1| 8 [15(22(29]43|57|71|85[99|113|127|141{155|169|183/E
lcCIIe JOBAHUS T
OxHO (CyTKH) N/A T2|E2( X2 (£ 2| 2|£ 2 2(£2|£2|£2|£2|£2|£2(£2] £2
Iupopmuposa X
HHOE COIIacHe
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[Tepuon CxpuHuH Ilepuon paHAOMU3UPOBAHHOTIO JICUECHHUS
r
CyTtku -28--1 | 1| 8 [15(22(29]43|57|71|85[99|113|127|141{155|169|183/E
MicCIIeJOBAHUS T
OxHO (CyTKR) N/A T2\E2|E2 (2| 2|2 2(E2|£2(£2(£2|£2(2(x£2] £2

lbe3zonacHOCTB, X X X
OKI' B 12
OTBEIeHUAX!
XumMugeckuit X [ XXX X[ X XXX XXX X]|X|X]|X]| X
QHAJN3,
Brarouas LDHK
["emaromnorus, X [ XXX X[ X X[ XXX XX X|X|X]|X]| X
BKJTFOUast
CBOOOIHBII
reMOTJIOOMH U
CBEPTBhIBAHUE
KpoBu*
HccnenoBanue X X X X X X X
MOYH U

X UMWY ECKUI
QHAIN3 MOYHX
oTOOp X Xm | X Xm | xm | xm | xm| K| xm | xm)xm | K1 xm | ym | xm) Xl
00pas1oB asst
PK/PD
MMMyHOTeHHOC X X X X
b (ADA)"
0030p mamsITKU XXX XXX XXX XIX|[X[X[X[X] X
0€301acHOCTH
Pe3kuii <—HenpeppiBHOE MOHUTOPUPOBAHUE—
reMon3°®
ConyTcTByHOII X <—HenpepriBHOE MOHUTOPUPOBAHUE—
e
IeKapCTBEHHbBIS
CpencTBa
Hebnaronpusit X <—HenpepriBHOE MOHUTOPUPOBAHUE—
HbIE COOBITHSI
Pangomm3arimsP X

BBeJCHUE X X X X =T
ALXNI12104
BeeneHue X X X[ X[ X[ X[ X[ X[|X[X[X[X[X
BKyJIHU3yMada

Coxkpainenus: ADA=anTuTeno IIPOTHUB JIEKapCTBEHHOTO CpencTBa,
OKI'=anextpokapanorpamma, EORTC QLQ-C30=IIIkana ocHoBHOro omnpocHuka-30 kauecTBa
>kn3HU EBponenckoi opranusaniy no UCCIEI0BAHUAM U JIEYEHUIO 3JI0KA4YE€CTBEHHBIX OIMyXOJIeH;
ET=pannee npekpamenne; FACIT-Yromnsaemoctes=I11kana ¢pyHKINOHATIBHON OLEHKU TEPAITUH
XpoHudeckoro 3aboneBaHusi - yromusiemoctd, HIV=Bupyc wunmmyHOnmeduumra dYenoBeka,
LDH=nakrataerunporesasa, N/A=HenpuMeHnMo; PD=¢dapmakonuHamuka;

PK=¢apmakoxknnernka, PNH=napokcusmaibHass HOYHasi FeMOTJIO0NHY pUs



135

2 Bcex ManMeHTOB BaKIMHUPOBAIHM MPOTHB MEHMHIOKOKKOBBIX MH(EKIMH B mpenenax 3
JIeT O WIKM BO BpeMsl Hadasia BBeAeHUs MccenyemMoro jJekapcTBEHHOro cpeacTsa. llanuenTos,
ISl KOTOPBIX HaudajM JIeYeHUE HCCIIEAyeMbIM JIEKapCTBEHHBIM CPEJCTBOM MEHee, 4eM depes 2
HelleNn T1I0Cj€ BBEAEHUs IPOTUBOMEHMHTOKOKKOBOM —BaKLMHBI, IOABEPrajld JIEYEHUIO
HNOIXOMALIMMH MPOPHIAKTHIECKUMU aHTUOMOTHKAMH 10 2 HENleNb NOCIIe BAKLIMHALIMH.

b Pasmep kiona neiikoruros (WBC; rpaHyJiOUHTOB ¥ MOHOLIUTOB) M 3PHUTPOLIMTOB
(RBC), usmepeHHBIHI NOCPEACTBOM BBICOKOYYBCTBUTEIBHONH NPOTOYHON LUTOMETPUH TIPU
CKpUHHHIE U Ha cyTKH 1; Tonbko pa3mep kjioHa RBC Ha cyTku 71 u cytku 183,

¢ Tonpko 1UIsl MALMEHTOB JXEHCKOTO MOJia C PENpOAYKTHUBHBIM NOTEHLHUanoM. TecT
CBIBOPOTKH Ha OEpEeMEHHOCTb NPU CKPUHMUHIE U Ha CyTkH 183; TecT Moun Ha OepeMEeHHOCTh BO
BCEX IPYTUX HEOOXOAUMBIX BPEMEHHBIX TOukax. OTpHULATENbHBIH pPE3yJbTaT TECTa MOYHU
ABnsAnca HeoOxoauMbiM mnepen BeeneHneM ALXNI210 umm skynusymaba Ui MAlMEeHTOB
JKEHCKOT0 110J1a ¢ PENPOAYKTUBHBIM NIOTEHLIMAJIOM NP YKa3aHHBIX OCMOTpAaXx.

d  Tpanchysuu, TNpPOBENEHHBIE BO BpPEMsi OCMOTPOB W MEXKIY OCMOTPaMH,
PEruCTpPUPOBAIIN.

¢ Ilepen panmoMu3zauMed U B Ipelaenax S CyYTOK [0 BBEAEHHUS HCCIEAYEMOIo
JIEKaPCTBEHHOI'O CPEJCTBA HA CYTKH 1, reMOrJoOMH y KakKIOro MalueHTa OLEHUBAIU JHOO B
JIOKaJIbHOM, MO0 B LeHTpanbHOU JNabopaTopun. Ecian Ha 3TO BpeMsi ypOBEHb IeMOTJIOOHHA Y
NaLMeHTa COOTBETCTBOBAJ YKa3aHHOMY B IIPOTOKOJI€ PYKOBOACTBY MO TpaHC(y3UH, MALEHTa
nozasepranu tpaHcdysun ¢ ucrnonpzosanueM pRBC 1o ypoBHs reMoryio0nHa BbIlIe YKa3aHHOTO
B TPOTOKOJIE mpeneia ais TpaHCys3uu, 4TOOBl OH MOAXONWI Ui paHaomMuzanuu. JInbo B
JIOKaJIbHOH, MO0 B LEHTPaIbHON J1aOOpaTOPHH, MOATBEPKAAIH, YTO YPOBEHb MeMOIJIOOMHA Y
MAIMEHTa MocJie TPAaHC(Y3UH MPEBBIIAET YKA3AHHBINA B IPOTOKOJIE MPenes il TpaHC(y3Huu.

f Ouenka wuccnenoBaTeNeM WM YIOJHOMOYEHHBIM JIMLIOM CIEIYIOUIMX COOBITHIA:
YTOMJISIEMOCTH, OOJIM B OOJIACTH KUBOTA, AMCIHO3, Aucdaruu, 00U B TPyAH U 3PEKTUIBHOM
OUC(HYHKITHH.

& CooOL1eHHbIE TEPANIEBTOM U IMALMEHTOM OLICHKH IMOJIyYaly A0 BBEICHUS HCCIIETYEMOTO
JIeKapCTBEHHOI'O CPEJCTBA.

b Cokpamiennoe ¢usndeckoe 00CIENOBAHUE COCTOSIIO M3 3HAYUMOrO OOCIENOBAHUS
CHCTEMBbI OpraHU3Ma Ha OCHOBAHHH CYXKIEHUs UCClienoBaTels (WM yIOJTHOMOYEHHOTO JINLA) U
cuMnTomMoB nanueHTa. [1o MeHbiueit Mepe 1 cucteMy opraHu3zma NpOBEPSUIU IJI1 COKPALIEHHOTO
¢du3ngeckoro oOCIeOBaHMS.

I U3MepeHusi KU3HEHHO BaXKHBIX (YHKIWM MPOBONWIM MOCIE OTIbIXa NAlUEHTa B
Te4eHHe M0 MEeHblIell Mepe 5 MHUHYT, U OHM BKJIIOYAJH CHUCTOJMYECKOE U JHACTOJUYECKOE
KPOBSIHOE JaBjieHHe (MIUUIMMETPOB PTYTHOrO CTOj0Aa [MM pT. CT.]), 4acTOTy CepAEeYHBIX
COKpaleHuil (yaapoB/MUHYTY), 4aCcTOTY IbIXaHMS (BIOXOB/MHHYTY), U TeMIepaTypa (rpaxycoB
Henbcust [°C| wnu rpagycoB @apenreiita [°F]). Ha cyTtku mosupoBanusi, JKM3HEHHO BaKHBIC
(YHKIIMU OTIpenesiyii 1O BBEACHUS UCCIIEy eMOT0 JIEKAPCTBEHHOTO CPEICTBA.

I OpHokpatHyto OKIT B 12 OTBe#EHMSIX MNPOBOIAMJIM MPH CKPUHHUHTE U TEPEN

no3upoBaHueM Ha cyTku 57 u cytku 183. [lanumeHTs! Jekaiu Ha ciuHe MPpUOIU3UTENbHO 5-10
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MuHYT 10 npoBeaeHust DKI' u ocTaBamich Ha CrivHe, HO OOAPCTBOBAIH, BO BPEMsI IIPOBEACHUS
OKT.

K Knunnueckue 1abopaTopHble U3MEPEHUs! MPOBOIMIIN TIEPEN IO3MPOBAHUEM HA CYTKH
I03UPOBaHUsl. YPOBHU (DOJUTMKYJIOCTHMYJIMPYIOIIEr0O TOPMOHA H3MEPSIM TOJNBKO B XOHE
CKPUHHHIA AJIl MOATBEP:KAEHUS] IOCTMEHOIAy3aJIbHOIO CTaTyca.

I O6pasuptl ceiBOpoTKH st aHamu3oB PK/PD cobupanu mepen po3upoBanueM (B
npenenax 0,5 vacoB 10 Havana uHQY3uK) U B KoHIe uH(py3uu (B mpenenax 0,5 gacoB mocne
OKOHYaHus uHOy3uM). JlIs MHUHUMH3AIMM YKOJIOB TaLMEHTa WIJIOH, oOpasen mepen
J03UPOBAHUEM MOKHO OTOMpPATH Yepe3 BEHO3HBIH JOCTYTI, MOJYUEHHbIN s HHPY3UH 03B, 10
BBeZIeHNs 103bl. OOpa3iipl B KOHLIE HH(Y3UN OTOMpaNU U3 MPOTHUBOIIOJIOKHOM, HE MO/IBEpraeMoi
uH}y3un, pyku nanueHta. Cienyer oTMeTuTh, 4To oOpasel B KOHLE MHQY3UH Ha CyTku 183
paccMaTpuBajM Kak OIEHKY B mepuone pacmmpeHus (cMm. tabmuiy 31 u Tabmuny 32). Bcee
3HaueHus BpeMeHu cobopa peructpuposanu B eCRF. Ilpu coOpiTiH pe3koro remonsa, cooupaiu
obpasen cbiBOpOTKH [yist aHanu3a PK/PD.

M OGpasupl chBOpOTKH 111 aHanu3oB PK/PD coOupanu nepen mosupoBaHueM (B
npeaenax 0,5 wacoB 10 Havana wuHQY3UH) Uil TALKMEHTOB, IOJBEPraeMbIX JIEYEHHUIO
sKyu3ymMabom, u B JI000e BpeMsi IJIsl MALMEHTOB, nonasepraembix jedenuro ALXN1210. Bee
3Ha4YeHus BpeMenu coopa peructpuposanu B e€CRF. IIpu coOpiTiu peskoro remonusa, cooupanu
obpaser ceiBopoTkH 11 aHanm3a PK/PD.

1 O6pasus! it ADA cobupanu nepern 103MPOBAHHEM.

° Ecnu mporHo3upyemMoe COOBbITHE PE3KOro reMojiu3a MPOMCXOnuio, mapamerpbl LDH,
PK u PD ananusupoBaiu B LEHTpajbHOU jabopatopuu. Eciau mnporHosupyemoe coObITHE
PE3KOro reMoJif3a He MPOMCXOAMIIO Ha BpEMsI OCMOTpA IO PaCIUCaHUIO, IPOBOAUIN OCMOTP BHE
pacnucaHus AJisl OLEHKH COCTOSIHUS MalueHTa u cbopa HeoOxonumbix mapamerpos LDH, PK u
PD.

P [laumeHTOB CHy4YailHbIM OOpa3OM pErucCTPUPOBAIM ISl JICUEHHs, TOCPEACTBOM
UHTEPAKTHBHON CHCTEMBI, TO3BOJISIOIIEH IOCTYN MyTeM Tene(OHHOrO 3BOHKA WJIM 4Yepe3
unrepHet (IXRS).

4 JToza ALXN1210 ocHOBaHa Ha MocCleAHel 3aperucTpUpPOBaHHON BO BpeMsi OCMOTpa B
paMKax UCCIIeOBaHUS Macce Teja MalueHTa.

' OueHKy MepPBUYHBIX KOHEYHBIX TOYEK 3P (PEKTUBHOCTH MPOBOAMIN O TO3UPOBAHHS HA
cytkn 183. JlosupoBaHue Ha CyTKM 183 $BJIsJIOCH Ha4dalioM NEPUOAA PACLUMPEHHUS.
JlonosHUTEIbHBIE MPOLENYPhl HAa CYyTKU 183 mocie no3upoBaHusi cM. B Tadnuue 31 u Tabnwme
32.

Tabnuna 31: Pacnucanue ocMOTpoB M OleHOK npu wucciaegosanuu: Ilepuon

pacIIMpeHusi - NallHeHThI, NepeBeaeHHble 3 rpymnbel ALXN1210
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[Tepuon

Ilepuon paciu

DECHUA

CyTku
MCCIIETIOBAHUS

1832

239

295

351

407

463

519

575

631|687

743

799

855

911
EOS/E

OxHO (cyTKH)

+2

+7

+7

+7

+7

+7

+7

+7|1+7

+7

+7

+7

+7

pasmep kiona PNHP

X

X

X

Macca

i

i

i

X

X

X

>~
>~

X

X

X

X

Tect Ha
OepeMeHHOCTh®

X

X

X

Peructpauus
TpaHcQy3uil u
apamMeTpoB
rpaHcdysuund

C UMIITOMATOJIOr Us
PNH¢

FACIT-
'VTomisiemocTb!

EORTC QLQ-C30f

OnpocHUK st
[ALMEHTOB 10
cumnromam PNHf

I e

I

I S e

IR IR

OnpocHuk 1ist

[ALHEHTOB I10

MICIIOJIb30BAHUIO
ecypcos!

>

>

>~

>~

CokpaieHHoe
(busnveckoe
oOcnenoBaHues

PK13HEHHO Ba)KHbBIE
byHKIIU"

besomacHocTs, OKI
B 12 oTBeneHUAX!

XMMHUYECKUN
AHAJIN3, BKJIIOYAs
LDH

["emartonorus,
BKJIFOYAst
CBOOOIHBII
reMOIIOOMH U
CBEPTHIBAHHME KPOBW

MccnenoBanme
MOYH U
XUMHUYECKUH aHaIHu3
MOu

0TOOp 00pa3IOB 1JIs
PK/PDk

MMyHOr€HHOCTD

(ADA)

00630p mamsITKu
0e30macHOCTH
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[Tepuon Ilepuon paciinpenus
911

CyTku EOS/E
MCCIIEAOBAHUS 1832[239|295[351[407[463|519|575|631|687[743[799(855| T
OxHO (cyTKH) T2 | T | T £T7 |\ T\ £T7 [T | T\ T T ET|ET|£T7| £7
Peskuii reMmoanz™ <—HenpepbiBHOE MOHUTOPUPOBAHHE—
ComnyTcTByOLINE <—HenpepriBHOE MOHUTOPUPOBAaHHE—
NeKapCTBEHHbIE
CpeAcTBa
Hebnaronpusitabie <—HenpepriBHOE MOHUTOPUPOBaHHE—
coObITHS
Beenenue X1 X X[ X[ X[ X X[ X[ X[X[X[X]|X
ALXNI210"

Coxkpaienus: ADA=anTuTeno IIPOTHUB JIEKapCTBEHHOIO CpEencTBa,

OKI'=anextpokapauorpamma;, EORTC QLQ-C30=IlIkana ocHOBHOro omnpocHuka-30 kauecTsa
’KU3HU EBponenckoi opraHn3aluy N0 UCCIeI0BaHUSAM U JIEYEHHIO 3JI0KaUeCTBEHHbBIX OIyXOJIeH;
EOS=okonuanue uccnenosanusi, ET=pannee npexpawenue; FACIT-YTomnsemocrb=IIxkana
(YHKLMOHATBPHONH  OLIEHKM Tepamuud XPOHHUYECKOro  3a00JeBaHUsl -  YTOMILIEMOCTH;
LDH=nakraTaeruaporeHasa; PD=c¢apmakonnHamuka; PK=dapmakoknHeTHKa,
PNH=napokcu3manbHasi HOUHasi FfeMOTJI00NHY pHst

2 BceM mMalMeHTaM, 3aperMCTPUPOBAaHHBIM Uil MEpUOAA pPACIIUPEHHs, BBOAWIU
ALXN1210 Ha cyTku 183 nocne npoBeneHus BCEX OLIEHOK.

b Pasmep kioHa rpaHynouutoB u sputporutoB (RBC), u3MepeHHbIH MOCPENCTBOM
BBICOKOYYBCTBUTEIBHON MPOTOYHON LIUTOMETPUM Ha CyTKH 351 u 743; TOIBKO pasmep KJIOHA
RBC npu npyrux ocmorpax.

¢ Tompko IUIsl MALMEHTOB JXEHCKOTO TMOJia C PEeNpOAYKTHBHBIM MOTEHLHANIoOM. TecT
CBIBOPOTKH Ha OepeMeHHOCTh ToJbKO mpu ET; TecT Moun Ha OEpeMEHHOCTb BO BCEX JPYIHX
BPEMEHHBIX TOukax. OTpULATENbHBIN Pe3yJbTaT TeCTa MOYH SIBJSUICS HEOOXOOMMBIM Iepen
BeeneHrneM ALXNI1210 ans manueHTOB >KEHCKOTO IMojia ¢ PENpOayKTHBHBIM MOTEHIIMAJIOM Ha
CYTKH JIO3UPOBAHUS.

d  Tpaucy3uu, TNpPOBEAEHHBIE BO BpPEMS OCMOTPOB W MEXKIY OCMOTPaMH,
pPEerucTpUpOBaIIH.

¢ QueHKa HCCIENOBATENeM WM YIOJHOMOYEHHBIM JIUIIOM CJIEAYIOLMINX COOBITHIA:
YTOMJISIEMOCTH, OOJIM B OOJIACTH KMBOTA, AMCIIHO3, Aucdaruy, 00U B IPyAH U 3PEKTUIBHOM
OUC(hYHKITHH.

T CoobreHHbIE TEPANEBTOM M MALMEHTOM OLIEHKH MOJTyYajiu 1O BBEIEHUS HCCIIENYEMOrO
JIEKapCTBEHHOI'O CPEJICTBA.

& CokpameHHoe (usudeckoe oOCIeNOBaHHE COCTOSUIO W3 3HAYUMOTrO OOCIeTOBaHUS
CHCTEMBbI OpraHNU3Ma Ha OCHOBaHHHM CYKIEHUs UCClienoBaTelNs (WM yIOJTHOMOYEHHOTO JINLA) U
cumMnToMoB naunueHta. Ilo MeHblnell Mepe OIHY CHUCTEMy OpraHu3Ma IIPOBEpSNIN s
COKpaIeHHOTo (PH3UUECKOro 00CTeIOBAHMUSI.

b Msmepenusi KM3HEHHO BaXKHBIX (YHKIHMI MPOBOAMIIK TIOCJE OTIAbIXa TMAIMEHTA B

TeUeHHUE II0 MeHblei MEpE 5 MHWHYT, U OHH BKJIHOYAJIU CHUCTOJHYECKOEC U AUACTOJIUYCCKOC
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KPOBSIHOE JaBJieHHe (MIUUTMMETPOB PTYTHOrO CTOj0Aa [MM pT. CT.]), YacTOTy CEpAEYHBIX
COKpalueHuil (yaapoB/MUHYTY), 9acTOTy IbIXaHMS (BIOXOB/MHHYTY), U TeMmepaTypa (rpaxycoB
Henbcust [°C] wu rpagyco @apenretita [°F]). XKusHeHHO BakHble (YHKIUU OTPEACISLTN 10
BBEJICHUS KaX10r0 UCCIIEyEMOTI0 JIEKApCTBEHHOTO CPEACTBA.

I OnHokpatHyro DKIT B 12 orBenenusix mpoomuwiu Ha cyTkd 911 wim ET. TauueHTts
JeKaN Ha criiHe npubiamsurensHo 5-10 munyT 1o npoBenenuss DKI' u octaBanuch Ha CIIUHE,
HO OonpcTBOBaIH, BO BpeMsi poBeaerwst DK .

I Knuaudeckue 1abopaTopHble M3MEPEHHsl MPOBOIMIN MEPEN NO3UPOBAHMEM HA CYTKU
JO3UPOBAHUSL.

K O6pasupl ceiBopoTkH uist ananu3oB PK/PD cobupainu B koHIE HHPY3uK Ha CyTKu 183;
nepen nosupoBaHueM (B mpexnenax 0,5 wacoB no Hauyana uHQy3uu) U B KoHIeE HHPy3uu (B
npenenax 0,5 yacoB nocie okoH4YaHus1 UHQPy3uK) Ha cyTku 351, 575 u 743; u B moboe Bpems Ha
cytku 911 wnu ET. Jlng MUHUMH3aIMH YKOJIOB MAllEHTa UIJIOH, oOpaser] repe J03UpOBaHUEM
orOupanu 4epe3 BEHO3HBIH TOCTYN, MOJYYEHHBIH I MH(Y3UU O3Bl IO BBEACHUS JIO3BI.
OO6pasupl B kOHIE HH(Y3UN OTOMpAIN U3 IPOTUBOIOJIOKHON, HE MoABepraeMoi HHQY3UH, PYyKH
nauventa. Bce 3HaueHuss Bpemenu cOopa peructpupoasun B eCRF. Ilpu coObitum peskoro
remosn3a, codupanu obpaser cbiBOpoTKU Aiisi anainza PK/PD.

L O6pasupl nist ADA cobupanu nepes J03UPOBaAHUEM.

M Ecnu nmporHo3upyemMoe CoObITHE PEe3KOro reMojiu3a Mpoucxoaumio, mapamerpsl LDH,
PK u PD ananmusupoBanu B ueHTpanbHO# jabopatopuu. Ecnu mporHosmpyemoe coObITHE
PE3KOro reMoJif3a He MPOMCXOAMIIO Ha BPpEMSI OCMOTpA IO PACIIUCAHUIO, IPOBOAUIN OCMOTP BHE
pacnucaHus Al OLEHKH COCTOSIHUS MalueHTa u cbopa HeoOxonumbix napamerpos LDH, PK u
PD.

t JToza ALXN1210 ocHOBaHa Ha IMOCIEAHEN 3aperucTpUPOBAHHON BO BpeMsi OCMOTpa B
paMKax UCCIIEeOBaHUS Macce Teja MalyueHTa.

Tabnmuua 32: Pacnucanue ocMOTpoB u oueHOK npu wucciaenosanuu: Ilepuon

pacmupenus - IlanueHTsl, nepeBeeHHbIE U3 IPYNINBI IKYJIH3yMada

[Tepuon Ilepuon pacmupenus

225 925
CyTku EOS/E
uccnenoBanus  |1833/197 253[309|365[421[477[533[589(645[701|757|813|869| T
OxHo (cyTkn) |2 [£3|£7 (7[££ 7| T7(£T|£T7|£T7|£T7|2T|2T[2T7[£T7[£7| £7
pa3Mep KJIOHA X XXX X[ X XXX X[ X[X]|X] X
PNH?
Macca XX X[ X[ X[ X X[ X[ X[ X[ X|X|X|[X]| X
Tect Ha X XXX X[ X XXX X[ X[X]|X] X
OepeMeHHOCTB®
Peructparus XX X[ X[ X[ X X[ X[ X[ X[ X|X|X|[X]| X
TpaHcQy3uid U
MapamMeTpoB
rpaHcdysuund
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C UM TOMATOJIO
rust PNH®

FACIT-
'V TomsiemocTbt

EORTC QLQ-
C30f

OTnpoCcHUK AJis
MAIMEHTOB 10
CUMIITOMaM
PNH!

o B B ] B

o] B ] I

o] B B ] I

o] B ] I

OnpocHUK AJis
MaMeHTOB M0
MCTIOJIb30BAHUIO
pecypcos’

CokpaieHnoe
(buznveckoe
oOcnenoBaHues

PKuznenHo
BasKHbIE
byHKIIM"

be3zomacHOCTD,
OKI B 12
OTBEAECHUSIX

XuMHU4yecKuit
AHAJIN3,
Bxirodast LDH

["emaTomorusi,
BKJIFOYAst
CBOOOIHBII
reMOIIOOHH U
CBEPTHIBAHUE
KpOoBW

MccnenoBanue
MOYH U
XUMHUYECKUH
AHAIU3 MOYWH

OT6op
00pa3LoB st
PK/PDk

MMMy HOreHHOC
b (ADA)!

X

X

X

X

00630p mamsITKU
0e30macHOCTH

X

X

X

X

X

X

X

X

X

Peskuii
reMoJin3™®

<—HenpeprpiBHOE MOHUTOPUPOBaHHE—>

ConyTcTBYIOLTN
e
ITIeKapCTBEHHbIE
CpeAcTBa

<—HenpeppiBHOE MOHUTOPUPOBaHHE—>

Hebnaronpusite
bIe COOBITHS

<—HenpepriBHOE MOHUTOPUPOBaHHE—>
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Bsenenue X | X XX XXX XXX X|X[X]|X
ALXNI210"
Coxkpaienus: ADA=anTuTeno IIPOTHUB JIEKapCTBEHHOTO CpEencTBa,

OKI'=anextpokapanorpamma;, EORTC QLQ-C30=Illkana ocHOBHOro omnpocHuka-30 kauecTBa
>kn3HU EBpONEncKoi Opranusaniy o UCCIEI0BAHUAM U JICYEHUIO 3JI0KA4YE€CTBEHHBIX OIyXOJIEH;
EOS=okonuanue uccnenosanusi;, ET=pannee mnpekpamenue; FACIT-YTommsemocrb=IIkana
(YHKIIMOHATBPHONW  OLEHKH TEeparnuud XPOHHYECKOro 3a00JeBaHHUs -  YTOMIIIEMOCTH,
LDH=naktataeruaporenasa, PD=¢dapmakoguHamuka; PK=¢dapmakoxknneruxa,
PNH=napokcusmanbHas HO4YHasi FeMOTJIO0NHY pUsi

4 BceM mMaulMeHTaM, 3aperMCTPUPOBAHHBIM Uil MEpUOJA pACIIUPEHMs, BBOAMIN
ALXNI210 Ha cyTku 183, nocie npoBeneHus BCEX OLICHOK.

b Pasmep kioHa rpa”yaouutoB u SputpouutoB (RBC), M3MepeHHBI MOCPENCTBOM
BBICOKOYYBCTBUTEJIbHOW MPOTOYHOU LIUTOMETPUM HA CYTKH 365 u 757, TOIBKO pasmep KJIOHA
RBC npu npyrux ocmotpax.

¢ Tonpko 1yl MALMEHTOB JXEHCKOTO IOJjia € PENpOAYKTHBHBIM NOTEHLUAnoM. TecT
CBIBOPOTKM Ha OepemeHHOCTb Tosbko npu ET; Tect Moum Ha OepeMEeHHOCTb BO BCEX APYIHX
BpPEMEHHBIX TO4YKaX. OTpULATENbHBIN pe3yJibTaT TeCTa MOYH SIBJSUICS HEOOXOAMMBIM IEpen
BBeneHneM ALXNI210 nns mauueHTOB KEHCKOro MoJjia ¢ PernpOAyKTHBHBIM MOTEHIIHAJIOM Ha
CYTKH IO3UPOBAHUS.

d  Tpancdysuu, NPOBEINEHHBIE BO BpPEMsi OCMOTPOB M MEKAY OCMOTPaMH,
PErucCTpUPOBAIIH.

¢ QueHKa HCCIENOBAaTeNeM WM YIOJHOMOYEHHBIM JIUIIOM CJIEAYIOUIHMX COOBITHIL:
YTOMJISIEMOCTH, OOJIM B OOJIACTH KUBOTA, AMCIHO3, Aucdaruu, 00U B TPyAH U 3PEKTUIBHOM
IUCHYHKIHH.

T CoobreHHbIEe TEPAEBTOM 1 MALMEHTOM OLIEHKH MOJTyYajii O BBEIEHUS UCCIIENYEMOro
JIeKapCTBEHHOI'O CPECTBA.

& cokpalleHHoe (Qu3ndeckoe OOCIeNOBaHUE COCTOSUIO M3 3HAYMMOTrO OOCIeTOBaHUS
CHCTEMBbI OpraHU3Ma Ha OCHOBAHHH CYKIEHUs UCClienoBaTelNs (MM yIOJHOMOYEHHOTO JINLA) U
cumnToMoB maunueHta. Ilo MeHblnmell Mepe OIHY CHUCTEMy OpraHu3Ma IIPOBEPSIH s
COKpAaIEeHHOTO (PH3UYECKOro 00CIeIOBAHMUS.

b M3smepenusi KM3HEHHO BaXKHBIX (DYHKLHMI MPOBOMMIM TIOCJE OTIAbIXa TMAIMEHTA B
TeYeHHe IO MEHblIell Mepe 5 MHUHYT, U OHM BKJIIOYAJH CHUCTOJMYECKOE U IHACTOJUYECKOE
KPOBSIHOE JaBJieHHe (MIUUTMMETPOB PTYTHOrO CTOj0a [MM pT. CT.]), 4acTOTy CepAEeYHBIX
COKpalueHuil (yaapoB/MUHYTY), 4aCTOTY IbIXaHHs (BIOXOB/MHHYTY), U TeMIepaTypa (rpaxycoB
Henbcus [°C] nmu rpanycoB @apenreiita [°F]). )KusHeHHO BaskHble (PYyHKIIUH OMpPEIENSIN 10
BBEJIEHUS KaXX10r0 UCCIIEyEeMOTr0 JIEKapCTBEHHOTO CPEAICTBA.

' OnHokpatayo DKIT B 12 orBenenusix npoomuiu Ha cyTkd 925 wnu ET. IMauueHTs
JeKaI Ha criiHe npuoiamsurensHo 5-10 munyT no npoenenuss DKI' u ocTaBanuch Ha CIIUHE,

HO OonmpcTBOBaH, BO BpeMsi poBeaeHwust DK .
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I Knunuueckue 1abopaTOpHbIE M3MEPEHHsl MPOBOIMIN MEPEN NO3UPOBAHMEM HA CYTKU
JO3UPOBAHUSI.

K O6pasupl ceiBopoTkd st aHamu3oB PK/PD cobupanu nepex mosupoBanuem (B
npenenax 0,5 vacoB 10 Havana WHQY3uK) U B KoHe uH(py3uu (B mpexnenax 0,5 gacoB mocne
okoH4aHusi nH(Qy3un) Ha cytku 197, 365, 589, u 757; B xoHue mHpy3uun Ha cyTku 183; u B
nroboe Bpemsi Ha cyTku 225 w 925 wim ET. JIns MHUHUMH3aLMM YKOJIOB MALIMEHTA WIJIOH,
oOpaser nepen JO3UPOBAHUEM OTOUpAN Yepe3 BEHO3HBIN JOCTYII, MOJYYEeHHbIN sl UHPY3UU
103bl, 10 BBeAeHUs n03bl. OOpasubl B KOHIE MHPY3UH OTOMpATu U3 MPOTHBOIOJIOXKHOH, HE
noaBepraeMoii uH(y3uu, pyku nauueHta. Bce 3HadeHus BpeMeHH cOopa perucTpHpoBalid B
eCRF. IIpu coOpiTun pe3koro remosusa, codupanu odpaser cbiBOpoTky s aHanmmuza PK/PD.

L O6pasupt qiust ADA coGupainy nepen 103MpOBAHUEM.

M Ecnu mporHO3upyeMoe COOBITHE PEe3KOro reMoJin3a MpOUCXonmio, mapameTpsl LDH,
PK u PD ananmusupoBanu B LeHTpajdbHOU nabopatopuu. Eciam mporHosmpyemoe coObIThe
PE3KOro reMojn3a He MPOUCXOAWIO HAa BpeMsl OCMOTpA 10 PACIHCAHUIO, TIPOBOIMIN OCMOTp BHE
pacrucaHus AJIsl OLIEHKU COCTOSTHHS MauueHTa u cbopa HeoOxomumbix napamerpos LDH, PK u
PD.

1 Jloza ALXN1210 ocHOBaHa Ha mociiefHel 3aperuCTpUPOBAHHON BO BpeMsi OCMOTpa B
paMKax HCCIeOBaHUs Macce Tella MalueHTa.

3. Uccenyemasi Oy JISIIUST

Bcero 195 mauunentoB ¢ nokymeHtupoBaHHbIM PNH 3aperucrpupoBaHbl U Cily4ailHbIM
00pa3oM Ha3HA4YeHbI JUIs JeueHus ¢ ucnonb3oBanueM oo ALXNI1210 (paBynusymada), 1udo
sKkynmuzymaba, B mpubIu3uTenbHO S50 UCCIenoBaTeNbCKHX IEHTpax BO BceM Mupe. [l
WHAMBHUIYYMOB, KOTOpPbIE HE COOTBETCTBOBAJIM KPUTEPHUSIM JJIsl YUaCTUSI B ’TOM UCCIIEIOBAHUU
(He oToOpaHbl MPU CKPUHHHIE) MOXHO MPOBOIUTH MOBTOPHBIH CKPUHHUHT. [IpOCneKTHBHOTrO
Oon0OpeHUs] OTKJIOHEHHH OT MPOTOKOJA 1O KPUTEPHSIM TPUTJIAIIEHHS M PErHCTPALUH, TAKKe
U3BECTHOTO KaK paspelleHus] Ha OTCTYIUIGHHS OT TMPOTOKOJA WIJIM OCBOOOXKIEHHS] OT
OrpaHUYEHUI POTOKOJIA, HE IOy CKaJIH.

[TauyeHThl SBISUIUCH MOAXOMAALIMMH AJIl PEerucTpalli B HCCIIENOBaHHUE, TOJNBKO €CIU
OHM COOTBETCTBOBAJIM BCEM M3 CJEAYIOIIMX KPUTEpUEB W HU OJHOMY W3 KpHUTEpHUEB
UCKJTFOYEHMST:

1. My>x4unHa WK JKEHIMHA, B Bo3pacTe 18 jer uinu crapiue Ha BpeMsl COTIACHs.

2. JleyeHne ¢ WCIOJNB30BAaHHUEM OJKYyJM3ymMada, B COOTBETCTBUH C 3asBJICHHBIMH
pPEeKOMEeHJaUUsAMU 110 fo3upoBanuio pu PNH, B TedyeHue no MeHblieil mepe 6 MecsiLeB 10 CYTOK
1.

3. Jlakratnerunporenasza (LDH) < 1,5 X ULN npu ckpununre. O0pasen 10keH ObITh
NOJIyYeH Ha OMpeNeJIeHHbIe M0 PACHHCAHUIO CYTKU IO3MPOBAHUS 3KYJIU3yMada 0 BBEACHUS
1036l (T.€., TIPH MUHUMAJIBHOM YPOBHE 3Kyin3ymada) M NPOAHAIM3UPOBAH B LEHTPAJbHOU
naboparopum.

4. JlokymenTtupoBaHHbli nuarHo3 PNH, moaTBep>kaeHHBI MOCPEACTBOM OLIEHKU C

MIOMOIIBIO BBICOKOUYBCTBHUTEIBHON MpoTouHOi muromerpun (Borowitz MJ er al., Cytometry
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Part B, 78B:211-230, 2010) RBC u netikouutos (WBC), ¢ pa3mMepoMm KJIOHA IPaHYJIOIUTOBR U
MOHOLIMTOB > 5%.

5. Jlnst yMeHbIIeHUs] pucKka MEHMHIOKOKKOBBIX MHpekunii (Neisseria meningitidis), Bce
MAIMEHTH! TOJDKHBI OBITh BAKIIMHUPOBAHBI IIPOTUB MEHUHIOKOKKOBBIX MH(EKLHUI B mpeaenax 3
JIeT 70 WJIM BO BPeMs Hadajla BBEIEHUs MCCIIENYyEMOro JIEKapCTBEHHOTO cpencTna. IlanuenTos,
IUI1 KOTOPBIX Ha4allk JICYEHHE HCCIIEAYEMbIM JIEKAPCTBEHHBIM CPEICTBOM MEHee, 4eM uepes 2
Heleqn TI0CJie BBENEHHs NPOTHUBOMEHMHIOKOKKOBOW BAKIMHBI, TIOABEPTajH JICYEHUIO
NOIXOMALIMMH MPOPHIAKTHIECKUMU aHTUOMOTHKAMHU 10 2 HEZleNb NOCIIe BAKLIMHALIMH.

6. ITarmeHThI KEHCKOTO T0J1a ¢ PENPOAYKTUBHBIM MOTEHIUAIOM U MALUEHThI MY>KCKOTO
nojla ¢ TMapTHEPAMM KEHCKOTO IoJjla C PENpOAYKTUBHBIM IOTEHLUAIOM JOJDKHBI CIIEIOBATH
yYKa3aHHOMY B IIPOTOKOJIE PYKOBOZCTBY JUISl MIPENOTBPAILEHHUs] OEPEMEHHOCTH BO BPEMsI JICUEHHSI
U B TeYeHUE 8 MeCsLeB MOce MOCaeIHEN 103bl HCCIIEyeMOTro JIEKapCTBEHHOTO CPENICTRA.

7. TlamueHTel NOJDKHBI HMMETh JKE€JAaHME U CIOCOOHOCTh JaTh HH(POPMHPOBAHHOE
coryiacue U coON0aTh PaclUCaHUEe BCEX OCMOTPOB U MPOLEAYP NMPHU MCCIENOBAHUH, BKIIOUAs
UCIIOJIb30BAHUE JIFOOOTO YCTPOHCTBA(YCTPOUCTB) it cOOpa MaHHBIX Ui MPSIMOM perucTpanuu
JAHHBIX TTALIUEHTA.

ITareHTsl OBUTM WCKIIIOYEHBI M3 PErHCTPAllMd B UCCIEJOBAaHHE, €CIU OHH
COOTBETCTBOBAJIH JIOOOMY U3 CIEIYIOLINX KPUTEPUEB:

1. Yposens LDH > 2 X ULN B npeaenax 6 MecsLes 10 CyTOK 1.

. MAVE B npeznenax 6 mecsiies 10 CyTOK 1.

. Konmuectso Tpombouuros < 30,000/mMm? (30 x 10%1) npu CKpUHUHTE.

. AGcontoTHOE KOM4ecTBO HelTpodmnoB < 5S00/mki (0,5 x 10%/1) mpu CKpUHUHTE.
. TpancmmaHTaLMst KOCTHOTO MO3Ta B aHAMHE3E.

. Macca tena < 40 Kr npu CKpUHUHTE.

. Undexuus N. meningitides B anamuese.

o 1 O »n b~ WON

. HeyrouHenHas1, peruauBupyomas HHQEKIHs B aHAMHE3e.

9. AKTuBHas cHCTeMHas OakTepuajibHas, BUPYCHas WM TIpuOKOBas HHPEKUUS B
npenenax 14 cyTok 10 BBEAEHUSI UCCIEyEeMOr0 JISKAPCTBEHHOTO CPENICTBA HA CYTKH 1.

10. ITpucyrcrBue nuxopanku > 38°C (100,4°F) B mpenmenax 7 CyTOK IO BBEIEHHS
HCCJIeTy EMOTrO JIEKapCTBEHHOI'O CPEACTBA Ha CYTKH 1.

11. Undexuns supycom mmmyHopedurura yenoseka (HIV) (kak nmokasano mo Turpy
anrurena nporus HIV-1 nmm HIV-2).

12. IMMyHHU3a1#sl C MCIOJIb30BAaHUEM >KHBOW OCIAOJIEHHON BaKLWHBI 32 1 Mecs 1o
BBEJIEHUS HCCIIElyeMOT0 JIEKAPCTBEHHOTO CPE/ICTBA HA CYTKHU 1.

13. 3nokauecTBeHHOE HOBOOOpAa30BaHNE B aHAMHE3€ B MpeeNax S JIeT OT CKPHUHUHTA, 32
UCKJIFOYEHHEM HEMEJIaHOMHOIO paka KOXU WM KapLUUHOMBbI /1 Sifu 1IeHMKH MAaTKH,
MIOJIBEPTHY THIX JICUEHUIO, O€3 T0Ka3aTeJIbCTB PELHINBA.

14. TIpucyTCTByIOIEE B aHAMHE3€ HJIU TEKyIllee OCHOBHOE 3a00JIeBaHUe CEPLIA, JETKHX,

NOYeK, PHJOKPUHHOH CHUCTEMbI WJIM TeYeHH (HampuMmep, aKTHBHBIH TeMaTHT), KOTOPOe, IO
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MHEHUIO  HCCJIeloBaTesss WJIM  CIIOHCOpa, MpeAoTBpallaeT  ydacTue [alueHTa B
HCCJIEIOBATENbCKUX KIMHUYECKUX HCCIEI0BAHUSAX.

15. HecraOuspHble MEAMLIMHCKHE COCTOSIHHS (HapUMep, UIIEMHUsT MHOKap/a, aKTHBHOE
JKEeJTyAOYHO-KUIIEYHOe KPOBOTEUEHHUE, TsbKesas 3acTolHas cepiedHas HeAOCTaTOYHOCTD,
okumaemMasi HeOOXOOUMOCTh OOIIMPHOTO XHPYPIHYECKOro BMEINATENbCTBA B Ipeneiax o
MECSIIEB OT PAaHAOMH3ALMH, COMYTCTBYIOINAs XPOHHUECKas aHeMus, He cBsizaHHas ¢ PNH),
KOTOpbIE JIeNaloT HUX C HEeOOJBIION BEPOSITHOCTHIO CIIOCOOHBIMHM IEPEHOCHTh TpPeOOBaHUS
MPOTOKOJIA (HAIIpUMepP, PyKOBOJCTBA MO TpaHC(y3wm).

16. ComyTcTBylolllee HCHOJNB30BAHWE AHTUKOATYJISIHTOB  3alpELIeHO, €ClIu  He
NPOBOJUTCS B CTAOMJIBHOM PEKUME B TEUEHHUE 110 MEHbINEH Mepe 2 Helenb 10 CYyTOK 1.

17. I'unep4uyBCTBUTEIBHOCTD K JIIOOOMY WHTPEAHEHTY, CONEPIKaLIEMYCsl B UCCIIEAYEMOM
JIEKApCTBEHHOM CPENICTBE, B aHAMHE3€, BKJIFOUasl TUIIEPUYyBCTBUTENBHOCTD K MBIIIMHBIM O€JIKaM.

18. JKeHmuHbl, miaHupyromue OepeMEHHOCTb, WIN OepeMeHHbIE, WM KOpMsIIue
IPYZABbIO B HACTOSIILIEE BPEMSI.

19. XKeHUMHBI, UMEIOLINE TOJOKUTEIbHBIH Pe3yJbTaT TecTa Ha OepeMEeHHOCTb NpH
CKPUHHMHIE WM HA CYTKH 1.

20. Yyactue B ApyroM MHTEPBEHLIMOHHOM UCCJIEIOBAHUU JIEYEHHs] WM UCIOJb30BAHUE
000 3KCepUMEHTaIbHOM Tepanuu B npeaenax 30 CyTOK J0 Havajia BBEACHHUS UCCIIEAYEMOTO
JIEKaPCTBEHHOI'O CPEACTBA HAa CyTKU 1 B 3TOM HCCIENOBAHWU WU B Ipenenax S5 MepuonoB
BPEMEHHU TOJIyBbIBEJIEHUSI TOTO UCCIEN0BATENBCKOTO MPOAYKTA, B 3aBUCUMOCTH OT TOTO, YTO U3
HUX OOJIbIIIE.

21. M3BeCTHOE WM MOAO3PEBAEMOE MPUCTPACTHE K HAPKOTHKAM WJIM aJKOTOJII0, WU
3aBUCUMOCTb OT HUX B aHaMHe3e, B Ipenienax 1 roga 10 Havyana CKpUHUHTA.

22. I3BeCTHbIE MEIULIMHCKOE WU MICUXOJIOTHYECKOE COCTOSTHUE(COCTOSIHUS) Wt (DaKTOp
pHUCKa, KOTOpble, MO MHEHUIO HCCJIENOBaTeNs, MOIYT IPEMsTCTBOBATH IOJHOMY YYacCTHUIO
NAlMEeHTa B MCCIICJOBAHUH, MPEACTABISITh KAKOW-THOO JOTOJTHUTENIbHBIA PUCK JUIS TALUEHTA,
WJIM UCKaKaTh OLIEHKY MallMeHTa WM UCXOJa UCCIeI0BaHUS.

[TarmeHT MMeNn MpPaBO Ha BBIXOA W3 HCClenoBaHHs B Jr00oe Bpems. Ecnm manmeHT
OT3bIBAJI COIJlacue, MPOBOAUIN OLIEHKH, YKa3aHHbIE JUIsl OCMOTpa IPU PaHHEM IpeKpaleHuu
(ET). ITanrieHTOB, BBILIENIINX M3 UCCIICIOBAHUS, HE 3aMEHSLITH.

JIis ManuMeHTOB OKOH4YaTeapbHO mpekpamanu jeueHne ALXNI1210, ecnu moboe w3
CJIEZIYIOIEeTr0 BOZHUKAIIO B XOJ1€ UCCIIEOBAHMUSL:

1. CepbesHas peakuust Ha nHDY3HO (Takas Kak OPOHXOCMA3M CO CBHUCTSIINM JIbIXaHUEM
WA HEOOXOAMMOCTb JIbIXaTEeJbHOW MOAAEPIKKH amnmnapaToM Il MCKYCCTBEHHOW BEHTWIIILIUU
JIETKUX, WM CHMIITTOMATHYECKas] THITOTEH3Ms) WM PEAKIMU 0 THITY CBIBOPOTOYHOW OOJIe3HH,
nposBJAOLIKECs yepe3 1-14 cyTok mociie BBEAeHUs ISKAPCTBEHHOTO CPEACTBA,

2. Tspxenast HEKOHTPOJIHUPYeMasi HHEKIus,

3. bepeMeHHOCTh UiTH IIJITAHUPOBaHUE OEPEMEHHOCTH, WITH

4. Ecnin 570 Hanbousee COOTBETCTBOBAJIO HHTEPECAM MALUEHTA.
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Ecnu ans maumeHTa mpekpalleHO BBEICHHUE HCCIIeNyeMOro JIEKapCTBEHHOIO CPENCTBa,
NanyeHTa MOOLIPAJIM BEPHYTHCA K OCTABHIMMCA B €TI0 WKW €€ paClnruCaHUuU IO IMPOTOKOIY
OCMOTpaM 110 Hauajia OTJIMYHON HALIEJEHHOW HA KOMIUIEMEHT TepaIuu.

Ecnu nnst manmeHTa mpekpaiieHo HCCIeNOBaHHWE INPH TEKyIeM HeOJaronpusTHOM
COOBITUM WM HENPOSCHEHHOM Ja0OpaTOpPHOM pe3yibTaTe, [0 MHEHHIO HCCIIEeNOBaTeNs,
HaxXogAmeMCs 3HAYUTCIBbHO BHE OTAJOHHOI'O aAHaria3oHa W KIMHHUYECKHW  3HAYUMOM,
UCCIIeIOBATeNb MPEINPUHUMAN YCHIUS i OOECNedeHUs] OTCIEKUBAHHUS A0 JTOCTHIKEHHUS
yIOBJIETBOPUTEBHOTO  KJIMHUYECKOTO  pas3pelleHus  Ja0OpaTOPHOro  pes3yjibTara  WIn
HeOnaronpusTHOro coObITus. Ecnu ans manumeHTa skeHCKOro 1oJjia OKOHYATENbHO MPeKpalaiin
neuenne ALXNI210 wu3-3a OepeMEHHOCTH, HCCIENOBaTeNb MPEANPUHUMAN YCHIHS K
OTCJIeKUBAHUIO 0 UCXO0/a O€PEMEHHOCTH.

CnoHcop unn OpraH 3/paBOOXPAHEHUS] MOXKET MPEKPaTUTh UCCIIEIOBAHUE 110 Pa3yMHOU
npuyrHe. OKOHYAaHUE UCCJIEAOBaHUs ONpPENessId KaK AaTy MOCIEIHEr0o OCMOTpa IMOCJIEIHEro
NaLUeHTa B IEPUOAE PACLIMPEHUsI.

6. UccrenyemMoe JeKapCTBEHHOE CPENCTBO

Hccnenyemble neKapCTBEHHbIE CPEACTBA B 3TOM HCCIENOBAHUM MPEICTABISUIN COOOI
ALXNI1210 (paByim3ymad) u skynuzymad (aktuBHbIA KoHTposb). Kak ALXNI1210, Tak u
9KyJIU3yMad, MpeacTaBysIoT COO0H I'yMaHU3UPOBAHHBIE MOHOKJIOHAJIbHBIE aHTHTeNa npoTHs CS.

JlekapctBennbie nmpenapatel ALXN1210 u sxynu3ymada MoCTaBysUId ISl KIMHAYECKUX
uccienoBaHuii B (opMe CTEpUIIbHBIX CBOOONHBIX OT KOHCEpBaHTa pacTBOpoB 10 mr/mim B
OHOPa30BbIX (prakoHax U paspabaTbiBaiM Al WHQPY3UH TOCPEACTBOM pas3BEeNEHHsS B
KOMMEpPYECKU IOCTYITHOM cosieBoM pacTBope (0,9% XJIopun HATpus il UHbEKLIUK, TIPUHSTAs B
KOHKpeTHOH cTpane @apmakornesi) 1js BBeneHust nocpeactsom IV undysuu (cm. Tabnuiy 33).

Tabauua 33: Uccnenyemoe 1eKapcTBEHHOE CPEICTBO

Hccnenyemoe jiekapcTBEHHOE CPEACTBO
HaumeHoBaHHe MPOAYKTA ALXNI1210 IKyanzymabd
VIekapcTBenHas ¢popma |[KoHUEHTpUpOBaHHBIN pacTBOp  |[KOHLEHTPUPOBAHHBIN PacTBOP
(10 mr/mn) aois uady3um (10 mr/mi) nis uHpy3UH
Cnoco6 BBeneHus BrayTpuBeHHast uHQY3us BrayTpuBeHHast nHQYy3HsI
Duzuyeckoe onucanue  (OT IpO3payvHOro 10 [Tpo3pauHblii, OECIIBETHBII
MOy IPO3PAYHOTO, UMEIOIIMIA  [pACTBOP, MPAKTHYECKH
OenoBaTyI0 OKPACKy, CBOOOIHBIN OT YaCTHUII
MPaKTUIECKHA CBOOOIHBIN OT
YaCTHUI
[MpousBoauTe b Alexion Pharmaceuticals, Inc. Alexion Pharmaceuticals, Inc.
WITH OpraHu3alys, VJTH OPTaHU3ALHS,
M3TOTABJIMBAIOIIAS IO KOHTPAKTY [M3rOTABJIMBAIOLIASI IO KOHTPAKTY

ALXNI1210 wu skyam3ymad ObUTM yHakoBaHbI B COOTBeTCTByrOmue Papmakoree
CIIIA/Esponeiickoii ¢apmakornee (uakoHbl THma 1 w3 OOPOCHIMKATHOTO CTEKJAa M 3aKPBITHI
npoOkamMu 13 OyTHUIIKAy4IyKa C aJFOMHHUEBBIM OOKUMHBIM KOJITAYKOM W OTKHIHON KPBILIKOM.

Uccrnenyemoe JekapCTBEHHOE CPENCTBO TOCTABISIM B HaOOpax. 3akasbl HCCIeIyeMOro
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JEKApCTBEHHOTO CPEACTBA PACHPOCTPAHSIIM B KaXKAbI ILEHTP TOCIE TOJYyYEHUs BCEX
TpeOyeMbIX HEOOXOIMMBIX JOKYMEHTOB HA OCHOBAHUH JIEHCTBYIOLIHNX ITPABHUIL

ITocne  mpuObiTusi  HAOOPOB ~ MCCIEAYEMOrO  JIEKAPCTBEHHOIO  CPEACTBA B
UCCIIEIOBATENbCKUI LIEHTP, (papMalleBT MM YIIOJHOMOYEHHOE JIMIO HEMEIJICHHO H3BIEKaJn
HAOOPbI UCCIENYEMOr0 JIEKApPCTBEHHOTO CPEICTBA M3 TPAHCIIOPTHPOBOYHOIO XOJOAMIbHUKA U
COXPaHsUIM UX B UX OPUTHMHAJIBHBIX KOpoOKax B ycnoBusax oxnaxaerus npu 2°C-8°C (35°F-
47°F) n ¢ 3amuroii or cera. ALXNI1210 u skynuzyma® He ObUIM NpeAHA3HAYEHbI IS
3aMopakuBaHus. Mccnenyemoe iekapCTBEHHOE CPEACTBO COXPAHsIN B 0€30MTaCHOM XPAaHUIINILE
C OrPaHMYEHHBIM JIOCTYIIOM, U TEMIIEPATYPY MOHUTOPHPOBAIIH €KECY TOUHO.

Oxym3ymad mnmu ALXNI1210 we BBOmmmm B Qopme IV crpyiiHON miam OOMOCHOM
uHbekuuu. HMH}y3un uccnenyeMoro  JEeKapCTBEHHOIO  CPEICTBA  NOATOTABIMBAIU €
UCIIONIBb30BAaHUEM acenTuieckoro crnocoda. Heodxonmmyro mia naumenta nozy ALXN1210 unu
9Kynu3ymada fanee pa3BOAWIN B KOMMEPUYECKH AOCTYMHOM cosieBoM pactope (0,9% xmopun
HATpHsL; IPUHSTAsA B KOHKPETHOH cTpane Papmakornes) B oObeMe, yka3aHHOM B Tabmuue 34 aist
ALXNI1210 wnu Tabmuua 35 npns skynusymaba (CM. Takke OMOOPEHHYIO JIOKAJIbHYIO
MapKUpOBKY Wi coBpeMeHHYIo IB mus skymusymaba). Cmech ALXN1210 nmm skynuszymada
BBOJWJIN TMAIMEHTy C WCIOJb30BaHMEeM HaOopa TpyOok amst IV BBemeHus mocpencTBoM
uH(py3uoHHOro Hacoca. fABnsanoce HeoOXomMMBbIM Hcronb3oBaHue (uiabTpa 0,2 MHKPOH BO
Bpems naopysun ALXN1210.

Ta6nuna 34: CnpaBoyHasi KapTa A03MPOBaHUS 1S MOAroToBKH 10361 ALXN1210

MuHuManb
Hasl
muTepHOC MakcuMallb
Ob6bem Th Hasi
O6vem  |comeBoro| OOwmwmit | MHPY3UH, | CKOPOCTH
Macca tena | Jloza | ALXNI1210 |pactBopa| oObem MUHYT uHpy3UH
Tun o3l (xr)? (mr) (M) (mu) (M) (dac) (mut/4ac)
Harpysounas > 40 - <60 2400 240 240 480 114 (1,9) 253
>60-<100 | 2700 270 270 540 102 (1,7) 318
> 100 3000 300 300 600 108 (1,8) 333
[Monnep:xusa > 40 - <60 3000 300 300 600 140 (2,4) 250
FOLIast > 60-<100 | 3300 330 330 660 120 (2,0) 330
> 100 3600 360 360 720 132 (2,2) 328

HpI/IMeLIaHI/Ie: CM. B q)apMaL[eBTI/ILIeCKOM PYKOBOACTBE OOIIOJHUTECIBHBIC HMHCTPYKIUN
AJ11 MOATOTOBKU O0O3bBI.
2 Macca Tena, Kak 3aperuCTPUPOBAHO MPH MOCIEHEM OCMOTPE B UCCIIEIOBAHHH.

Ta6auna 35: CnpaBouHasi KapTa A03HMPOBAaHHs IS MOAT0TOBKH A03bI IKYJIH3YyMaba

O6pem [Tpubnmsurens
O6pem COJIEBOTO JlnutesbHOC| Hasi CKOPOCTD
sKkynuzymada| pactBopa | OOwmwuit |Tb mHpY3UH| UHPY3UH
Tun no3el Jloza (mr) (M) (M) obbem (M)  (MUHYT) (mu1/4ac)
[Tonnep:xuBa 900 90 90 180 35 300
FoLIast
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J103BI HcCiIeyeMOro JIEKapCTBEHHOTO CPEACTBA MOATOTABIMBAN U PACHpPEAessl TOJbKO
(dapmaneBT Wi KBaTU(QUIMPOBAHHBIA MeTUIUHCKUN padoTHHK. Mccnenmyemoe nekapCTBEHHOE
CPEIICTBO pacHpeeNsii TOJNbKO CPeIu 3aperuCTPUPOBAHHBIX NALMEHTOB, KaK MOATBEPKIEHO,
NOAXOAAIMX U y4acTus B 3TOM HcciaepoBaHuu. Ilociae MOATOTOBKU —HCCIEAYEMOIo
JIEKAPCTBEHHOI'O CpEACTBAa ISl MAalMeHTa, €ro BBOAMWIM TOJbKO 3TOMYy naiueHty. ®rakoHbl
UCCJIElyeMOIro JIEKAPCTBEHHOIO CpPEACTBa IMpEAHA3HA4Ye€Hbl TOJBKO JJIsl OJHOKPATHOIO
UCTIONBb30BAHUS, M HHUKAKOW JIEKapCTBEHHBIH IMperapar, OCTaBIIMHCA B (rakoHe, He
UCIOJB30BAIM sl Apyroro nauueHta. Hukakoe nexkapCcTBEHHOE CpPEACTBO, OCTaBLIeeCs B
TpyOKax s nHQY3Un WK nakeTe Uit UHPY3UH, He NCIIOIb30BAIIH UL IPYTOro MaueHTa.

ITanmeHToB ciyuyaiiHbIM 00pa3oM pErucTpuUpoBaid B cooTHOmeHuu 1:1, nubo s
NPOAO/DKEHUsT BBEIEHUs! SKyim3ymada, yubo misi mepesoma Ha ALXNI1210 B Teuenue 26
Henenb. Mcenenyemoe ekapCcTBeHHOE CPeACTBO BBOAWIN B popme MeaneHHoi [V undysuu (cm.
tabmuuy 34 u Tabmuny 35). CyTtku 1 BBemeHUsT HCCIIEAyeMOro JIEKapCTBEHHOTO CPENCTBa
HACTyIaJIN Yepe3 2 HeJeJH MOCIIe BBeeHHs MALMeHTY MOCIeAHel 103bI HKyInu3yMada.

Pexum nosuposanus s ALXN1210 npencrasnsin co0oit HArpy304HYIO 103y Ha CYTKH
1 ¢ mocneayrOmMMUMHU MOAAEPKUBAIOLINMU JO3aMU Ha CYTKU 15 u kaxable 8 Henenb (q8w) mocie
storo. Jlosa ALXN1210 ocHoBaHa Ha nociefHel 3aperucTpUpPOBAHHON BO BpeMs OCMOTpa B
paMKax MUCCIIeJOBAHHS Macce Teja MaleHTa, Kak YKa3aHo B Tabiuue 36.

Taoauua 36: To3p1 ALXN1210 Ha 0CHOBAHHHM MAaCChI

I'pynna jgevyenns ALXN1210, macca Tesia Harpy3ounas IMoanepxxkuBaromasn
Ao3a a03a

> 40 - <60 kxr 2400 mr 3000 mr

> 60 - <100 kxr 2700 mr 3300 mr

> 100 kr 3000 mr 3600 mr

[ManmenTtam, cny4yaiiHbIM O0pa3oM 3aperHCTPUPOBAHHBIM IS MPOAOJDKEHHS BBEIEHHS
9KyM3yMada, MPOJOJDKAIN BBOAUTD MOAAEP KUBAOLINE O3Bl SKYJIH3yMada, B COOTBETCTBUU C
OnOOPEHHBIM PEKUMOM JO3MPOBaHUs MO mokaszanusM PNH, koropwlii npenctapisii codoit 900
MT (2W.

Ilocne nepuoaa paHAOMU3UPOBAHHOIO JIEYEHUS, BCEX MALIUEHTOB NEPEBOININ B IEPUOA
pacUIMpPEeHHst U UM BBOAWIN U npoaokand BBoguTb ALXNI1210, moka mpoayKT HE CTAHOBUIICS
3apErUCTPUPOBAHHBIM HJIM ONOOPEHHBIM (B COOTBETCTBHUHM C OIPENEICHHBIMU [JIsI CTPAHBI
HOPMAaTHBaMH), WJIK B TEUEHHE BIUIOTH JO 2 JIET, B 3aBUCUMOCTH OT TOTO, YTO HACTYIIUT paHee.
Haunnas ¢ cyrox 183, maunueHTtam, paHIOMH3UpPOBaHHbIM B rpymnmy JjeueHus ALXNI1210,
BBOAWIN OCHOBAaHHYIO Ha UX Macce mnopaepxkusarouryro nozy ALXNI1210 kaxnaele 8 Henmenb
(q8w), u maumeHTaM, paHAOMHU3UPOBAHHBIM B TPYIITY 3KyJiIH3yMada, BBOIUIN OCHOBAHHYIO Ha
Macce Harpyzounyr o3y ALXNI1210, 3a koropol cienoana, dyepe3 2 HEOETH U Kakable 8
Henesb (q8w) mociie 3Toro, OCHOBaHHAasi Ha Macce nmoaaepkusaromast 1o3a ALXN1210 (Tabnuua
36, ¢urypa 26). dakTudeckoe BpeMsl BBEIEHHS BCEX 103 PErHCTPUPOBAIHM B 3JIEKTPOHHOH
KapTOYKe yUaCTHHKA KimHU4Yeckoro uccnenosanus (eCRF) manuenra.

ITarmeHToB, COOTBETCTBYIOIIMX BCEM KPUTEPUSM PErHCTPALUH, CIyd4alHBIM 00pazom

PETUCTPUPOBAIN TSI UCCIIEAYEMOTO JieueHus ¢ ucnoib3doBanneM ALXNI1210 unn skyan3ymada
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npu ucxogHoM ocMmotpe (cytkm 1). IlpunuceiBaHme K TpymIe JIEUEHUs ONpenessuin
NOCPEeACTBOM  C(OPMHPOBAHHOM  KOMIBIOTEPOM  CIIyYalHOW  IMOCIENOBATENbHOCTH  C
UCTIOJIb30BAHUEM MHTEPAKTHBHOIN CHUCTEMBI, TIO3BOJISIIOLIEH JOCTYN MyTeM Tele(OHHOTO 3BOHKA
win depe3 uHTepHeT (IXRS). Pammommsaumst mpencrasisuia coOOW CTPaTH(PUIUPOBAHHYIO
pannomuzaumio. [lanmenToB cTpatuduuupoBanu B 1 U3 2 rpynm Ha OCHOBAHUHU TPaHCQY3Hid B
aHamHese (noxsepranusi Tpancysun pRBC B npenenax 12 mecsmes 1o cyTok 1, ma uiu Her).
3areM MauueHTOB BHYTPU OOEUX IPYMII CydaitHBIM 00pa3oM PEernCcTPUPOBAIHM B COOTHOLIEHHU
1:1 nmubo ans mpomoyKeHHsI BBEACHHs SKyjau3ymada, ymbo st nmepeBona Ha ALXNI1210 Bo
BpeMs 20-HeeJIbHOIO NEPUOa PAHAOMU3UPOBAHHOIO JICYEHUSI.

Ho3zsr ALXN1210 Ha ocCHOBaHMM Macchl B 3TOM HcclienoBaHuu (Tabmuia 36) Obuin
ocHoBaHbI Ha HaHHbIX PK/PD u3 panHuX uccienoBaHuii Mo pa3padoTKe AJisi 3[OPOBBIX B3POCIIBIX
I0OpOBOJIBIIEB, TaK € KaKk Ha AOCTYNHBIX MaHHbIX i mnanueHToB ¢ PNH B Texyuiem
uccnenoBanun ¢aspl 1b s onpenmenenust mpo3sl (ALXN1210-PNH-103) u B Tekymem
ucciaenoBannu ¢asel 2 misa nposepku koHuenmmu (ALXNI1210-PNH-201). Beibop pexuma
nozupoBanusi ALXNI1210 Obul OCHOBAaH Ha HANpPABICHHOM HEMEIJICHHOM, IIOJHOM |
JUTUTEIbHOM UHTMOMPOBAHNH TEPMHHAIBHOIO KOMILIEKCAa KOMILIEMEeHTa y marueHToB ¢ PNH.

Jo3a skynuzymaba mpencrasiisiia coO00i OnOoOpEeHHY0 03y [UIs JIEYeHHUS MAL[HeHTOB C
PNH (MHCTpyKLIMS O MEAMLIMHCKOMY ITPUMEHEHHIO Ipernaparta, 3apeructpuposanHoro B CLITA
[USPI], u Kparkast xapakrepucTuka jekapcrsennoro npenapara [SmPC] nust Soliris®).

WHdy3us npyrux MOHOKJIOHAJIBHBIX AHTHTEN OblIa aCCOLMUPOBAHA C PEAKIMSMH Ha
UHQY3HI0, ¢ HAYajoM, Kak MPaBWIO, BO BpeMs MJIM BCKOpE TOCJIE 3aBEepIICHUS HUHQY3HHU.
[IpenmecTByromuye JIeKAPCTBEHHbIE CpPeACTBAa (BKJIIOYAs BUTAMHHBI M Tpenaparbl W3
PACTUTENLHOTO ChIPBS) -BKJIIOYAsi CPEACTBA, OOCYKIaeMble B pa3zelie KPUTEPUU U MPOLETyPbI
UCKITIOUeHHsT (JIFoO0e TepanmeBTUYECKOE BMEIIATENbCTBO, TAKOE KaK XHUPYPTrHsi/OUONCUs WIH
¢du3noTepanus), BBEIEHHIO KOTOPbIX WJIM KOTOPBIM MAaLIMEHTA MOBEPTaIOT B Mpeaenax 28 cyTok
(vmu 3 jieT s JOKYMEHTALMH POTUBOMEHMHTOKOKKOBOW BaKIMHALIMH) IO HaYaJla CKPUHUHTA,
BILJIOTH A0 NEpBON J03bl UCCIEAYEMOr0 JIEKAPCTBEHHOI'O CpPEACTBA - PETUCTPUPOBAIU B
3JIEKTPOHHOM KapTOYKe yUaCTHHUKA KinHI4Yeckoro uccienoBanms (eCRF) manuenra.

Tpanchysuu pRBC, mnpoeoammble B mpenenax | roma OO TEpPBOrO BBEACHHS
HCCJIeTy eMOT0 JIEKapCTBEHHOTO cpeAcTBa, peructpuposanu B eCRF nauuenra.

Bce ucnonp3zoBaHue J1€KapCTBEHHBIX CPEICTB U OCYLIECTBJICHHbIE MPOLIENYpPbl B XOJ€
UCCIIEIOBAaHUA ~ PETUCTPUPOBANM B (OpME  pErucTpalidy  YYaCTHUKA  KIMHUYECKOTO
uccnenoBanus/MenuuuHckol kapre u eCRF manmwenra. DTa perucrpamusi BKJIIOYANa BCe
NpeNuCcCaHHble JIEKApCTBEHHbIE CPEACTBA, MPOAYKTHI W3 PACTUTEIBHOIO ChIPbsl, BUTAaMUHBI,
MUHEpaJbl, Oe3peLenTypHble JIEKAPCTBEHHBIE CPENCTBA M TEKYIIHE JIEKAPCTBEHHBIE CPEACTBA
nporus PNH. ConyTcTByromue 1ekapcTBEHHBIE CPEICTBA PETHCTPUPOBAIH OT NEPBO MHPY3UN
HCCJIETyeMOr0 JIEKapCTBEHHOIO CpeACTBa 0 56 CyTOK Mocie MocieqHell BBEAEHHON NalueHTy
J03bl HCCIIENYEeMOro JIEKAPCTBEHHOro cpenacrBa. JIroOble WM3MEHEHHS COIMYTCTBYIOIIUX
JEKApCTBEHHBIX CPEINCTB TAKXKE PErucTpUpOBAIM B (OpME PErucTpaldd yYaCTHHKA

KJIMHUYECKOro uccienoBanus/menuuuackon kapte u eCRF mamuenra. Jlroboe comyTcTByromee



149

JIEKApCTBEHHOE CPEACTBO, KAXKyIIeecss HEOOXOMUMBIM JIJIsl CTAHAAPTA JICUSHUS TTALUEHTa B X0/
UCCIIEIOBAHMA, WM JJIsl JiedeHus: Jroboro HeOmarompusatHoro coObitusi (AE), BMmecte ¢
IOMYCTUMBIMU JIEKAPCTBEHHBIMU CPEACTBAMH, OIMCAHHBIMHU HHXKE, BBOAMJIHM IO PELICHUIO
HCCIIeIOBATETIS.

ConyTcTByloinee HCIONB30BAHUE AHTUKOATyJSIHTOB OBLIO  3ampeleHo, eCliu He
NPOBOIWIIOCH B CTAOMIIBHOM pEeXXMME JO3MPOBAHUS B TEUEHHE 10 MEHbIIEH Mepe 2 HeleNb A0
cytok 1. Mcnonb3oBaHne MHrHOUTOPOB KOMIUIEMEHTA, OTIMYHBIX OT HA3HAYEHHOTO MAIMEHTY
HCCJIEy €MOro JIEKApCTBEHHOT'O CPEACTBA OBLIO 3aMPEeLIEeHO.

U3-3a ux wMexaHusMa [eicTBHsA, WHCHONB30BaHME OKynusymaba wmn ALXNI210
yBEJIUYNBAET YyBCTBUTEIBHOCTh MALMEHTAa K MEHUHTOKOKKOBbIe MHGexkumuu (N. meningitidis).
Jlns yMeHbILIeHHUs pUCKA MEHMHIOKOKKOBBIX HH(EKIHH, BCEX MAIMEHTOB BAaKLMHUPOBAIU
IPOTHB MEHHHIOKOKKOBBIX MH(EKLUUH B Ipenenax 3 JET IO WIM BO BpeMs Hauyaja BBEACHUS
UCCIIElyeMOT0  JIEKAPCTBEHHOrO cpeacTsa. IlalmeHTOB, Ui KOTOPBIX HAa4yalud JiedeHHe
HCCIIElyeMbIM JIEKAPCTBEHHBIM CPEICTBOM MEHee, 4YeM uepe3 2 He[eNu II0Cie BBEACHUs
IPOTUBOMEHHHIOKOKKOBOM BaKLIMHBI, HOZIBEprasin JIEUEHHIO HOAXOSAIIUMU
NpoPUIAKTUUECKUMHU AaHTHOMOTHKAMU 1O 2 HeleNb I0Cie BAaKIMHALMU. BakiMHBI NPOTHUB
ceporunioB A, C, Y, W135 u B, korma noCTymHbI, peKOMEHIOBaHbI AJSI MPEAOTBPALIECHUS
H(pEKIMN pacnpOoCTPaHEHHBIMU NMATOI€HHBIMH MEHHHTOKOKKOBBIMH cepoTurnamu. IlanneHTos
BAKLIMHUPOBAJIN WU PEBAKLUHUPOBAJIM B COOTBETCTBUU C COBPEMEHHBIMM HAI[IOHAJBHBIMU
pPEKOMEHALUSAMU 0 BaKLUHALMK UM MECTHOM MPAKTUKOH AJI MCIOMb30BaHMs BaKLMHALIUU C
UHTHOUTOpPaMU KOMILIEMEHTA (HaIpUMep, SKyJIu3yMadboMm).

BaxnuHaimsi MOKeT SIBJISITBCSI HEAOCTATOUHOW /ISl MPEJOTBPAIEHHIs] MEHUHIOKOKKOBOM
uHpekyst. MOXHO Y4YHTBIBaTh O(PULHMAIBHOE pPYKOBOACTBO M MECTHYHO MPAKTHKY MJIst
COOTBETCTBYIOIIETO HCIOJb30BAHUS AHTHOAKTEPUAIBHBIX CPEACTB. Bcex MalMeHTOB MOXKHO
MOHHUTOPHUPOBATH MO PAHHUM MPU3HAKAM MEHUHIOKOKKOBOI MH()EKLNH, OLICHUBATh HEMEIJICHHO
IPU MTOO3PEHUH Ha MH(EKLHUIO, U JICYUTh C HCIIOJb30BAHHEM MOIXOASIIIUX AHTHOUOTHUKOB, TIPU
HEOOXOIUMOCTH.

7. Ouenku 3 dEeKTUBHOCTH

Tpaucdyszuro sputpormrapuoit maccel (pRBC) mpoBonmimm, Koraa narueHT HMe

O OypoBeHb reMormioOMHa 9 T/I1 WIM HWKE C TPHU3HAKAMH WM CHMITOMAaMHU
JIOCTaTOYHOM TSKECTH, YTOOBI OMPaBAATh TPAHCOY3HIO

[10ypoBeHb reMoryioOuHa 7 I/ WM HUXKE, HE3aBHCUMO OT MPHUCYTCTBUSI KITIMHUUECKUX
NPU3HAKOB WJIK CHMITTOMOB

IIpu3HaKuM WM CHUMITOMBI KakK TMPaBHJIO, AaCCOLHMHUPOBAHHBIE C HEOOXOIUMOCTBIO
NAalMeHTa B TPAaHC(Y3HH, WM MPOBOLHpYHOLINE ee, nokymeHtupoBaiu B eCRF nmns kakmoro
UHIMBUAYAIBHOTO MalMeHTa. THIUYHbIE CBSI3aHHBIE C AHEMHEH CHMIITOMBI, ONPaBIbIBAIOIINE
TpaHC(Y3UH, BKJIIOYAIN CTEHOKapAWIO, HM3MEHEHHE IICUXMYECKOro COCTOSIHUS (Harpumep,
OOMOPOK, T'OJIOBOKPY)KEHHE, CITyTAHHOCTb CO3HAHUS, MHCYJBT, TPAH3UTOPHYIO HIIEMUYECKYIO

aTaKy), TSHKEJOe WK YXYIIIAI0Ieecs 3aTPYIHEHHE AbIXaHUs, ¥ TSDKEYIO WIH YXYAMAIOIYCs
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yTOMJISIEMOCTb.  [[pyrue CHMOTOMBI, TNPOBOLMPYIOLINE MMOTEHIHAIBHYIO HEOOXOIUMOCTb
TpaHchy3UH, MOKHO OOCYKAATh C MEANLIMHCKUM HAOMIOAaTeNeM A0 POBENEHHs TPAHCHY3HUHL.

Ecnu manmeHT ynoBiaeTBOpsT JFOOOMY KPHUTEPUIO TPAHCPY3UHM B XOA€ HCCIEIOBAHUS,
UCCIIEIOBATENb OMNpPENeNsiyl COOTBETCTBYroIee KonuuecTBo enuaul pRBC st BBemeHus
noCpencTBOM TpaHc(y3uu. briIo pekoMeH0BaHO MPOBOIUTE TPAHCHY3HUIO B penesax 48 4acoB
OT OTpeneNeHns] YPOBHS reMorjio0nHa, npuseamero k tpancdysuu. [Iposenenne tpanchysum,
BKJIFOYAst Pe3yJIbTaT JJI FeMOIJIOOMHA U CUMIITOMBI, SIBJISFOLIHECS IyCKOBBIMU (PaKTOpPaMU AJIs
TpaHCc(y3UH, U KOJMYECTBO €IUHHLI, BBEACHHBIX MTOCPENCTBOM TPAHC(PY3UU, TOKYMEHTHPOBAIIH
B eCRF.

Ilepen pangoMuzanmedi M B Tpenenax S CYTOK JO BBEIEHHS HCCIENYEMOro
JIEKapCTBEHHOTO CPEACTBAa HAa CYTKH 1, réeMOryoOMH y KaKAOro MalUeHTa OLEHHBAIN JHOO B
JIOKaJIbHOH, MO0 B LeHTpanpHON nabopaTopun. Ecimn Ha 3TO BpeMst ypOBEHb IeMOIJIOONHA Y
NalMeHTa COOTBETCTBOBAJ JSTOMY pPYKOBOJACTBY IO TpaHC(y3uu, MNaLUeHTa MOABEprain
TpaHcdysun ¢ wucnonbzoBanueM pRBC 10 ypoBHS remoryoOMHa BbIIe Mpeaena it
TpaHcy3un, YTOOBI OH MOAXOAWI Ui paHAoMu3aLuu. JInOo B JIOKaIbHOM, THOO B LIEHTPAJIBHOM
JabopaTopuu, TOATBEPKAANH, YTO YPOBEHb TeMOMVIOOMHA y MalUeHTa MOCje TPaHCHy3HU
IPEBBIIALT MPEAes Ui TPAHCHY3HUH.

E. LDH u npyrue cBsi3aHHbIe ¢ 3a001€BaHIEM JIAOOPATOPHBIE MAapaMeTPhl

Cobupanun oOpasupl kpoBu u Mouu. Crexyromue CBsi3aHHbIE C 3a00ieBaHUEM
JabopaTopHbIe MapaMeTpbl U3Mepsin B xone uccienoBanus: LDH, cBoOOmHbI reMoryioOuH,
CKpBbITasi KPOBb, aHAJIHM3 MOUH, o0muii ypoBeHb C5, rantorjioOnH, KOJTUYECTBO PETHUKYJIOLUTOB,
pasmep kioHa RBC mpu PNH, oneHeHHBII TOCPEICTBOM BBICOKOYYBCTBUTEIbHOW MPOTOYHON
LUTOMETPHUH, KOHLEHTpamus D-aumepa, OIEHEHHas CKOPOCTh KIyOOYKOBOW (DUIIBTpaLUU
(paccunTaHHass C HUCHOJb30BaHUEM (OpMyJbI MOMUGUKALMHM JAWETHI TPU  TOYEYHOH
HEIOCTaTOYHOCTH), COOTHOIIECHHE aJbOYMUH:KPEaTUHUH B pa3oBoil mopumu Moun u C-
PEaKTHBHBIA OEJIOK.

F. OmpocHukn kauecTBa >KU3HH, JOMOJHHUTEIBHBIX NMPU3HAKOB U cUMNTOMOB PNH, u
UCTIOJIb30BAHUS PECYPCOB.

JlBe mpoBepeHHble mKkanbl QoL mpennaranyu manueHTaM O BBEICHUS HCCIETYEMOTO
nekapctBeHHoro cpencrea. Illkama FACIT-yrommsiemoctn, Bepcuu 4.0, mpencraBisieT coOOH
KOJUIEKIIMIO ONMPOCHUKOB QOL, OTHOCAILIMXCS K YIIPABICHHIO CHMIITOMAMH YTOMJIIEMOCTH H3-32
xpoHnueckoro 3aboneBanusi. FACIT-YTomisiemocts mpencrasisier coboif onmpocHuUK u3 13
NYHKTOB, OLEHUBAIOUINA COOOINEHHYI MAIMEHTOM YTOMIIIEMOCTb W €€ BIIMSHHE Ha
MOBCEHEBHYIO AEATENbHOCTh U (PYHKIMH B TEUEHHE MPEIIECTBYIOIUX 7 CyTOK. IlammeHTs
OLIEHUBAJIN KaXKIbIH MyHKT 1o S-OannpHOl mkane: 0 (coBceM He) - 4 (odeHb cuibHO). OOmuit
Oamn nmexan B amamazoHe ot O mo 52, rme Oonee BBICOKMH Oani yka3bplBajl Ha Jy4IIHH
nokazaresib QoL.

Illkana ocHoBHOrO omnpocHuka-30 xkadectBa skm3HU (QLQ-C30), Bepcum 3.0,
EBponeiickoil opraHM3allii IO HCCJIENOBAHUSAM U JIEYEHUIO 3JIOKAUECTBEHHBIX OIMyXOJei

(EORTC), mpencrasnsier coboil OnMpoCHUK, pa3paboTaHHbId ais oueHkH QoL marnmeHToB ¢
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3JIOKAUYeCTBEHHBIMH  ONyXosiMi. ONpPOCHHMK BKJIIOYAET CIEAYIOIIHME MOMIIKANIbl  oliiee
COCTOSIHME 370pOBbs, (YHKIMOHAJIBHBIE MIKaJIbl ((pu3ndeckoe (PyHKLUHOHUPOBAHHUE, POJIEBOE
(YyHKIIMOHNPOBAHUE, SMOLMOHATIBHOE (PYHKLIIMOHUPOBAHHIE, KOTHUTHBHOE (PyHKIIMOHUPOBAHHUE U
COLMAJIbHASL aKTHBHOCTD), IIKAJbl CUMITOMOB (YTOMJISIEMOCTh, TOLIHOTA M PBOTA, U OONB), U
OTAENbHBbIE MYHKTHl (IUCIHO3, OECCOHHHIA, MOTEpsl almneTHTa, KOHCTUIALWs, 1uapes u
(uHAHCOBBIE 3aTpyAHEHUs1). TpUILATH BOMIPOCOB OTHOCHIUCH K QOL, rae mepsbie 28 BOMPOCOB
oueHuBaIU 1o 4-0annpHOH 1mKane (1=coBceM He - 4=04YeHb CHUJIBHO) M IOCIENHUE 2 BOMPOCa,
aHanM3upyromue oduiee cocTosiHue 370poBbs 1 QoL marueHTa, oueHUBaNH 1o mkaine 1 (oueHp
wioxo) - 7 (ommmuno). Kaxnas mopmkana mmena auanazoH 0-100%, rme Bwicokmii Oann
npencTaBisul  Oojee BBICOKMI ypOBeHb oOTBeTa. TakuM 00pa3oMm, BBICOKHH Oamn s
(YHKIIMOHAIBPHON IIKaJIbl MPEACTABISUT BBHICOKUN YpPOBEHb (PYHKLIMOHHPOBAHUS, HO BBICOKHI
0asu1 1o mKaie CUMIITOMA MPEACTABIISIT BBICOKHH YPOBEHb CUMIITOMATOJIOTHH/TIPOOJIEMBL.

ITanmeHThl 3amOJHAIM JABAa JIOTOJHUTENBHBIX OINPOCHUKA JJIs1 OLEHKH Harpy3kd
3a0ojeBaHus. DT ONPOCHMKM TMpeUlarajld MalueHTaM 10 HHQPY3UH HCCIeIyeMOro
JIeKapCTBEHHOro cpencrea. B ompocHuke no cumnromam PNH mnepeuncnenel crnepyrouiue
CHMIITOMBI: TIOXKEJITEHHE IJI1a3, U3MEHEHHe LIBeTa MOYH, OOJNb B IPYIH, 3aTPYJHEHUE IIbIXaHUS,
roJIoBHasi 0OJIb, YTOMIISIEMOCTh, 00 B 0OJIACTH JKMBOTA, CIyTAHHOCTb CO3HAHUS, SPEKTUIIbHAS
auCQYHKLUS, 3aTpy[AHEHHOE TJIoTaHWe M Jpyrue. IlanmeHThl yka3bplBajM, HCIBITBIBAIN OHH
KXl U3 CUMIITOMOB Ha IpOIIeNIIel Heaele, W €CJU Ja, OHU OLEHMBAIN 4acToTy (1o 4-
OayIbHOM IIKajJe B AMANAa30HE PENKO - TOYTH MOCTOSIHHO), TSKECTh (1o 4-0ayibHON IIKajie B
auanasoHe ciabas - O4YeHb TSDKeNas) W aCCOLMHUPOBAHHYKD C OTHUM  CTENEHb
cTpecca/becniokoricTa (10 5- OaNIbHOM IIKaJie B AMANa30He COBCEM HE - OY€Hb CUJIbHO).

B onpocHMke MO HCMOJB30BAHUIO PECYPCOB MPOCWIM TMAIEHTOB MPEeJOCTaBUTh
KOJIMYEeCTBO pa3 B Mpenenax IMOCIEIHEro Mecsla, KOraa OHU ObLIM BbIHY)KIEHBI. MOCETHTh
CBOETO TOCTABIIUKA MEIUIIMHCKUX YCIYT, B MEPBYIO ouepenb, i jedeHns PNH (uckmouas
yKa3aHHbIE B MPOTOKOJE OCMOTPbI B PaMKaX HCCIIENOBAHUS), MPUOBITH B MYHKT HEOTIOXKHOM
MIOMOIIK, B TIEPBYIO0 ovepenb, as jederuss PNH, moctynuth B OONBHUIY, B IEPBYIO OYepenb,
s nevennst PNH, nvenn moTeMHeBInyr0 MOYy /WM MPOIMYCTWIH pabounii IeHb B PE3yJIbTaTe
cumntomoB PNH.

a) OCHOBHbIE HEOJIArONPHUSITHBIE COCYIUCTBIE COOBITHS

OcHoBHble HeOmaronpustTHble cocyaucteie coObituss (MAVE) onennBanm B KadecTBe
YacTU TUIAHOBOH oOueHkH HebOmarompustHbIx coObituii (AE). Ommcanne MAVE, Brmouas
croco0 MTUArHOCTUKHU M AaTy pasperieHus (wim Tekyuiee), cooupanu B eCRF B xauecTBe yactu
MEAWIIMHCKOTO aHAMHE3a MalueHTa (10 UCXOTHON TOYKH).

MAVE onpenensnu crneayoomuM odOpa3oM: TpomOodaeOuT/TpoM003 riyOOKHX BEH,
Jiero4Hast SMOousi, WHGpAPKT MHOKapJa, TPAH3UTOPHAs HWIIEMHUYECKas aTaka, HecTaOWIbHas
CTEHOKapusi, TPOMOO3 TMOYEYHBIX BEH, OCTPAasi OKKIIFO3Hs MEepU(PEepUIecKUX COCYIO0B, TPOoMOO3

wii  WHQAPKT  ME3eHTepUAIbHBIX/BUCLEPAIBbHBIX  BEH TpoMbO3  win  HHPAPKT

>

Me3eHTEePHANIbHBIX/BUCLIEPATIBHBIX apTepUuil, TPOMOO3 MNEeUEeHOYHBIX/BOPOTHBIX BEH (CHHIPOM

banna-Kuapu), okkmo3usi  1epeOpaibHBIX  apTEpHil/OCTpOe  HApPyIIEeHHe  MO3TOBOTO
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KPOBOOOPpAIIEHHUS, OKKJIO3Usl LepeOpaibHbIX BEH, TPOMOO3 IIOUEYHBIX apTEPHH, TaHTPeHa
(HeTpaBMaTuueckas; HenuaOeTHUecKas), aMIyTalus (HeTpaBMaTHUECKas, HeauaOeTHuecKas) u
JIepMaJIbHBIN TPOMOO3, IpyToe.

G. Ouenku 0e3onacHOCTH

HccnenoBarens wim ero/ee YIoJIHOMOYEHHOE JIMLO BCTPEYAINCH C MALIHEHTAMH, YTOOBI
oOcynure mnoreHnuanbHble pucku ALXNI1210 (paBynusymaba) u 3Kyaumsymadba aus
0e301macHOCTH, U 4TOOBI 1aTh UCCIENOBATEII0 BO3MOKHOCTD CHSATD JIFOOBIE ONACEeHUs MMALUEHTOB
NPUMEHHUTENBHO K HccienoBanmto. Mccnenosarenu orcnexusany oobeie AE 1o nx 3aBeprueHus
(paspewenus wiau crabuimsanuu). BpemMeHHble paMKi KIMHUYECKUX U JJAOOPATOPHBIX OLIEHOK
yKa3aHbl B PACIUCaHUU OLEHOK. JIroOble KIMHUYECKH 3HAUYMMble AHOMAJIbHBIE PE3YJIbTATHI
OTCJIEXKUBAJIU 10 Pa3peLICHUs] WIN CTA0MIIN3ALHH.

IIpoBopummn 0030p ameMorpaduyeckux mapamMeTpoB, BKIIOYAs BO3PACT, IOJ, pacy H
STHUYECKYIO  NpPUHAMIEKHOCTb.  [lonmHBI ~ MenuUUMHCKMM  aHaMHe3  coOupainun |
JIOKyMEHTHPOBAJIH. Peructpuposanu maccy U pocT. POCT u3Mepsiiu TOJbKO MPU CKPUHUHTE.

Menuuunckuii anamHe3 nauuenta ¢ PNH, Bkmtouas Hauyano nepsoro cumnroma PNH,
7aTy TOCTAaHOBKM auarHosa, pasmep kiona PNH, tpanchysum pRBC u mobsie MAVE B
aHaMHe3e, IOKYMEHTHPOBAJIU IPU OCMOTPE MPU CKPUHUHTE.

MenuuuHCKUN aHaMHe3 MAaLUeHTa, BKJIOYas MPENIIeCTBYIOIUE U COIMYTCTBYIOLIUE
COCTOSIHMSI/HapyLIeHus: W TpaHcy3uw B aHAMHe3€, PEruCTPHPOBAIM IIPU OCMOTpE IIpH
cKpuHHHTe. VCronb30BaHHE JIEKAPCTBEHHBIX CPEACTB (PELEeNTYpPHbIX WM Oe3peLenTypHBIX,
BKJIIOUAs BATAMHHBI W/ WM TOOABKH U3 PACTUTEIBHOIO ChIphsi) B Mpezenax 28 CyTOK 10 Havaa
CKPUHUHTA W MPOTUBOMEHWHTOKOKKOBYIO BAaKLUHALMIO B TpeAesax 3 JIET IO MEepBOH 03Bl
UCCIIETy EMOT0 JIEKAPCTBEHHOTO CPEACTBA, TAKIKE PErHCTPUPOBAJIH.

dmsnueckoe oOCaenoBaHUE BKIHOYAIO CIEAYIOIIUE OLEHKH: OOINero BHEINHEro BUJA,
KOXKM; TOJIOBBI, yIIEH, IJla3, HOCA W Tropia; e, JUM(AaTUYeCKHX y3JIOB, TPYAHOH KIIETKH,
cepana; OPIOUIHOM MOJNIOCTH, KOHEYHOCTEW; IIEHTPAJIbHONH HEPBHOH CHUCTEMBI, M CKEJIETHO-
MbiieyHoH cuctembl. CokpaiieHHOe (u3ndeckoe OOCIeNOBAHUE COCTOSUIO W3 3HAYMMOIO
o0cieIoBaHUsI CUCTEMbI OpPraHU3Ma, Ha OCHOBAHUHU CYKACHHUS MCCIIENOBATENS M CHMIITOMOB
NAIMEHTA.

Usmepenus *KI3HEHHO BXKHBIX (DYHKIIFH MPOBOIMIIN TIOCIIE OTABIXA MAIIHEHTA B TEUEHUE
N0 MEHbIIEH Mepe 5 MUHYT, U OHU BKJFOYAJIH CHCTOJMYECKOE U AUACTOJIMUYECKOE KPOBSHOE
nasnenne (BP; MumumMerpoB pTyTHOro cTosi0a [MM PT. CT.]), HaCTOTY CEPACYHBIX COKPAIEHHH
(YoapoB/MHHYTY), 4YacTOTy HbIXaHUS (BIOXOB/MHHYTY), M OpAJbHYI WU THMIAHAJIBHYIO
temrieparypy (rpanycos Llenscus [°C] wiu rpagycos @apenreiita [°F]).

Cobupanmu oOpasubl IJIsi TeCTa CHIBOPOTKH Ha OEpeMEHHOCTb, TeMaTOJIOTHYECKOTO
aHaJN3a, XUMHUYECKOTO aHaIN3a, aHaJIi3a CBEPThIBAHUS KPOBH M HccienoBanus Moun. OOpasiiel
IUT Ta0OPATOPHBIX OLIEHOK COOMpaiM O BBEOEHHS] KaKIOrO HCCIENYyEeMOro JIEKAPCTBEHHOTO
cpeacrtea. Ecnm mporHozupyemoe coObITHE pPE3KOr0o TeMOJIM3a MPOHCXOIMIIO, MPOBOIWIN
OCMOTp BHE pacmuCaHus, NMpu KOTOpoM oOpasern cobupanu mis anamm3za LDH u PK/PD B

LIEHTPAJIbHON JTa00paTOpHH.
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IToHSTHO, YTO HEKOTOPBIE JaOOpPATOPHBIE 3HAUYEHUS] MOTYT HAaXOAWTHCS BHE JUAIa30HA
HOPMAaJIbHBIX 3HAUEHHH M3-32 COMyTCTBYMOLIero 3aboneBaHus. MccnenoBarenan HCIOIB30BAIN
BpaueOHOE MHEHHE NpPU OLEHKE KIMHUYECKON 3HAYMMOCTH 3THX 3HadeHud. KimHudeckyro
3HAYUMOCTb ONPENeIsUIN KaK JIo0oe OTKIOHEHHE JTaOOpaTOPHBIX U3MEPEHUH, KOTOPOEe HMEINO
MEIUIMHCKOE 3HAYeHHe W KOTOpPOe NMPUBOIMIO K M3MEHEHHIO B MEAMLUMHCKOM yxoxe. Ecmu
OTMEYadN KIMHUYECKH 3Ha4lMble JIA0OpaTOpHBIE HW3MEHEHHs OT HCXOMHOIO 3HAYSHMS,
n3MeHeHus nokymentuposaiu kak AE B AE eCRF. MccnenoBatenp Takke OLEHUBAN CBS3b C
UCCIIEyeMbIM JIEYEHHEM /Ui BCeX KIMHUYECKHM 3HAUYMMbIX 3HAYEHWH BHE JAMAIa3oHA.
HccnenoBarens mnpomoipKal MOHUTOPHPOBATH MMAIMEHTA ITOCPEACTBOM  JTOTIOJHUTENBHBIX
71a00paTOPHBIX OLIEHOK, MokKa (1) 3HaueHHs He BO3BPALIAINCH K HOPMAJIBHOMY JHANa30Hy WIN
UCXOTHOMY VPOBHIO, WMIH (2) HCClIenoBaTelb HE BBIPAKAJ] MHEHMs, 4YTO 3HA4YeHHs BHE
HOPMAJIPHOTO JAMAala30Ha HE CBsI3aHbl C BBEACHUEM MCCIIENYEMOro JIEKapCTBEHHOIO CPEACTBA
WIN IPYTUMH crieluUIeCKUMHU AJIs1 IPOTOKOJIA TPOLIENY PAMU.

JUnis SKEHILUH C PenpOoAyKTUBHBIM MTOTEHIAIOM, ITPOBOIMINA TECT ChIBOPOTKH MJIH MOYH
Ha OepeMeHHOCTb (T.e., OeTa-XOpHOHNYeCKUi roHaoTponuH uenoseka [B-hCG]).

OO0pa3upl KpOBU aHATM3HPOBAIN 1O XMMHYECKUM IapaMeTpaMm ChIBOPOTKH. Hemnpsimoii
OunnpyOMH pacCUMTBHIBAIM MO YPOBHSAM 0OIIero u mpsMoro OunmpyOuHa; Takum obOpazom,
pe3yabTaThl Ui HenpsMoro OwnupyOuHa ObUTM HEOOCTYMHBI, €CIM MpsSMO OunupyOuH
COCTAaBJIAJI HUXE TMpenesa KOJMYECTBEHHOTO OINpeneieHus. YpoBHU ceiBoporouyHoro FSH
U3MEpSUIN B XOA€ CKPHUHMHIA U MAalHMeHTOB JKEHCKOrO II0Jla IIOCHe MEHOMNAay3bl s
MOATBEPKIEHUs] WX IOCTMEHOMAy3aJbHOrO craryca. [IpOBOAMIIM XHUMHYECKHE OLICHKH.
OLeHEeHHY0 CKOPOCTh KIyOOUKOBOM (DUIIbTpAIK PacCUUTHIBAIU C UCIIONIb30BaAHHEM (HOPMYJIbI
MOIU(HUKALMHA UEThl MPH IOYEYHOH HEAOCTATOUHOCTH TPU BCEX OCMOTPAX, MPU KOTOPBIX
NPOBOIWIIA XUMHYECKHIE aHATH3bI CHIBOPOTKU. OOpa3iibl KPOBH aHAJIM3HPOBAIH O MapaMeTpam
CBEPTHIBAHUS KPOBH.

AnanusupoBanu o0pas3ipl MOUHM. MHUKPOCKOMUYECKOE HCCIIEIOBAHUE OOpPa3oB MOYH
NPOBOIWIIN, €CIH PE3yJbTaThl MAaKPOCKOMUYECKOTO aHaju3a Obuti aHOMajbHBIMH. OOpasiibl
MOYHM TaKXKe AHAJIU3UPOBAIM JJII M3MEPEHHsT YPOBHS O€JIKOB W KpEaTHMHWHA U pacyera
COOTHOIIEHHSI OEJIOK:KPEATUHUH B MOYE.

Tectuposanne Ha HIV no Bupycy nummynonedunmra yenoseka tuna 1 (HIV-1) u Bupycy
umMmyHonedunura denoseka Tuna 2 (HIV-2) sBisnoch HEOOXOOUMBIM /JIsl BCEX MALIUEHTOB 10
peructpaunn. M3BecTHbIX nonoxuTenbHbIX o HIV manueHToB He peructTpupoBaiu.

JUis Kaskaoro manpeHTa NMpOBOAMIIM OfHOKpaTHYH Imdposyo DKIT B 12 orBeneHHsIX.
[ManmeHTsI Jekanu Ha criHe npuoOIN3UTeNbHO 5-10 MunHyT no npoenenus KT u ocTaBanuch
Ha CIIMHE, HO OoApCcTBOBAH, BO Bpemsi nposeneHust IKI .

OO6pasipl KpoBU cOOHMpanu Uil TeCTUPOBaHMA TpucyTcTBHs M THTpa ADA mportus
ALXNI1210 mnm sxynu3ymadba B CBHIBOPOTKE 1O BBEICHHS HCCIEAYEMOrO JIEKAPCTBEHHOTO
cpencrtsa.  JIOTIONHUTENBHYIO  XapakKTEPH3AaLMIO  OTBETOB  AHTUTEN  MPOBONWIHM  TIO
HEOOXOMMOCTH, BKIIFOUAsl CBSI3bIBAIOIINE U HelTpanmusyromue anturena, PK/PD, 6e3onacHOCTh

u aktuBHOCTh ALXN1210 mnm skynu3ymada.
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HeGnaronpusitHoe coObitne (AE) mpencraBnsiio cobol  moboe  HekeIaTenbHOe
MEIUIUHCKOE SIBJICHHE y TALKEHTa, KOTOPOMY BBOIWIM (papMaleBTHUECKUI MPOAYKT, U OHO
HEeOoOs13aTeNIbHO UMENI0 NMPHUYUHHO-CIIEICTBEHHYIO CBSI3b € 3TUM JedeHneM. AE morno, takum
o0pa3oM, mpencTaByisATh cOOOH 000N HEOIAronmpHATHBIA WM HENpeNyCMOTPEHHBIH MpPU3HAK
(Hampumep, aHOMabHOE JlabopaTopHOEe OOHapykeHHe), CHUMNOTOM wWin 3aboJeBaHme,
aCCOLMMPOBAHHBIE 110 BPEMEHHU C HCIIOJb30BAHNEM JIEKAPCTBEHHOTO Mpernapara, He3aBUCUMO OT
TOT0, CYUTAJIN WM HET UX CBSI3aHHBIMU C JIEKAPCTBEHHBIM MIPETIapPaTOM.

Curyaruu, B KOTOPBIX HEKENATeJbHOE MEAWLMHCKOE SIBJIEHHE He IPOU3OIILIO
(HarpuMep, rOCIUTANIN3ALNS U3-32 UIAHOBOT'O XUPYPrU4eCKOro BMEIIATEeNbCTBA, €CJIM OHA ObLIa
3aIUITAaHMPOBAHA 10 Hauasa UCCIIEAOBAHMS, TOCIUTAIN3ALMHU 110 COLMATIBHBIM MPUYUHAM WU JUIS
ynobcTBa), U TPeAyCMOTPEHHblE  CYyTOYHblE  KOJeOaHUs  TPEeACYLIECTBYIOIIEro
3abonesanusi(3ab0neBaHMiT) Win COCTOSTHUSI( COCTOSIHUIA), MPUCY TCTBYIOIIUX Wi
JETeKTHPOBAHHBIX HA BpPEMs Hauasa UCCIIeIOBAHUs, KOTOPhIE HE YXY/ILIAIUCh, He ABIsuUch AE.

OtcyTcTBHe 3(]deKTa JEeKapCTBEHHOrO CpeAcTBa He sBsuioch AE B KIMHHUECKHX
UCCIIEIOBAHUAX, TIOCKOJIbKY ILIeJIbI0 KJIMHMYECKOTO HCCIIEAOBAHUS SIBJSUIOCH OINpenesieHne
s¢dekra TeKapCTBEHHOTO CPEACTBA.

Owunbky B nmpueme JEeKapCTBEHHOTO CPEACTBA (BKIIOYAs MPEeIHAMEPEHHOE MPUMEHEHHE
HEe 10 HA3HAYEHMIO, 3JIOyNOTpeOJeHHne M TepeNO3MPOBKY IPOAYKTA) HIM HCIOJIb30BAHUE,
OTJIMYHOE OT OIPEJEeNIEHHOrO0 B IIPOTOKOJie, He paccMmarpuBann kak AE, eciu He
IPUCYTCTBOBAJIO HEXKEJNATENbHOIO MEIUIIMHCKOTO SIBJICHUS B pe3yJIbTaTe OLUIMOKU B IpHEME
JIEKApCTBEHHOT'O CPEJICTBA.

Cnyyan OepeMEHHOCTH, BO3HHUKIIME BO BpeMsi IMOJIBEPraHHs MaTepu WM OTIA
BO3ACHCTBUIO MCCIIEyEeMOro MPOAYKTa, PETHCTPUPOBAJIH B Tpeieiax 24 4acoB OT MOCTAHOBKH B
U3BECTHOCTh HCCliefoBaTeNs/ueHTpa. JlaHHple MO HWCXOAy Uil IUIoJa W TPYAHOMY
BCKAPMJIUBAHHMIO COOHMpanu JJIsl OT4YeTa Tepel peryJupyIINMUA OpraHaMd M OLEHKH
6e30macHOCTH.

HeGnaronpusiTHele COOBITHSI PErHCTPUPOBAIHM CO BpeMeHH moamucanusi corjacus. AE,
3apEruCTPUPOBAHHOE TOCe HH()OPMUPOBAHHOIO COMJIACHS, HO IO BBEIEHHS HCCIEIYEMOTO
JIEKapCTBEHHOT'O CPENICTBA, paccMaTpuBain kKak AE 1o neueHus.

UzBectHo, uro mHrHOMpoBanue C5 yBENTUYMBAET YYyBCTBUTENBHOCTh K HH(EKLIHUSM,
BbI3BAaHHBIM HHKATICYJIMPOBAHHBIMU OaKkTepHsMH, B 4HacTHOCTH, N. meningitidis. Cnenyromue
COOBITHS MPENCTABISI COOON Ba)kKHbIE MACHTHU(PHUIMPOBAHHBIE PUCKH B 3TOM HCCIIEIOBAHHH:
MEHHHI'OKOKKOBBbIE WH(EKLIUH, CETNCHC, Cepbe3Hble H(peKuuy, nabexuus aspergillus, peakuun
Ha uHOY3M0. JlONOIHUTENbHBIE NPEACTABISIIOINE WHTEPEC COOBITHS B 3TOM HCCIEIOBAHUU
BKJIFOUAJTN CJICAYIOLIHNE. Cepbe3HbIe KOXKHBbIE HEONArOMpHUSTHBIE PEAKIUH, KapAHOJIOTHYECKHE
HapyeHus (BKI0Yast GUOPHILIISILHS ey JOUKOB) U aHTHOIEMY .

Tsoxects HeOmaronpuaTHeIX coObiTHI (AE) pamkupoBanu ¢ ucnoib3oBanuem OOrmiei
tepmuHosiorun kpurepue HeOmaronpusaTHeIXx coObiTHil (CTCAE) Bepcun 4.03 wmu BbIme.
[Ixana paHxupoBaHus (TSDKECTH) MpeAcTaBlieHa sl kKaxaoro tepmuHa AE. Kaxkneiii TepmuH

CTCAE mpencrasnsin coboii tepmuH Husmero ypoHs (LLT) cormacHo MenummHckoMy
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cnoBapro aus peryjstopHoi nesrenbHocTH (MedDRA®). Kaxapii LLT Obl1 komupoBaH
npeanoututenbHbM TepMuHOM (PT) MedDRA.

Crenenp otHocunack k Tskectu AE. CTCAE npumnuceiBana creneHb 1-5, ¢
YHHUKAJIbHBIMU KJIMHUYECKUMU OMTUCAHUAMH TsDKeCTH At Kaxknoro AE (Tabmmua 37).

Tabauua 37: llkana paH:KUPOBAHHS TSZKECTH HEOJIATONPHUSITHBIX COOBITHH
Crenenbs  [(Onmcanue
Crerenb 1 Msirkoe; OECCHMIITOMHOE WJTH MSITKHE CHMITTOMBI, TOJIBKO KIIMHUYECKUE WU
MTUATHOCTHYECKHE HAOJIOIEHNs, BMEIIATEIbCTBO HE MOKA3aHO
Ctrenenp 2 [YMepeHHOE, MOKa3aHO MUHUMAJIbHOE, MECTHOE UJIM HEMHBA3UBHOE
BMEILATEIbCTBO; OTPAHUYEHHE COOTBETCTBYIOIIEH BO3PACTY UHCTPYMEHTAIBHON
AKTUBHOCTH B IMOBCEAHEBHOMU aestesbHOCTH (ADL)?
Ctenenb 3  [Tspkesnoe uiu 3HAYUMOE C MEAULIMHCKON TOUKH 3PEHHS], HO HE HEMOCPEICTBEHHO
OMAaCHOE IS )KU3HU; MMOKa3aHa TOCMIUTAIN3ALNS WIH MTPOJIEHHE FOCTIUTATIN3ALINHY,
MHBATUIM3MPYIOIIee; orpannunBaroiiee ADL camoo6ey kuBaHus
Crenienb 4  |OnacHbIe ISl )KU3HHU MOCJIEACTBUS, TOKa3aHO CPOUHOE BMEIIATEIbCTBO.
Crenenb 5 [CesizanHas ¢ AE cmepTs.

Coxpamenns: ADL=akTUBHOCTb B OBCEAHEBHOH AesitenbHOCTH, AE=HeOnaronpusitHoe
coObITHE

4 MuctpymeHTanbHass ADL OTHOCHTCS K NMPUIOTOBJIEHHIO IHIIH, MOKYIKE MPOAYKTOB
VTN OZI€K/IbI, UCTIOJBb30BAHUIO TeIe(hOHa, YIIPABIECHHIO IEHEKHBIMHI CPEACTBAMHU H T.JI.

5 ADL camo00CiysKuBaHKsI OTHOCUTCS K MBITBIO, OIEBAHHIO U PA3IEBAHUIO, TIPUHSITHIO
NUINY, MCIOJB30BAHUIO TyajleTa, IpUEeMy JIEKAPCTBEHHBIX CPEACTB, U  OTCYTCTBHUIO
IPUKOBAHHOCTH K KPOBATH.

JIroboe wusmeHeHune TsokecTH AE  JIOKYMEHTHPOBAJIM Ha OCHOBAHUU KOHKPETHOTO
pykoBoacTBa B HMHCTPyKumH 1o 3amonHeHnt0o eCRF. TspkecTh UM Cepbe3HOCTh pasiIMyaliv:
TSDKECTb ONMHChIBAJIA HHTEHCUBHOCTh AE, B TO BpeMst Kak TEPMHH C€pbe3HOCTh OTHOCHIICS K AE,
yIOBJIETBOpsBLIEMY crierudrueckum kputepusim SAE.

UccnenoBarenb OOMKEH TNPENCTABUTh OLEHKY MPUYUHHO-CJIEACTBEHHOW  CBSI3U
(OTCyTCTBHE CBSI3M, MAJIOBEPOSITHASI, BO3MOXKHAsSI, BEPOSTHAS MUK OmpeneseHHast) 1 Bcex AE
(KaK Cepbe3HbIX, TaAK M HECEPbE3HbIX), HA OCHOBAHMM BPaue€OHOrO MHEHHs HCCIIECAOBATENS U
HAaOJIFOTaeMBbIX CHUMIITOMOB, AaCCOLIMMPOBAHHBIX € coObiTHeM (Tabmuma 38). DTy OLeHKy
peructpupoBanu B €CRF 1 m00BIX JONOIHUTENBHBIX (POpPMAX MO HEOOXOIMMOCTH.

Tabnauna 38: Onucanus oeHKH NPUYHHHO-CJIEICTBEHHOH CBSI3H
Ouenka Onucanue
He [IpennonaraeT OTCYTCTBUE MPUYHUHHO-CJIEICTBEHHOM CBS3U MEXIY
cBsi3aHHbIE/OTCYTCT [MCCIIEAY EMBIM MPOIYKTOM H 3aPETUCTPUPOBAHHBIM COOBITHEM.
BUE CBS3U

C manoii [MpenmonaraeT, 4TO KIMHUYECKAs KAPTHHA UMEET BHICOKOE COOTBETCTBHUE C
BEPOSITHOCTBEO MPUYUHON, OTJIMYHON OT UCCIIEAyEeMOro NMPOAyKTa, HO COOTHECEHUE
CBsI3aHHbIE HEBO3MOJKHO BBITIOJIHUTE C A0COJIFOTHOHN YBEPEHHOCTHIO, U CBSI3b MEXKTY

yiccliely eMbIM POAYKTOM U AE HEBO3MOKHO MCKIIFOUUTH C MOJTHOMN
BEPEHHOCTBH).
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B 03M0xHO I Ipennonaraet, 4To JIEYEHHUE C UCIIOIB30BAHUEM UCCIEAYEMOrO MPOAYKTa
CBsI3aHHBIE MOYKET BbI3bIBATH MJIM BHOCUTD BKJIaA B AE (T.e., coObiThe cnenyer
pa3yMHOHN BPEMEHHOH MOCIEA0BATENBHOCTH OT BPEMEHU BBEICHUS
JIEKapCTBEHHOTO CPENCTBA W/WIH CIIEAYET H3BECTHOMY MATTEPHY OTBETA HA
MCCIIETy MBIl TPOAYKT, HO MOXKET TaK)Ke OBITh BHI3BAHO APYTUMH

bakTopamu).
BeposiTHO [Mpenmosnaraer, 4To pa3yMHasi BpeMEHHasl MOCJIeI0BATEIbHOCTh COOBITHS C
CBsI3aHHBIC BBEJICHUEM HCCJIEyEMOTO MPOAYKTa CYIECTBYET, U BEPOSITHY IO MPUUUHHO-

CJIEZICTBEHHYO CBSI3b COOBITHS C UCCIIEAYEMBIM MPOAYKTOM. ITO OCHOBAHO
Ha N3BECTHOM (papMaKOJIOTUIECKOM JIEHCTBUU UCCIIENYEMOrO MPOAYKTA,
M3BCCTHBIX WUJIU PAHEC OHY6J'II/IKOBaHHbIX He6HaFOHpI/I$ITHbIX pe€aKkniuAax Ha
I/ICCJTeI[yeMBIﬁ MNPOAYKT HUIIN KJIACC JICKAPCTBEHHBIX CPEACTB, UM MHCHUU
HAa OCHOBaHHMU KIIMHMYECKOTO OIbITA UCCIIEIOBATEIISL.

OnpeneneHHo CBs13b IO BPEMEHH C UCCIIEly EMBIM IIPOAYKTOM, APYTHU€ YCIOBUS
CBSI3aHHbBIE (conyTcTByloLIee 3a00I€BaHNe, PEAKIIHSI HA CONyTCTBYIOLIEEe
JIeKapCTBEHHOE CPECTBO MIIN MPOrPECCUPOBAHNE/TIPOSIBJIEHUE COCTOSTHHS
3a0oieBaHust), MO-BUIUMOMY, He OOBSICHSIFOT COOBITHE, COOTBETCTBYET
M3BECTHOMY (hapMaLeBTHUECKOMY NPOQIIIIO, YIIyUIIeHHe IPU
NpeKpaIleH!H, TOBTOPHOE MOSIBICHHE PH TOBTOPHOM BO3AEHCTBHU.

CepbesHoe HeOmarompusithoe coObitie  (SAE) mpencraBisio  coboit  smoboe
He’KeJIaTeIbHOe MEANLIMHCKOE SIBJIEHHUE, KOTOPOe:

1. IIpuBOINIIO K CMEPTH

2. SIBIANOCH ONMACHBIM ISl JKU3HHU (T.€., MALUeHT UMeJ PUCK CMEPTHU BO BPEMsI COOBITHSA)

3. TpebGoBaso rochnuTaIM3alMyd MALWEHTa WA TNPOIJIEHUS  CYIIECTBYIOLICH
rocrnurajanu3annumu

4. TTpuBOAMIIO K IOCTOSIHHOW WJIM 3HAYMTEJIbHOW WHBAJIUAHOCTH/HEAEECTIOCOOHOCTH

5. IlpencrasJisiio coOOM BPOKASHHBIN MOPOK Pa3BUTHS II0AA/TIATOJIOTHIO POIOB

Baxubie MEOULIMHCKHE CO6BITI/I$I, KOTOPBIC MOIJIM HE NIPUBOAWUTDb K CMEPTH, HE ABJIATHCA
HEMOCPCACTBCHHO OIIaCHBIMU IJIsA KU3HU HJIM HE Tpe6OBaTb rocrnuraju3alii, MOXKHO 6]::1.]'[0
paccMaTpuBaTh Kak Cepbe3Hoe HeOJaronpusitHoe coObITHE, KOrga, Ha OCHOBAaHUH
COOTBETCTBYIOIIETO BPa4eOHOrO MHEHUs, OHM TOABEPraji PHCKY MalueHTa Wid TpedoBaiu
BMEIIATEILCTBA AJIA NPEAOTBPALICHUA OAHOTO N3 NCXOO0B, NIEPEYNCICHHDBIX BbIIIC.

[Ipennonaraemble HENMpeABUACHHBIE cepbe3Hble HeOmarompusithblie peakunun (SUSAR)
NPEACTABISUIN COOOM cepbe3Hble COOBITHS, KOTOpble He ObLIM mepeducieHsl B IB, u koTopbie
UcCcie0BaTeNb HASHTH(OUIHPOBAI KAaK CBSI3AHHBIE C UCCIIEYEMbIM MTPOAYKTOM MUJIH CIIOCOOOM.

Bce AE (cepresHbie u HecepbesHble) codupanu ot noamucanust ICF o 56 cyTok mocne
MOCJEAHEN J103bl UCCJIEAYEMOro JIEKApCTBEHHOrO cpeacTBa ajsa nauueHtoB ¢ ET, unu po 56
CYTOK TOCJE€ TOCJIEAHEH O3Bl HCCIIEAYEMOro JIEKapCTBEHHOIO CPEACTBAa ISl MAIUEHTOB,
3aBEPIUMBIINX HCCIIEIOBAHUE.

(1) @apmakoknHeTHKA B hapMaKOAMHAMUKA

OOpasupl KpOBH Ui ONpeneNeHHs KOHIEHTPAlMi JIEKapCTBEHHOTO CPEACTBA B
CBIBOPOTKE M OueHOK PD coOmpanu 10 u mocie BBEAEHHS HCCIEAyeMOro JIEKapCTBEHHOIO
cpencrea. PeructpupoBanu (akTHUECKyO0 HaTy W Bpems (TMOKa3aHUs 24-4acOBBIX YacoOB)

kaxkaoro orbopa obpasuoB. KonmmuecTBO BpeMeHHBIX Touek otOopa obpasuoB mis PK s
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a000ro MaHHOTO TALMEHTa HE MPEBBIIANO 3aIUIAHUPOBAHHOTO HA HACTOSALINA MOMEHT
KOJINYECTBA BPEMEHHBIX TOUeK. [Ipu COOBITHH Pe3KOoro remMojinsa, JOMOJHUTEIbHBIN oOpaser
st PK/PD siBisiyicss HEOOXOOMMBIM.

Ob6pasupr kpoBu it oueHku PK um PD B koHue wunQy3um otrOupanum u3 pykw,
NPOTHBOIOJIOXKHOHN PyKe, UCTIOIB3YyEeMOM sl HH(Y3UHU JIEKapCTBEHHOTO CPEICTBA.

Ounenxkn PK/PD sBRsunCh CHEQYIOLIUMH: H3MEHEHHE KOHIIEHTPALUU B CBHIBOPOTKE
ALXNI210 u skynu3ymada ¢ Te4eHHEeM BPEMEHH, U3MEHEHHE IeMOJIMTUYECKONW aKTHBHOCTHU B
cRBC c¢ TeueHunem BpemeHHM (IOMCKOBBIE), U H3MEHEHHE KOHLEeHTpauuu cBobomnoro C5 u
oOmeli koHueHTpanuu C5 ¢ TeueHneM BpeMeHH.

(11) CraTucTtuyeckue cnocoObl U 3aIJIAHUPOBAHHBIEC AHAJTU3BI

Bce coOpannble qaHHbBIE PEICTABISUIA B TAOMMUHBIX 0000ImeHusx. Bce nanable, Tak ke
KaK JII0ObIe MCXObl, BHIBEIGHHBIE U3 AAHHBIX, MPEIACTABIEHBI B OAPOOHBIX MEPEYHAX JaHHbIX.
IIpencraBneHsl Takke rpaduueckue MpefcTaBleHHs, Korna 3To mejecoodpasHo. Bee aHamusbl
IPOBOJWIIN C MCTIONIb30BaHUEM Belnycka SAS®, Bepcuu 9.4 unu Boiie (SAS Institute Inc., Cary,
NC, USA) wuau aApyroro NpPOBEPEHHOrO CTAaTHCTUYECKOrO MPOrPAMMHOrO 00ecredeHus.
HermnpepbiBHBIE TNE€peMEHHBIE CYMMHUPOBAJIU C HCIHOJIb30BAHUEM OIUCATENBHONH CTATUCTHKH,
BKJIIOYAsl KOJIMYECTBO HAONIOAEHUI M CpelHee, CTAHAAPTHOE OTKJIOHEHWE, MEIHaHHbIE,
MUHMMAaJbHble U MAaKCHUMallbHble 3HaueHus. KareropuaibHble INEepeMEHHBIE CYyMMHUPOBAIN
MOCPECTBOM 3HAUEHUH 4acTOThl U INPOLEHTA MalueHTOB. Bce mpoBeneHHbIE CTaTHCTUYECKHE
TeCTbl OBUIM OCHOBaHBI Ha 2-CTOPOHHEM 5% YpOBHE 3HAUMMOCTH, €CIH HEe yKa3aHO HHOE.
Uckirovenusi, Bce 6€3 UCKITFOYEHUS, TOKYMEHTHPOBAJIH B CITUCKAX MALIUEHTOB.

JleTanu CTaTHCTUYECKHX aHAJIM30B, ONMHMCAHHBIX HIJKE, YKa3bIBAIM B OTHEIbHOM [lnaHe
craructrueckoro ananusza (SAP) no 3akpeiTusi goctyna K Oa3e AaHHBIX U ee aHanm3a. Jlroboe
U3MEHEeHHEe CMOCOOOB aHaIM3a JNaHHBIX, OMNUCAHHBIX B MPOTOKOJIE, TPeOOBAJIO yIyUILICHHS,
TOJIbKO €CJIU OHO M3MEHSUIO TMEePBHYHBIE WJIM KJIOYEBbIE BTOPUYHBIC LEJH, WM MPOBEIECHUE
uccnenoBanus. JIroboe npyroe M3MeHEHHe CIIOCOOOB aHAJIN3a JAHHBIX, OMUCAHHBIX B MPOTOKOJIE
wii SAP, u 000CHOBaHME IJIs1 OCYLIECTBICHHS U3MEHEHHs, ONMCAHO B OTYETE O KIMHUYECKOM
uccnenoBannu (CSR). JlonosHUTENbHBIE TOMCKOBBIE aHAIHU3bI TAHHBIX MTPOBOIMIIH, KaK CUUTAIIN
HEOOXOTUMBIM.

CSR monydanu Ha ocHOBaHMM JaHHBIX 3¢ dexkTrBHOCTH, Oe3omacHocTH, PK u PD, u
UMMYHOTE€HHOCTH, KOIJ]a BCE€ WALMEHTHI, OCTABIIMECS B WCCIECAOBAHUH, 3aBEpIIMIH 20-
HEJIeNIbHBIN Mepuos paHnoMusnpoBaHHOro jedeHus. Koneunsiit CSR s 0000IIeHus TaHHBIX
mutensHO 3¢ exktuBHOCTH, Oe3onmacHoctd, PK u PD, u MMMyHOreHHOCTH TOJyYaaud IO
3aBEPIICHNH HCCIIEOBAHUS.

195 mnauuMeHTOB Cly4aiHbIM O0pa3oM pPErucTPUpPOBaNd B cooTHowmeHWd 1:1 s
MPOAOUKEeHHs BBeIeHHs dKym3ymada (N=98) wnu nns mepeBoma Ha ALXNI1210 (N=97) nns
olecrieueHnst Mo MeHbIIell Mepe 172 mojexamux OLEHKE MAaLUeHTOB (IIPHHUMAs 4YacTOTY
orceBa He Oonee 10%). Ouenka pasmepa BHIOOPKM Oblla OCHOBAaHA Ha NU3aiiHE HE MEHbINEH
3¢ (eKTUBHOCTH, CPAaBHUBAIOIIEM MAI[MEHTOB, IOABEPTHYTHIX JICUEHUIO C HCIOJIb30BAHUEM

ALXNI1210, ¢ mauMeHTamu, TOABEPTHYTHIMU JIEYEHHUIO C HCIIOJIb30BAHUEM 3KYJIH3yMala.
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IlepBuyHy!0O KOHEYHYIO TOYKY TreMoyn3a, Kak usMepeHo Hampsmylo no LDH-PCHG or
MCXOJTHOW TOYKH JI0 CYTOK 183, Mcronb30Bany sl OLEHKH HE MEHbLIEH 3(PPEKTUBHOCTH.

Tabauua 39: O6o0meHne NnapaMeTpoB, HCMOJIb3yEeMbIX AJIsl ONpeaesieHHs pa3Mepa

BBIOOPKH
IlapameTpbl IIpoueHT H3MEeHEeHHs yPOBHS
LDH
MoLHOCTD 90%
Ommbdka [ Tuna 1-croponssist 0,025
[Tpenen He MeHbluel 3¢ dexTuBHOCTH 0,15
COOTHOIIIEHHE pacTIpeiesICHHs 1:1
CtaHnapTHOE OTKJIOHEHHUE JUIsl OTBeTa 3Ky an3ymMada/ALXN1210 0,30/0,30
[Ipennonaraemoe pa3anyue B crocodax JeueHHs 0
O1uieHeHHbIN pa3Mep BbIOOpKH (SS) 172
CxoppextupoBansbiii SS st 10% orcea 192

ITpumeuanue: Ilaker nporpammuoro odecneuenus: Hintze, J. (2011). PASS 11. NCSS,
LLC. Kaysville, Utah, US. www.ncss.com.

Ananm3bl 5()(EeKTUBHOCTH TPOBOAWIN Ul MOJHOW mnomyssiunu s aHammza (FAS).
AHanu3bl NMEPBUYHBIX KOHEYHBIX TOYEK 3()(PEeKTUBHOCTH, TaK K€ KaK AHAJIHM3bl KIFOYEBBIX
BTOPUYHBIX KOHEYHBIX TOYEK, MPOBOAWIM JUIA MOMyJBSILMH aHaiu3a no nporokoiy (PP). FAS
npenacTaBisuia COOOH NEepBUUHYIO MOMYJLSIMMIO Ui BCeX aHanu3oB s¢¢extuBHocTH. FAS
BKJIFOUAJIa BCEX MALMEHTOB, KOTOPBbIM BBOAMIM MO MeHbwied Mepe 1 nosy ALXNI1210 wunu
3KyJau3ymada.

Monynsiuus PP, okoHuaTenpHO odopmIleHHAst O 3aKPBITHS AOCTyma K 0a3e HaHHBIX,
cocrosuta U3 naureHToB FAS, ynoBneTBopsBIINX BCeM U3 CIEAYIOIINX KPUTEPHEB:

He mponyckanun 103 ALXNI1210 wiu npornyckanu He Oosnee 1 mo3bl skyauzymada BO
BpeMs1 26-HeIeJIbHOIO NEPUOa PAHAOMU3UPOBAHHOIO JIEYEHUS

Y 1OBJIETBOPSIN KPUTEPUSIM BKIIIOUeHHS #2, 3 1 4

He ynoBnerBopsiin kputepusiMm uckitouenus #1, 2, 3, 4 wim 5

Huxorna He noaBepraanck HEMPaBUIBHOMY PaHAOMU3UPOBAHHOMY JIEUEHUIO

CrnenoBayii yka3aHHOMY B IMPOTOKOJIE PYKOBOJCTBY MO TpaHC(y3HH

AHanm3bl 0€30MacHOCTH MPOBOAWIIH ISl TIOMYJISIUN O€30MaCHOCTH, ONPENeIeHHON Kak
BCE TAIMEHTHI, KOTOPBIM BBOIWJIMU 1O MeHbIne mepe 1 mosy ALXNI210 umu skynusymada.
AnHanusbl (papMakOKMHETHKH ¥ PD mpoBomwimm s BCEX MAIMEHTOB, KOTOPBIM BBOAMIIM IO
MeHblIel Mepe 1 103y ucCleqyeMOoro JeKapCTBEHHOIO CpEeACTBa, M KOTOpble HMeNIu
nognarourecss oueHke naHHele PK u PD. Jlemorpadudeckne m MCXOOHBIE XapaKTEPUCTUKU
NAIMEHTOB, BKJOYAs MEIUIMHCKHHA aHaMHe3 U TpaHCc(y3Wu B aHAMHE3E, CYMMHUPOBAJIU IO
IpyIIe JICYeHUST W B COBOKyNmHOCTH st momyssinnidi FAS m GesomacHoctu. Kommuectso
UH(QY3Hi, TPOBENEHHBIX ISl MALUEHTAa, MPEACTABIUIA B (OpMe TaOJHUIBI MO TPYIIE JICUSHHUS
st monysisicuii FAS u 6esonmacHocTu.

ITepBuyHOlN KOHEYHOH TOUYKOH 3(P(PEKTUBHOCTH SIBJSUIOCH PA3IMYUE MEKIY TPyIIaMu

neuenus B LDH-PCHG ot ucxonno# Touku 1o cytok 183. McxonHyro TOUKY ONMpeaessuii Kak
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cpenHee ANl BCEX OLIEHOK, AHAJIM3UPOBAHHBIX B LEHTPAJIBbHOW Ja0OpaTopuu, OO IEPBOTO
BBEJIEHUS HCCIIEyEeMOTI0 JIEKAPCTBEHHOTO CPENICTBA.

IIpouent usmenenus LDH ananusupoBaiu C HMCHOJIB30BAHUEM MOJAEIH CMEIIAHHBIX
s¢p¢pexroB ans noBTOpHBIX m3MepeHHt (MMRM) ¢ (uUKCHPOBaHHBIMH, KaTE€rOPHAJIBHBIMU
s¢pdexkramu JeUeHHs, OCMOTPOM B paMKax HCCIENOBaHMSA M B3aUMOJEHCTBHEM OCMOTpPa B
paMKax HCCJIENOBAHMS C TPYIMIOH JICUEHUs, TaK XK€ KaK C HEMpepbIBHOW, (PUKCHPOBAHHOU
koBapuanueir ucxonnoii LDH wum ¢ mokasarenem cTpaTU(QHUKAIMOHHON paHIOMHM3AaLMU IS
tpancdysuit pRBC B anamHuese (na/HeT B npenenax 12 mecsueB A0 CYyTOK 1). ANMpPOKCHMALIUIO
KenBapna-Pomkepa  mcronb3oBand — AJii  OLEHKM — CTeleHeH  CBOOOIBI  3HAMEHATENs.
PaccuureiBanu paznmune 8 LDH-PCHG mexny rpynnamu neuennst ALXN1210 u sxynusyma0a,
BMeCTe C 1By CTOpOHHUM 95% CIL.

Ecnn Bepxusis rpanuna 95% CI ms pasnuumst (ALXN1210-5kynu3ymad) cocrasiisiia
Menee NIM 15%, torma 3axmouanu, uto JjedeHne ALXNI210 umeer He MeEHbLIYIO
3¢ PEeKTHBHOCTB, MO CPABHEHUIO ¢ dKyan3yMadom. Ecnu nonyuena He MeHblast 3 QpekTHBHOCTS,
u HaOmogamu Oonbmmit ddpdext mat ALXNI210, Torma OLEHUBAIM NPEBOCXOACTBO C
HCIIOJIb30BAHUEM JIBY CTOPOHHETO 5% KpUTEpHSL.

KitoueBble BTOpUYHBIE KOHEYHbIE TOYKH 3(P(PEKTHBHOCTH OO NMALHEHTOB C PE3KUM
reMOJIN30M, H3MEHEHHE, TI0 CPAaBHEHUIO ¢ UCXOHOM ToukoH, no mkane FACIT-YTomnsemocry,
IOJIO MAlUeHTOB, He TpeOOBaBIIMX TPAHC(Y3UH, U JIOJIO MALUEHTOB C CTAOMIN3UPOBAHHBIM
reMOrJIOOMHOM, CYMMHPOBAJIHU TI0 TPYTIE JieueHHs. [IpoLeHT manueHToB ¢ pe3KM IeMOJIH30M
paccunrtbiBasu s obeux rpymnm jedeHuss ALXN1210 u skynuzymada. Paznuuue B mporeHTte
MAalMeHTOB C PE3KHUM IeMOJIM30M B 2 Ipymmax JieueHus paccuurtbiBaiy, smecte ¢ 95% Cl nns
pazmuumst. 95% CI pns pasnuums mexnay rpynmamu jedenuss ALXNI1210 u skynamsymada
pacCYUTHIBAIN C UCHOJNBb30BAHUEM CIOCOo0a OMpeneNeHusl JOBEPUTEIBHOTO HMHTEpBaja
Hbrokomba. Takoit ke cnoco0 HWCHONB30BANM JUISI  HCKIKOYeHHs TpaHchy3uil u
CTa0MIM3UPOBAHHOTO reMorjioonHa. Mckmouenne Tpanc(y3uil monydaid TOJNBKO JJIST TeX
MAIMEeHTOB, KOTOPBIX HE MOJBEPTaIn TPAHC(HY3UH, H KOTOPBIE HE COOTBETCTBOBAIN YKa3aHHOMY
B MPOTOKOJIE PYKOBOACTBY sl TpaHCy3uu. JIJsi M3MEHEHHUs, MO CPABHEHUIO C HMCXOIHOHN
toukoi, mo mkane FACIT-YToMisieMoCTH, Tako# ke Crnocod HCTOIb30BAIH ISl TIEPBUIHON
KOHEYHOU TOYKH.

OTU KJIIOUEBble BTOPUYHBbIE KOHEUHbIE TOUKH TECTHPOBAN B HEPAPXUUECKOM MOPSAKE,
NPU YCJIOBHUHU, YTO HE MeHbIIas 3(PQPeKTHBHOCTH 3asiBJIEHA JJIsI TIEPBUYHOM KOHEYHOW TOYKH.
Ecnu He menbmast 5(EeKTUBHOCTD MOJy4YeHA Ui KIFOYEBOH BTOPHYHONW KOHEYHOW TOYKH H
Habmonamn Oonbmuii  dddexkr mms ALXNI210, Torma OIEHHBAA MPEBOCXOICTBO C
HCIOJIb30BaHUEM 2-CTOpOHHero kpurepus 0,05 1 kaXaoro napaMmerpa.

IIpn mpoBeneHUN aHAJIM30B KIIFOYEBBIX BTOPUYHBIX KOHEYHBIX TOYEK 3()(HEeKTHBHOCTH,
UCTIONB30BATM  CHOCOO  3aMKHYTOTO  TECTHPOBAHUS, OTCYTCTBHE 3HAYMMOCTH  TecTa
npefoTBpaliano aHanus nocienyromux TectoB. Ouenku u Cl paccuuTeiBamu ansd Bcex
KJIFOUEBBIX BTOPUYHBIX KOHEYHBIX TOUEK 3(PPEKTHBHOCTH, HE3ABUCUMO OT TOT'O, MPEIOTBPAINAIO

JIX OTCYTCTBHUE 3HAYUMOCTHU TECTA aHAJIN3 MOCIICAYIOIIHUX TECTOB.
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1. Ecnu BepxHss rpanuna 95% CI qns pasnuuus mexay rpynnamu gedernuss ALXN1210
U dKyJm3ymada B J0OJie MALMEHTOB C PE3KHM T'eMOJH30M cocTaBisiuia MmeHee NIM 20%, torma
3asBsiiy, uTo ALXNI210 He ycTymaer mo 3ToMy napaMmerpy, U TECTHPOBAIU CIEAYHOIIMH
napamerp.

2. Ecnn HwxkHsAs rpanuna 95% Cl nas paznuuus mexay rpynnaMu jgederus ALXN1210
U JKynIn3ymada B U3MEHEHWH, MO CPaBHEHHMIO C UCXOomHbIM, 1o mkaje FACIT-Yromasiemoctu
npespiiana NIM -3, Ttoraa 3assisiiy, uro ALXNI210 ve ycTtynaer mo stomy napamerpy, u
TECTUPOBAJIH CJAEAYIOLUI TapaMeTp.

3. Ecnn HwxHss rpanuna 95% CI o pasnuuus mexay rpynnamu jedenus ALXNI210
u sxysm3ymada anst TA mpespimana NIM -20%, torga 3aseisum, uto ALXN1210 He ycTymaer
9KyJIU3yMaly, U TECTUPOBAJIN CIENYIOIIUI MapameTp.

4. Ecnu HwxkHAs rpanuna 95% Cl nns pasnuuus mexay rpynnaMu jgederns ALXN1210
U 5KyJnu3ymada B JI0Jie MAILMEHTOB C CTAOWUIM3MPOBAHHBIM reMoriioOnHOM mnpeBbiiana NIM -
20%, Toraa 3asBisiny, uto ALXN1210 He ycTynaer no 3ToMy napamerpy.

OOmee komuuectBo exuuun pRBC, BBEIEHHBIX MOCPENCTBOM TpaHC(Y3UH BO BpeMms
neuenuss, u koauuectBo (%) maumentoB ¢ LDH B mpenenax HOpMaJbHOrO AMAana3oHa IpU
KQXIOM OCMOTpPE B paMKax MCCJIEOBAHUS PACCUUTBHIBAIM [ OOEHMX TPYIHI JICYEHUs
ALXNI1210 wu »skynusymaba. H3menenuws ot wucxogHod toukn B EORTC-QLQ-C30
CYMMHPOBAJIU MO TPYMIE JEYESHUsI B UCXOAHOU TOYKE U IIPU OCMOTPaxX B PaMKax HUCCIIEIO0BaHUS
rae 5TH ouneHKH coOupanu. CHABUIM OT MCXOAHOW TOYKHM B KIMHHUYECKUX mposiBieHusx PNH
CYMMHPOBAJIU TIO TPYIIE JIEYEHUs U MPU OCMOTPaX B pPaMKaxX HCCIEAOBAHUS TI€ 3TU OLEHKU
cobupanu. Konnvyectso mo0bix BhI3BaHHBIX jiedeHneM MAVE (n) U KolIu4ecTBO MaLMEHTOB C
coObrtusiMu (1, %) oTOOpakaH Mo rPyIIe JEYSHHUs.

Bce ananusbl 6€30MacHOCTH MPOBOIMIIN JJIST TIOMYJISIUN O€30MacHOCTH, ONpPeAeIeHHOM
KaK BCE MAaI[MeHThI, KOTOPBIM BBOAWIM 1O MeHbInel Mepe 1 no3y ALXN1210 wimu skyausymada.
PesyabraTer At 6€30MaCHOCTH PErHCTPUPOBAIIH IO TPYTINE JICYSHHUS.

Crnenyrouue onpeneneHus ucronb3osanu s AE:

HebOnaronpusitHele coObiTusi 10 JsedeHus: Jroboe AE, koTopoe Hadajgoch mocie
NPEAOCTaBIEHNs] WH(POPMHPOBAHHOTO COTJIACHs, HO 1O TepBOH HMH(QY3UH HCCIENyeMOro
JIEKapCTBEHHOI'O CPEJICTBA.

BeBanHoe neuyennem HebnmarompusitHoe coObitrie (TEAE): nroboe AE, koropoe
HA4aJOCh BO BPEMs WJIU TIOCJIE IEPBOH HH(PY3HH UCCIIENYEMOTr0 JIEKAPCTBEHHOTO CPEICTBA.

Bcerpewaemocts TEAE, TEAE, npuBoxsiiux k npekpamieHuro uccienosanus, TEAE,
MPUBOAALINX K MIPEKPALLEHUIO BBEAEHUS HCCIENyEeMOro JIEKAPCTBEHHOIO CPEICTBA, CBS3aHHBIX C
BBeneHueM JekapctBeHHoro cpencrsa TEAE, TEAE Bo BpeMs BBeNeHHS HCCIEAyEeMOIO
nekapcTBeHHOro cpencrtsa, Tsokenbix TEAE u SAE cymmuposanu. Bce AE koaupoBanu c
ucnons3oBaHueM MedDRA Bepcun 18 mnm BblIlie 1 CYMMHPOBAJIH 110 KJIACCY CHCTEMBI OPTraHOB
(SOC) u PT.

HebOnaronpusiTHele U3MEHEHHsI OT MCXOAHOH TOYKM B OOHAPY)KEHUSX MPH (PU3NIECKOM

ocMoTpe KiaccuduiupoBain kak AE ¥ aHamu3upOBalid COOTBETCTBEHHO. JKH3HEHHO BaKHBIE
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(YHKIIMM CyMMHpPOBAJIM OIUCATEIBHO B HMCXOOHOH TOYKE M BO BPEMEHHBIX TOYKAaX IIOCIHE
HCXOAHOM, U N0 U3MEHEHUSIM OT UCXOAHOM TOYKHU MO IPyIIe JeUeHHUs.

HaGmonaemble 3Hau€HUS U M3MEHEHUs] OT MCXOOHOW TOYKU U KIMHUYECKOH XHMMUH,
reMaToJIOTMH U UCCIIE0BAHUS MOUH CYyMMHPOBAJIH OMUCATENBHO B HCXOAHON TOUKE U B KAXA0H
BPEMEHHOH TOYKe Tmociae HCXOAHOH. [lnsg madopaTOpHBIX pPE3yJbTATOB, KOTOPBIE MOXKHO
KJIacCU(UIMPOBAaTh KaK HOPMAJbHbIE, HU3KHE WM BBICOKHE, Ha OCHOBAHMUM HOPMAaJIbHOTO
Iuana3oHa 3HAYeHWN, CIOBUTU OT HCXOAHBIX B KIACCU(UKALMK CYyMMHPOBAIHM Ui BCEX
OCMOTPOB B PaAMKax UCCJIEIOBaHMUS.

ITonyyanu cnucku naHHbIx 111 napamerpoB OKI' nmo maumenram. M3menenus or
UCXOJTHON TOUKHU B MHTepBanax snekrpokapauorpammel (PR, RR, QT u QTcF) npencrasmsiiu no
rpynne nedenus. HMurepsan QT koppexkTupoBanu MO 4YacTOT€ CEPAEUHBIX COKpALEHUN C
ucnonb3oBaHueM ¢popmysel Ppunepuxa (QTcF).

OOHnapykeHuss aHOMaJIbHOM MMMYHOT€HHOCTH, BKJIIOYAsi BCTpeuaeMocTb U TUTpbl ADA
npotuB ALXN1210 mnu sxynusymaba, o6o0mmanu B TabiudHoM (opMaTe Mo rpyrine JeYSHHUs.
MO’KHO aHaJU3UPOBATH JOJIO MALMEHTOB, KOTAA-TUOO MOJOXKHUTENbHBIX, W JOJI0 MaLHUEeHTOB,
BCEr7la OTPULIATEbHBIX.

WnnuBunyanpHbple AaHHbIE O KOHLIEHTPALUM B CBIBOPOTKE Al BCEX MALUEHTOB,
KOTOPBIM BBOAWJIM IO MeHbIIEH Mepe | o3y MccienyemMoro JieKapCcTBEHHOro cpeacrtsa (T.e.,
ALXNI1210 wmnm skynusymaba), W KOTOpbIE HUMENU MOANAOIIMECS OLeHKe naHHble PK,
UCTIONb30BaJH AJis1 BhiBeneHus napameTpoB PK as ALXN1210 u skynusymada.

Crtpounu rpaduku npoduiei cpeaHeil KOHIEHTPAIMH B CHIBOPOTKE B 3aBUCHMOCTU OT
BpeMeHH. MOKHO moyiydaTh Takke rpaduku mnpoduieldl KOHLEHTPALM B CbIBOPOTKE B
3aBUCUMOCTHU OT BPEMEHU sl UHAUBUAYAJbHBIX MalleHTOB. DakTHUeCKOe BpeMsi BBEEHUs 103
u oTOopa 0Opa3LOB MCIOIB30BANN U BceX pacueToB. [lokaszaTenu OomucaTeabHON CTATHCTUKU
pPacCYUTBIBAIIN ISl TAHHBIX KOHLIEHTPALMH B CHIBOPOTKE B KaKIOH BPEMEHHOW TOYKe 0TOOpa
oOpasuoB, mo HeoOxomumocTH. Ouenky mnomymsauud no PK  MOXHO paccMmarpuBath €
UCTIOJIb30BAHUEM JIaHHBIX W3 3TOrO HMCCJIENOBAHUS WM B KOMOHMHAIIMM C JaHHBIMU U3 JIPYTHX
UCCJIEIOBAHUH.

OnucarenbHyr0 CTATUCTUKY MPECTAaBIsUIN JUIsl BceX KOoHeyHbIX Todek PD ALXNI210 u
sKyu3ymMada B KaxIOH BpeMEeHHOH Touke oTtOopa obpasuoB. Dddextsr PD ALXNI210 u
sKynu3ymMada, BBENEHHBIX |V, OIEHHMBaIM MOCPENCTBOM OLEHKH aOCONIOTHBIX 3HAYEHHH H
U3MEHEHUH, W TPOLEHTa W3MEHEHUs OT HCXOAHOW TOYKH JUia oOmed koHuentpauuu CS5 B
CBIBOPOTKE W KOHUEHTpauuu cBodomHoro CS5 B ceiBopoTke, u remonmsa cRBC ¢ teuennem
BpeMeHH, o HeoOxonumoctu. Ouenku B3anmocssizeil PK/PD ALXNI1210 M0OXHO HCCIenOBaTh
C MCTIOJIb30BAHNEM JJAHHBIX M3 3TOrO UCCIEIOBAHMS WJIM B KOMOMHAIIMH C JAHHBIMH U3 IPYTHX
UCCJIEIOBAHUH.

Ecnn ouenka Ha cyTku 1 oTcyTCTBOBasa, OLIEHKY IPU CKPUHHUHIE HCIIONB30Bajld B
Ka4yecTBe MCXOIHOHN OLleHKH. MaHUNyJ sALUN C OTCYTCTBYIOLIMMH JAHHBIMU JJIsl HHCTPYMEHTOB

QoL mpoBoauny, Kak yKa3aHo B MHCTPYKLMSIX Uil K&KAOTO HHCTPYMEHTA.
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IHPUMEP 5: Pe3yabTaTel pAHAOMH3HPOBAHHOI0, OTKPBITOr0 HCCJIEA0BaHUs (Pa3bl
3, ¢ KOHTpoJileM @O0 AaKTHBHoOMY mnpenaparty, aasa ALXNI1210, no cpaBHeHHI0O C
IKYJH3YyMAOOM y B3POCJIbIX MAIHEHTOB € MAPOKCH3MAJBHON HOYHOH reMorJjo0HHypHei
(PNH), panee noasepraeMbix Je4eHHIO ¢ HCNOJIb30BAHHEM JKYJIH3yMala

Huxe npuseneHo o0o0OmieHne MaHHBIX, TOJYYEHHBIX [JIsI TEKYINEro OTKPBITOTO

KIIMHUYECKOro HMCCJICA0OBaHUA (1)83]31 3 MPOBEACHHOIO B COOTBETCTBUHU C TIPOTOKOJIOM,

2
OTMCAaHHBIM BbIlIE B puMepe 4. O0o01meHne pe3yapTaToB Aist 3G(HEeKTUBHOCTH U 0€301MaCHOCTH
IPENCTABICHO HIDKE.

1. O6o0I1IEeHNEe HCCaEOBAHUS

OT0 KIMHUYECKOe UccienoBaHue ¢asbl 3 11 4eOBeKa MPEACTABIUIIO COOOH OTKPBITOE,
PaHIOMHU3UPOBAHHOE, MHOTOLIEHTPOBOE UCCIIEI0BAHUE, C KOHTPOJIEM IO aKTUBHOMY IIpenapary,
NpoBeeHHOe 1Jis1 OlleHkH Oe3omacHocTH U 3¢ dexTrnBHOCTH ALXN1210 (Takke M3BECTHOrO Kak
Ultomiris™, antureno BNJ441 wiu paBynusymal), o cpaBHEeHHUIO ¢ 3Kyausymadbom (Soliris®),
BBEIEHHOT'O MocpencTsoM BHyTpuBeHHOH (IV) nHpy3un B3pocnbiM nauuentam ¢ PNH, koTopbix
NOABEPTa JISYEHHIO C HCHOJIb30BAaHUEM SKyJIn3yMada B TEYEHHUE [0 MEHbLIeH Mepe 6 MeCSLEB.
B uccnepoBanuu 3apeructpupoBaHo Bcero 195 manmentoB. Becero 191 maumenrt 3aBepiamn
ucciaeaoBanue, U 186 U3 3TUX MAalMEHTOB BKJIIOYEHBI B 3TOT aHAJIN3 MO NMPOTOKOJyY. Tosbko as
4 cyOBeKTOB MpeKpalleHo uccienaoBanue B xoae uccnenaosanus (1 uz rpynmst ALXN1210 u 3 u3
IPYIITBI HKYJIN3yMada).

Jro wuccnenoBanue (aspl 3 JOCTUIVIO CBOEH MEPBUYHOW €M M TOKA3aJio, HTO
ALXNI210 (paBynusymal®) He ycryman dkynusymady. KoHKpeTHO, B HCCIEIOBaHHU
JOCTUTHYTHI MPEIBAPUTENILHO Ha3HAUYEHHbBIE Mpenesbl He MeHbliel ¢ dextusHocTr (NIM) s
npouenTa u3menenusi LDH (LDH-PCHG) ot ucXOgHOM TOYKH, ¢ 3HAYEHUSIMH, JIYULIUMH, YEM
15% mnpenensl, Tpedyemble FDA, u kak yka3aHO B MPOTOKOJIE, HO HE COBCEM JOCTHTHYTO
npeumyniectso B 3ToM uccinenoBanuu(p<0,0583). Kpome Toro, mmsi Bcex 4 KIIIOUEBBIX
BTOPUYHBIX KOHEYHBIX TO4YEK Moka3zaHo nmpeumyliectBO ALXNI1210 u nokasaHa He MeHbluas
3¢ exTuBHOCTb, MO CpaBHEHHIO C JKyiaudymadom. [lns peskoro remonusa (BTH) rtaxske
MOKa3aHa KOJNMYEeCTBeHHas TeHAeHUus K mnpeumyinectsy ALXNI210, mo cpaBHeHHIO C
skyauzymadom, ¢ 0% mporus 5,1%, coorBeTcTBeHHO. MDAaKTHUECKH, HHUKAKHE TMAIMEHTHI C
BBeneHneM ALXN1210 ve ucnbrteiBanu BTH, o cpaBHeHuto ¢ 5 mist sxynmusymada (1 manueHT
¢ skymmymabom mmen 3 coObitusi BTH). BakHo, 4TO aHanm3 4YyBCTBHTENBHOCTH IOKA3all
HAJIeKHBIE PE3yJIbTAThl I BCEX KOHEUHBIX TOYeK 3(PdekTHBHOCTH. [[aHHBIC TPEACTaBICHBI B
npuaraeéMbIx GUrypax U TadaHLax, U UX 0oJiee MOJHO OOCY KAAIT HIDKE.

Ju3aiitH ucciaenoBaHusi He MeHbluel 3¢dexkTuBHOCTH, cpaBHuBaroImero ALXNI1210 u
sKkyau3ymad, mokasaH Ha Qurype 25. B uccnenoBanny cpaBHUBAIN WHIUBHIYAJTU3HPOBAHHYIO
cxeMy no3WpoBaHMsi Ha OcHoBaHMU Macchl it ALXNI1210 ¢ cymectByromeii oqoOpeHHOMH
CXEMOW H03WpoBaHus aysl 3Kyamsymaba npu PNH B mombiTke mOKa3aTh HE MEHBLIVIO
s¢dexTuBHOCTD Y manueHToB ¢ PNH, KOTOpBIM BBOAWIM 3KyJIU3yMal B T€UEHHE IO MEHBILIEH
Mepe 6 MecsieB MO Hadajia 3Toro uccienosanus. Jlo3a, BeiOpanHas miust ALXNI210, Obuta

OCHOBaHA Ha MAacce W BKJIIOYAja Harpy3ouHyr no3y (2400 mr mis nmanueHTtoB >40 kr - <60 kr,
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2700 mr s narueHtoB >60 kr - <100 kr, 3000 mr mis manuentoB >100 kr) Ha cyTku 1, ¢
nocneaymumu noanepskuparommumu gozamu ALXN1210 (3000 mr mis mamueHToB >40 KU -
<60 xr, 3300 mr mis mauueHToB >60 - <100 kr, 3600 mr nns naueHToB >100 kr) Ha cyTkH 15 1
kaxabple 8 Hemesnb mocie storo. Cm. ¢urypy 25. B ornumume OT 3TOro, Ao3a 3Kyiam3ymada
BKJIIOYAET nojaep:kuBarolyro no3y 900 mr, BBogumbix IV Ha cyTku | u kaxnable 2 Hemenu
nociie storo. Cm. purypy 25. Ilocne 3aBepiieHust HCCIENOBaHUS, CYOBEKTOB B 00X TpyImax
ALXNI1210 u skynu3ymada nepeBeny B MEpUON PACIIMPEHHs], Kak omucaHo B mpumepe 4. Bo
Bpems nepuona pacmupenus, B rpynne ALXN1210 nponomkanu BBenenne ALXN1210 kaxabie
8 Hemenb. B rpymnme skynmsymaba BBOamsIM Harpy3o4dHyro no3y ALXNI210 (2400 mr s
manueHToB >40 kr - <60 kr, 2700 mr mys nauupeHToB >60 kr - <100 xr, 3000 Mr mJisi alueHTOB
>100 xr) Ha cyTku 183, ¢ mocneayromumu nogaepskuparommuMu gozamu ALXN1210 (3000 mr
nutst rmarueHToB >40 kr - <60 kr, 3300 mr mjis narueHToB >60 - <100 kr, 3600 Mr aJis1 maueHTOB
>100 xr) Ha cyTtku 197 u kaxasle 8 Henmenb nocye sToro. ITomHast cxema AO3UPOBAHUS IS
obenx rpynn ALXN1210 u sxynuzymaba nokasaHa Ha durype 26.

B uccnenoBaHum 3aperucTpUpOBaHO OONbLIE MALMEHTOB, Y€M IJIAHUPOBAIH HCXOIHO.
KonkperHo, 195 manueHToB, 3aperucTpupOBaHbl B UCCIEOBAHIH M PAHAOMH3HPOBAHbBI JTHOO B
rpynmy ALXN1210, nmubo B rpynmy skyimsymada (cm. ¢urypy 27). Beero 13 cyObekToB He
npouwu oToop npu ckpuHuHre. U3 195 manueHToB, NoajekamuxX BKIIOUYEHHIO B 20-HeaeIbHbIN
NEPUOA JIEUEHUs U €ro 3aBeplueHuto, 191 nepeseneHsl B TeKyllee pacCIIuPEeHHOE UCCIeI0BaHUE
(cm. durypy 27). McxoaHble XapakTepUCTHKH U aAeMorpaduyeckue JaHHbBIE JJIST UCCIIEAyeMOM
MO JIIUK TOKa3aHbl Ha ¢urype 28. McxogHble XapakTepUCTHKU 3a00JeBaHMs MOKa3aHbl Ha
¢urype 29.

U3 197 paHaOMU3NPOBAHHBIX MALUEHTOB, 195 MOABEPrHYTHIX JICUEHUIO MALMEHTOB (97
nanreHToB B rpynme ALXNI210 u 98 maumeHTOB B rpymme 35KyJu3ymada) BKIFOUEHbI B
nonyysanun FAS u 6e30macHoCTH, Kak MOKa3aHoO Hibke B Tadmuue 40.

Tab6nuua 40: lomynsiuum A8 aHAAWM3a JAHHBIX (BCe pPaHIOMH3HPOBAHHBIE

NALHEeHTDbI)
ALXN1210, n|9xyau3ymad, | Bcero, n (%)
(%) n (%)
KoanuecTBo paHAOMU3HPOBAHHBIX MAaLIUEHTOB 98 (100) 99 (100) 197 (100)
KonuuecTBo nammeHToB B FAS 97 (99,0) 98 (99,0) 195 (99,0)
KonunuecTBo nanyeHToB, HCKIOUEHHbIX u3 FAS 1(1,0) 1(1,0) 2 (1,0)
KonuyecTBo nanueHToB B nonyJsinuu PP 93 (94,9) 93 (93,9) 186 (94,4)
KonuuecTBo naneHToB, UCKIIIOUEHHBIX U3 5@, 6 (6,1) 11 (5,6)
nonyJysinuu PP
KonuuecTBo NalueHToB B MOMYJIALUN 97 (99,0) 98 (99,0) 195 (99,0)
be3onacHOCTH
KonuuecTBo MaleHTOB, UCKIIIOUEHHBIX U3 1(1,0) 1(1,0) 2 (1,0)
MOy JISIIUK O€30MaCHOCTH
KonndyecTBO MalMeHToB B MOMYJSIIKHN it aHanmza| 97 (99,0) 98 (99,0) 195 (99,0)
PK
KonuuecTBo nalieHTOB, UCKIIIOUEHHBIX U3 1(1,0) 1(1,0) 2 (1,0)
nonyJsiuuu 11 aHannsza PK




164

Coxkpamenus: FAS=nonnas nonynsauus ansa ananusa, PP=mno nporokouny
OnunHanLaTH nonyysiun - PP (ALXN1210:
n=0). NPUYHHBI JByx

pPaHAOMU3UPOBAJIN, HO HE NMOABEPTAIN JICHCHUIO U3-3a HCKJIFOUECHUI NaluECHTOB 10 HepBOﬁ JO3bI

IMNaME€HTOB HUCKIHOYECHBI U3 Il:5,

3KyIHM3yMao, Huxe npuseneHsl HCKJIIOUEHUS. MaILHEHTOB
(cm. Tabmuny 41). Onpenenuny, uro asa nanueHTta B rpynne ALXNI1210 He ynosneTBopsun
KPUTEpHsIM JIEUEHHUs] C HCIIONIb30BAaHMEM OHKyJN3ymMalda, B COOTBETCTBHHM C 3asBJICHHOHN
pexomeHnauueii nosuposanuss npu PNH (skynuszymal kaxneie 14+2 cyTok) B mpenenax 6
MECSILIEB 70 CYTOK 1, IOCKOJIBKY HEKOTOpPBIE M3 103 KyIn3yMada BBOIWIM BHE OKHat2 CyTOK.
Omnpenemiy, 4TO ABa MALMEHTa B Tpymie 3Kyausymada umenn yposeHb LDH > 2 x ULN B
npenenax 6 MecsneB 10 cytok 1. Ilate mammentoB (ALXNI1210: n=2, skynuszymad: n=3)
COOTBETCTBOBAJIN YKa3aHHBIM B IIPOTOKOJIE KpurepusM auist TpaHcdysuu pRBC (remornobun <7
/1), HO UX HE MOABEpraiu TpaHc(y3uu Ha 3TO BpeMs WJIH B JIFOOOE Jpyroe BpeMs BO BpeMs
nepuoAa NepBUYHOM oueHkH. HecMoTps Ha TO, 4TO Apyrue MNaLMEHTbl COOTBETCTBOBAIU
KPUTEpUSIM Ul TpaHC(y3Un MpU KOHKPETHOM OCMOTPE, HO UX HeE MOABepraiu TpaHcdys3uu, stu
NaLUeHThl BKJIIOYEHbl B nomyJssinuio PP, mockonbky uX moasepranu mo MeHblied mepe 1
TpaHC(y3UU B COOTBETCTBUU C KPUTEPUSIMU IS TPAHCHY3HUHL.

Tpu pasnuuus B pakTHIECKOH cTpaTHHUKALIMK HA BPEMsI pAHAOMH3ALIUH, [10 CPABHEHUIO
¢ HaOmomaemoil crpatudukanuen, ans TpaHchy3wil B aHaMHe3e, MPUCYTCTBOBAJIH B 3TOM
UCCIeOBAaHNM, Kak ykazaHo B TaOmuue 41. U3 24 maumeHToB, CTpAaTH()UIMPOBAHHBIX IO
Tpanc(ys3un B aHamHe3e «Jla», 1 manmeHT, Kak OnpeneneHo, He UMel TpaHChy3uil B aHaAMHE3e.
U3 173 maumeHTtoB, crpatuduUMpOBaHHBIX MO TpaHCPy3uu B aHamHe3e «Her», 2 maumeHTta
UMeEJH MPELIeCTBYIOIINE TpaHC(y3Un B aHAMHE3E.

Ta6nmuna 41: CrpaTudukannoHHble TPyNnbl NPH PAHAOMH3ALMH U HAOIIOJEHUH

(BCe pAHAOMHM3MPOBAHHbIE MALIHEHTHI)

Crpatudpuxaunonnsl [Habnawogaembie ALXN1210 IKyauzymabd Bcero

€ rpynnel Npu CTPATH(PHKALNOHH (N=98) (N=99) (N=197)

PAHAOMH3ALUH ble IPynnbI

Tpancdysun B

aHamHese, n (%)
Ha a 12 (12,2) 11 (11,1) 23 (11,7)
Ha Her 0 1(1,0) 1(0,5)
Her a 1(1,0) 1(1,0) 2 (1,0)
Her Her 85 (86,7) 86 (86,9) 171 (86,8)

IIpumeuanne: McxomHyro TOUKYy OMNpeAensad Kak IOclIefHee He OTCYTCTBYIOLIEe
3HaUYCHHE [0 MNepBOM A03bl ucciaeayeMoro JekapctBeHHoro cpeactsa. ULN mnas LDH
cocraBisieT 246 en./n.

B wmccnenyemoil momynsilMy ManyMeHTOB € CTaOMIIBHBIM 3a0ojeBaHueM, TOJNBKO 12,8%
umenu tpaHchysun pRBC B anamHe3e B mpepenax rojga A0 MEPBOH AO3bI HCCIENYEMOTO
JIEKapCTBEHHOTO CPENCTBA, Kak Moka3aHo B Tadmmue 42. CpenHee KONMWYeCTBO TpaHCY3Hil B
npenenax 1 roma ot mepBoil mo3bl Obuto Beime B rpynne ALXNI210, wem B rpymme

sKyM3yMada, Tak JKe Kak CpeliHee KOIMYECTBO €AMHUL], BBEACHHBIX MMOCPENCTBOM TpaHC(hy3UH.
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D10 paznuuue MOxHO mpunucath 2 marueHTaM ¢ ALXNI210 ¢ Tspkenod 3aBUCUMOCTBIO OT
TpaHchy3uil.
Taboauua 42: Tpancdy3uu 3puTpouuToB B npeaeax 12 mecsines A0 NMepBoil 103bl

(mostHASI MoMyAsALMSA AJISI AHAIN3A)

KaTteropusi nepemeHHoil ALXNI1210 | Oxyau3symad Bcero
(N=97) (N=98) (N=19%5)
Konn4yecTBO MaMeHToB ¢ TPaHCPY3UIMU 13 (13,4) 12 (12,2) 25(12,8)

pRBC/uenpHoli kpoBH B mpenenax 1 roga o
nepBoii 10361, n (%)

Tpancdyszuii pPRBC/uenbHoii kpoBu B npeaenax 1
rosia 10 NepBON 1036l

Bcero 64 30 94
Cpennee (SD) 4,9 (5,51) 2,5(2,32) 3,8 (4,38)
Menunana 3,0 1,5 2,0
MuH, Makc 1,17 1,8 1,17

Enrann pRBC/uenpHON KPpOBH, BBEIEHHBIX
rnocpencTBoM TpaHc(y3uu B mpenenax 1 roga 1o
MepBOil 1035l

Bcero 103 50 153
Cpennee (SD) 7,9 (8,78) 4.2 (3,83) 6,1 (7,00)
MennaHa 4.0 2.5 3,0
MuH, Makc 1,32 2,15 1,32

CoxkpaieHusi: MakC=MakCUMyM;, MHH=MuUHUMYM;, pRBC=spurpounrapHas macca,;
SD=cTaHnapTHOe OTKJIOHEHHE

Tunbr cumnTomoB PNH, KOTOpble NaLMEHTHl HCHBITHIBAIA A0 HWHPOPMHPOBAHHOTO
COTJIACHS], SIBJISLTUCH CXOMHBIMU MEXIY TPyIIaMH JISYeHUs, Te HanOoJiee pacpOCTPAHEHHbIMU
(> 20% oOT BCex MaLMEHTOB) SIBJSUIMCH YTOMIIIEMOCTDh WM acTeHusi (00mas ¢1adocTh), KpacHast
W TeMHasi Mo4a, 0oJH B 00J1aCTH )KMBOTA, 3aTPyAHEHUE bIXaHUS (IUCITHO?), PA3JIUTHE KEITUH,
csizanHble ¢ [IHC cuMnToMBI, Takue Kak roJIOBHAsi OO0Jb, TOJIOBOKPYIKEHHE WIIH CIOKHOCTU C
KOHLIEHTPALUEH, pa3TuTHe Keuu (MTOKEeITeHNE KOXKHU WITH TJ1a3) U aucdarmsi.

B obweit monyssinmu, 95,4% nanpieHTOB UMENH JOKY MEHTUPOBAHHbBIE ACCOLIMUPOBAHHbIE
¢ PNH cocTosiHus, THarHOCTHPOBAaHHBbIE O WH(POPMHUPOBAHHOTO COTJIACHS, KaK YKa3aHO B
tabnuue 43. Cnenyer orMeTuTh, uTo 37,4% NAIMEHTOB UMENH AIJIACTHYECKYH) AHEMUIO B
aHaMHe3se, 9,2% MalreHTOB UMENH MOYEYHYI0 HEOCTATOYHOCTh B aHaMHe3e, U 4,6% MalueHTOB
HMeJH MUEJIOAUCTIACTUYECKUHM CUHAPOM.

Tabnuna 43: accouunposanubie ¢ PNH cocTosinusi, imarHocTupoBaHHbie B J1000e

BpeMs1 10 HH(OPMHPOBAHHOIO corJiacusi (MOJHAS MOMYJISILUS AJIsSl AHAJIN3A)

Accouuuposannbie ¢ PNH cocrosinus, ALXN1210 Ixkyauzymad | Bcero (N=195)
n (%) (N=97) (N=98)

[MarrenTs! ¢ 00BIMU cocTosiHUsIME PNH 90 (92,8) 96 (98,0) 186 (95,4)
M0 HH(OPMHPOBAHHOTO COTJIACHS

AHemust 64 (66,0) 67 (68,4) 131 (67,2)
emaTypust witu reMOrJIOOUHY pust 47 (48.,5) 48 (49,0) 95 (48,7)
Annactuyeckas aHeMHsl 34 (35,1) 39 (39,8) 73 (37,4)
IloueuHasi HEAOCTATOYHOCTD 11(11,3) 7(7.1) 18 (9,2)
OcnoxHeHne npu OepeMeHHOCTH 4(4,1) 9(9,2) 13 (6,7)
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Accouuuposannbie ¢ PNH cocrosinus, ALXN1210 Ixkyauzymad | Bcero (N=195)
n (%) (N=97) (N=98)
MuenoaucniacTu4ecKuii CHHAPOM 33,1 6 (6,1) 9 (4,6)
Hpyrue? 14 (14,4) 14 (14,3) 28 (14,4)

ITpumeuanne: CoCTOSHUS, KaK JOKYMEHTHPOBAHO B MEOUIIMHCKOM KapTe MalHeHTa.
ITanmeHTOB MOXKHO YUHTHIBATE B OOJIee, YeM OJTHOW KaTeropuu.

A «/Ipyras» kareropus BKIIOYasia HEHTPONEHHUIO (N=3), MPOTEHHYPHIO, AUCHYHKIIHIO
nouku (n=3), nuMQOUAHYIO THUIEPIUIA3UI0, MAHIUTONEHHI (n=2), TpomOomneHuo (n=3),
Kene30AepULUTHYI0 aHeMHIO (N=2), He TSDKENYIO aIulasuio, CIUIEHOMETAIHIO, LIUTOJH3 MeYeHH
creneHl | (n=2), TeMONUTHYECKYIO AaHEMHUIO, DPE3KO€ CHH)XEHHE YPOBHS TalTOIJOOHHA,
JETOYHYI0 THUIEPTEH3MI0, MOHOCOMHUIO 7, MSATKYI0 THIOKJIETOYHOCTh KOCTHOTO MO3ra,
YMEHBIIECHHbI TPEXJIMHEHHBIM TIeMOIOod3,

MCAYJUSIPHYIO THUIOILUIA3U0, HEAOCTATOYHOCTDH

ranTorjioOnHa W TUNEPPETUKYJIOLUTO3, JIEWKONEHUIO, IU3rPaHyJIONo0d33, AU33PUTPOIOI3,

I[I/ICHJ'IaCTI/ILIeCKI/Iﬁ AU3DPUTPOIIOI3, PECUHUANUB HJIMOITaTUYECKOMH MeHyHHHpHOﬁ

TpOM6OI_II/IT03, TpOM6OI_II/ITOI'IeHI/I$I, ﬂeﬁKOHHTOS, MBIII€YHbIE OOJIH U 6OJ'II/I, N KaMHHU B KCJIYHOM

arIa3u,

my3bIpe.

Coxpamenne: PNH=napokcusmManbHast HOYHasi réeMOTJI00MHY pHst

Onno unu 6onee MAVE B aHamHe3e 3aperucTpupoBaHO Bcero ajsi 25,6% NalueHToB,

KaK YKa3aHO HIDKe B Ta0nuie 44.

Ta6nmuua 44: OcHOBHbIE HeOJArONPHUATHBIE COCYAUCTBIE COOBITHA B aHAMHe3e

(moJiHASI MOMYJISILUSL AJIsl AHAJIN3A)

Kareropun MAVE ALXNI1210 | Oxyan3zymaéd |Bcero (N=195)
(N=97) (N=98)

[Tamentel c MAVE B aHaMHe3e 28 (28,9) 22 (22,4) 50 (25,6)
Tpombohaedbut/TpoMb03 riyOOKHX BEH 11 (11,3) 5(.,1) 16 (8,2)
TpomO03 MeYeHOUHBIX/BOPOTHBIX BEH (CHHAPOM 8(8,2) 6 (6,1) 14 (7,2)

banna-Kuapwu)

OxxkJro3ust 1iepeOpasibHBIX apTepHii/ocTpoe 5(,2) 6 (6,1) 11 (5,6)
HapyIIeHHe MO3TOBOIO KPOBOOOpAIeHHsI

Oxxtro3ust 1iepeOpaibHbIX BEH 33,1 2 (2,0) 5(2,6)
Tpom0O03 win uHbpapKT 22,1 33,1 5(2,6)
Me3eHTEePHAJIbHBIX/BUCLIEPAJIbHBIX apTepUi

Tpom0O03 wim uHbpapkT 1(1,0) 4(4,1) 5(2,6)
Me3eHTEePHAJIbHBIX/BUCLIEPAJIbHBIX BEH

Jlerounasi sm0oJHst 5(5,2) 0 (0,0) 5(2,6)
JepMaspHbiii TpoM0O03 2(2,1) 0 (0,0) 2 (1,0)
Tpan3uTOopHAast MIIEMUYECKAas aTaka 1(1,0) 1(1,0) 2 (1,0)
WHbapkt Muokapaa 1(1,0) 0(0,0) 1(0,5)
OcTtpast OKKJTFO3UsI Tepu(epHUECKUX COCYIOB 0 (0,0) 0 (0,0) 0 (0,0)
AmnyTanus (HeTpaBMaTu4ecKas; 0 (0,0) 0 (0,0) 0 (0,0)

HeauabeTHIeckas)

I"anrpena (HerpaBMaTH4YeCKast, 0 (0,0) 0 (0,0) 0 (0,0)
HequabeTuIeckas)

Tpomb03 MoUeUHBIX apTepHid 0 (0,0) 0 (0,0) 0 (0,0)
Tpom0O03 MoUEUHBIX BeH 0 (0,0) 0 (0,0) 0 (0,0)
HecrabunbHasi cTeHOKapausi 0 (0,0) 0 (0,0) 0 (0,0)
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Kareropun MAVE ALXN1210 | Oxyansyma6d |Bcero (N=195)
(N=97) (N=98)
Jipyras® 2 (2.1) 3G.0) 5(2,6)

ITpumeuanne: ITarMeHTOB MOKHO YUUTHIBATh B OOJI€€, 4Y€M OTHOIN KaTerOpHH.

A «/[lpyras» kareropws BKIOYANAa PELUIUBUPYIOIMUNA TPOMOO3 TPAHCAPEMHOTO
BHYTPHUIIEYEHOUYHOTO IMOPTOCUCTEMHOIO INYHTA, TPOMOO3 HIKHEH IOJIOH BeHbL, TpomOO03
pPETHHANBHBIX BEH, TPOMOO3 JIEBOTO Mpencepausi, MOBEPXHOCTHBI TPOMOO3 JIEBOH HIDKHEN
KOHEYHOCTH, UIIEMUYECKUN SHTEPUT.

Coxkpamerne: MAVE=0cHOBHOE HEOIArONpPUATHOE COCYIUCTOE COOBITHE

Kaxk tpeboBanoch, Bce 195 manueHTOB HMeN UCIIOJIb30BAHUE SKyIu3ymMada B aHaMHeE3e.
HByx mnamuentoB B rpynne ALXNI210 He BakuMHUPOBAJM NPOTHUB MEHHUHIOKOKKOBOM
MH(EKIMH B Ipefenax 3 JIET 10 WK BO BpeMsl Hadyajla BBEIEHHUs HCCIIEyeMOT0 JIEKapCTBEHHOTO
cpenctso. Becem apyrum manueHTaM BBOAMJIM NMPOTHBOMEHMHIOKOKKOBYIO BaKLIMHY HE IO3XKE,
4YeM Ha CyTKH 1.

Haunbonee vacto perucrpupyembiMu (>10% mnanueHToB) rpymnnaMu MpPeALIeCcTBYOIINX
JIEKApCTBEHHBIX CPENCTB, OTJIMYHBIX OT TNPOTUBOMEHMHTOKOKKOBOW BAaKIMHBI, SIBJISJIHMCH
ButamuH B12 u dommeBas kuciora (59,5%), Oera-nakraMHble aHTUOAKTEpPHANBHBIE CPEACTBA
(mennummnuael)  (43,1%), nporuBorpomOoTHueckne cpexactBa  (19,0%), nexapcTBEHHbIE
CPeACTBA TPOTUB MENTHYECKOH $3BbI M 3a00JIeBaHUH HKeJyAOYHO-IHIIEBOIHOrO pedirokca
(15,4%), w npyrue aHanbreTMku W aHtunuperuueckue cpencrtsa (12,8%). Bceero, 97,9%
natneHToB (97,9% B rpynme ALXNI210 u 98,0% B rpynme skyiausymada) BBOJWIH IO
MEHbIIEH Mepe OOHO COMyTCTBYIOLIEe JieKapCTBEHHOe cpeactBo. Hawubomee wacto
perucrpupyembiMu (> 10% nanueHTOB) IpynnaMu MPeaUIeCTBYIOMUX JEKAPCTBEHHBIX CPEACTB
ABJISITHCh BUTaMUH B12 u ¢onueBas kuciora (62,1%), Oera-nakramHble aHTHOAKTEpHATIbHbIE
cpencrBa (nmeHuuwuiuHbI) (52,8%), npyrue aHANbreTHKU W AHTUIIUPETHUECKHE CPEACTBa
(36,9%), anTubakrepuanbablie BakUuHbI (29,2%), npoTuBoTpoMOOTHUECKUE cpencTra (22,6%),
NPOTHBOBUPYCHbIE BakUUHBI (19,5%), nekapcTBEHHbIE CPEACTBA MPOTUB MENTHYECKOH SI3BbI U
3a00sieBaHMsI JKeJly TOUHO-NTUINEeBOHOTO pedirokca (19,0%), XUHOIOHOBBIE aHTHOAKTEPHAIBHbIE
cpeactBa  (16,4%), NPOTUBOBOCHANUTENBHBIE W  MPOTUBOPEBMATHYECKHE  CPEACTBA,
Hecrepounnbie cpenctBa (13,3%) u ommouasr (10,3%). B xone uccnenosanwms, Bcero 30,3%
noaBepraiu HehapMaKoJIOrHIeCKOH METUIITHCKOH mpoLeaype.

2. HGDBI/ILIHI:;IG/BTODI/ILIHBIG KOHEUHbIE TOYKH U CBSI3aHHbBIE C 3a00IEBAHUEM napaMeTphbl

Jdnsa ALXNI1210 gocTuriym CTaTUCTHYECKH 3HAYUMOW He MEHbLIeH 3((EeKTUBHOCTH, IO
CPAaBHEHHIO C 3KYJIH3yMaOOM, JUIsl IEPBUYHON KOHEYHOH TOYKH, NMPOLEHTAa W3MEHEHHs YPOBHS
LDH (LDH-PCHG) ot ucxomgHoii Toukn no cytok 183, mms FAS. Konkperno, mepBuuHas
KOHe4uHasi Touka 3¢ dexkruBHoctr npoueHt nameHeHnss LDH (LDH-PCHG) umena odeHs siBHOE
COOTBETCTBHE W TMPEBOCXONCTBO, Kak Moka3aHo Ha ¢urype 30. KpacHblli TpeyrosbHUK Ha
¢durype 30 obo3Hauaer npenen He MeHbInel ¢ dexTuBHOCTH, Tpedyembiii FDA u yka3aHHbIH B
nporokone. J{ns koneunoit touku LDH-PCHG, 15% mnpenensr He mensbeil 3¢ ¢ekTuBHOCTH
3HAYUTENBHO MPEB30HACHBI  JOCTUTHYT Npezen He MeHbluel 3¢ dexrusrocTn nyuqine, yem 1%.

Cwum. urypy 30.
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KiroueBple BTOpUYHBIE KOHEYHblE TOUKM pe3kuii remonus (BTH), msmenenue Oamnna
FACIT-yromnsiemoctn, uckmouenue tpancdysuii (TA) u crabunmuzamms remornoouna (HGB-S)
TaK)Ke ABJISJIUCH MOJIOKUTEIbHBIMU U MOKa3biBaiu npeumyinectso ALXNI1210 no cpaBHeHuto ¢
skyau3ymadom (cm. ¢urypy 30). Bomee Toro, BCe BTOpPUYHBIE KOHEYHBIE TOYKH HE TOJIBKO
nokasbianu npeumMyinectso ALXNI1210, Ho OHM BCe 3HAYUTENbHO NMPEBOCXOAUIM MPEAebl He
MeHbInel 3 peKTUBHOCTH, MOKa3aHHbIE KPACHBIMU TPEYroJbHUKaMH Ha rpaduke (cMm. purypy
30).

KiroueBble nepBUYHbIE U BTOPUYHbIE KOHEUHBIE TOUKH NPEACTABICHbI B (popme TabIuIbI
Ha ¢purype 31. [TokazaHo Takxe npeumyecTBo dddexra edeHus i1 KaXA0H KOHEUHON TOYKU
s ALXN1210, nan saddexrom mist skynusymada. Hanpumep, B mepBoM psily NOKa3aHO, YTO
s dexr neuenns nns npouenra usmenenns LDH (LDH-PCHG) mist ALXN1210, o cpaBHEeHUIO
¢ aKkyimu3yMabom, coctasisin -9,2%, HaMHOro OoJjblue, 4yeM TpeOyeMbli IMpenen He MeHbIuei
s¢pexktuBHOCTH 15%, W SBHO TpeACTaBIeHO OOHAapykeHHe Ipernapara He MeHbIIeH
s¢pdextuBHocTH. [lomoOHBIM 00pa3oM, BCe NEpPBHYHBIE M BTOPUYHBIE KOHEYHbIE TOUKH
NPUBOAMIN K TAaKOMy JK€ 3aKIIOYeHHI0 O He MeHblueil s¢pdextuBHoctn ALXNI1210, mo
CpaBHEHHUIO ¢ dKyJausymMabom. MHbiMu crnoBamu, oOHapykeHo, uro ALXNI1210 jyumre, yem
9KyJnu3yMad; AOCTHXKEHHE CTaTHCTHYECKOTO 3aKJIFOYEeHUs] O IPEBOCXOICTBE  SBIBSUIOCH
HEBO3MOXKHBIM, BEPOSATHO, U3-3a pasmepa BbIOOpkH (cM. purypy 31).

Hannble s¢¢extuBHOCTH 111 dToro wuccnepoBanus anst LDH-PCHG mnopsepramu
MHOXKECTBY PAa3JIMYHBIX AHAJIN30B 4YYBCTBUTEJIBHOCTH. Pe3ynbTaTel moka3aHbl Ha ¢urype 32.
Hanpuwmep, s¢pdekt nedenus: (toyeunas ouenka) misg 1210 Obut Ha -9,2% mydvine, yem Ist
skymuzymada, ¢ 95% nposepurenbHbiMu uHTepBasmamu (CI) -18,8%-0,42%. UYwucio 0,42%
3HAUUTEJIBHO JIyullle, YeM I[PeIBAPUTENbHO OINpeAeNieHHbI mpenes He MeHblel
s dextuBHocTH 15%. B 37Ol Tabnuie MOKa3aHO MHOMKECTBO AHAJHM30B YyBCTBUTEIBHOCTH,
KOTOpbIE BCE MOANEPKUBAIOT HAACKHBIE OOHAPY)KEHUS MEPBUYHOrO aHayin3a. CTOUT OTMETHTS,
YTO 3TO TOCTOSIHCTBO SIBJISIETCS HEOOBIYHBIM JJISi KJIMHMYECKHX HCCIENOBAaHHHA 3TOrO THUMA U
NOJAEPKUBAET UIIEI0, YTO 3TO UCCIIEI0BaHNE IPOBOAUIIN C OYEHb BHICOKUM Kau€CTBOM.

Pesynbrater  addexTrBHOCTH Ui mepBUYHOM  koHeuHoi Toukn LDH-PCHG
aHaTU3UpOBAIM B (OopMe MOATPYIIN MOMYJISIIUU TALMEHTOB, H OHU TOKa3aHbl Ha durype 33.
LDH-PCHG (mponieHT W3MEHEHHsI YpPOBHS JIAKTaTAETHAPOre€Ha3bl) OTHOCHUTCS K MPOLCHTY
n3MeHeHus: ypoBHs LDH ot ucxonHoil Touku 1o cytok 183. Ananussl noarpynn s LDH-
PCHG BbIsiBHIM, YTO Hajuuue OoJie€ BECKHX JOKA3aTENbCTB IOKA3bIBAJO MPEUMYLIECTBO
ALXNI1210. Cepble TUHUH NPENCTaBISIOT co0ON 95% moBepUTENbHbIE WHTEPBAJIbI, U CUHHE
KBaJIpaThl MPENCTABISIIOT cOOOM ToueuHble oneHKU. OLeHka Oblia OCHOBaHA Ha Ccriocobe o0ImMx
oueHouHbIx ypaBHeHnd (GEE). Mognens BkiIOuana ClIenyrOIIde TEPMUHBL TPyIIa JECUSHHS,
KONM4ecTBO TpaHcysuii B aHamHe3e W ucxonsble ypoBHH LDH. Onenku cmnpasa ot 1
nokasbiBatoT npeumyiectBo ALXNI210, u omeHku cieBa IOKa3bIBAIOT IPEUMYIIECTBO
sKymu3ymada. Bece TodueuHbIE OLIEHKH HAXOOWJINCH CTpaBa OT MPEIOINPENESIEHHOrO Mpeena He

MeHbIIel 3¢ ekTHBHOCTH (KpacHbIH TpeyronbHuK) (15%). Hu nist onHOM KOHEUHOH TOYKH SIBHO
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HE TOKa3aHO MPEHUMYLIECTBO 3KyJnu3ymada. B 3akmroueHue, myis BCeX MOATPYI MOKA3aHO
npeumyinectso ALXN1210, mo cpaBHEHUIO ¢ 3Kyn3yMadbom (cm. purypy 33).

Ha ¢urype 34 nokaszaHsl cpegHHWE 3HAYEHUS Ul MPOLIEHTA U3MEHEHHS OT HUCXOMHOM
TOUKH (BEpXHss MaHesb) U oduero yposHs (HwkHss naHens) LDH ¢ Teyennem Bpemenn. Kak
nokasaHo Ha ¢urype 34, cpemHue 3HadeHus ans ypoHs LDH Haxomummce B mpenenax
HOpPMAJIbHOTO Juamna3oHa AJi MOMNyJALUU MAlUeHTOB B Hadajle MCCIENOBaHMS U OCTABAIUCH
meHbine BepxHero npenena HopMsl (1X ULN LDH) Ha npoTsikeHUH BCEro MCCIENOBAHUS IS
rpynnsl gedenust ALXN1210. B otnudune ot storo, cpennuii yposeHe LDH mpesbiinan 31oT
BEPXHUI Tpenes HOPMbI B IPyINIe JiedeHus dKynuzymada Ha cyTku 29, 113 u 127. Toueunas
nuHMA Ha (urype 34 mokasbiBaeT 3HaueHue BepxHero npenena Hopmbl st LDH nimm 1X ULN
LDH. Pamka Himke rpaduka MokKa3blBaeT KOJHMYECTBO MALIMEHTOB B KaKIOW IpymIe, KOTOPOe
BHOCUT BKJIaJ| B CPEAHEE Ha 5THU CYTKU. B 3akiroueHue, siBHO, 4TO cpenHee 3HadueHue LDH y
nanueHToB ¢ BBeneHneM ALXN1210 ocraBanoch Hike kpurnueckoro yposHsi 1,5X ULN (cm.
¢urypy 34). IlponeHT nauuMeHTOB, coxpaHsrmMx HopMmamm3auuo LDH B pasmuuHbIx
BPEMEHHbBIX TOYKaX B XOJ€ UCCIEeNOBaHMs, MOKazaH Ha ¢urype 35. bonee 50% mnarmeHTOB C
BBeneHreM kak ALXNI1210, tak u 3Kkyjau3ymada, OCTaBaJIUCh B HOPMAaJbHOM IHAaNa3oOHE Ha
npoTsKeHUH uccienoBanus (cm. ¢urypy 35). Ha purype 36 nmokasano cpennee uaMeHeHue, 1o
CPaBHEHHUIO C UCXOAHBIM, Ka4eCTBa JKH3HH, OLEHEHHOE MOCPEACTBOM IIKabI (PyHKIIMOHAIBHOM
oueHku Tepanuu xpoHuueckoro 3abonesanusi (FACIT) - yrommsiemoctu, Bepcuu 4, ¢ TeYSHHEM
Bpemenu. Ha ¢urype 37 nokazano cpenHee oneneHHoe 3HaueHue st FACIT-yromsieMocTH ¢
TeueHneM BpeMeHH. Kak mokaszano Ha ¢urype 36, Iisi CpeiHero U3MEHEHUs1, 10 CPABHEHUIO C
HUCXOJHBIM, TMOKa3aHO yJaydmeHue s rpynnsl jedeHuss ALXNI210 Ha mnporskeHun
UCCJIEIOBAHUS, U Il OOJIBIIMHCTBA BPEMEHHBIX TOUEK IMOKa3aHa TEHAEHIHS K 00jiee BHICOKOMY
YIYULICHUIO, YeM yJydlneHue, HaOlrogaeMoe Ui TPYyMIbl JieueHus: skynusymada. OnHako,
HecMOTpsi Ha yayuineHue OamwioB mo mkane FACIT-yTomnsieMOCTH, TO CpPaBHEHHIO C
UCXOIHBIMHU, HU JUIsl OJHOM M3 TPy HE MOKa3aHO cpenHee yBenuueHue Oonee 3 myHKTOB (> 3
NYHKTOB), KaK YKa3aHO NMyHKTUPHOW JuHUel. Pamka Hioke rpaduka moKas3blBaeT KOJIHYECTBO
MAaLUEHTOB B KaXJI0H IpyIIe, KOTOpoe BHOCUT BKJIAJA B CpefHee Ha 3TU cyTKU. Kak mokasaHo Ha
¢durype 37, nmokaspiarowieil cpennue ouneHeHHble O6amibl o mkane FACIT-yrommsemoctu (0-
52, rme Oonee BBICOKMIT Oajul TOKA3bIBAET MEHBINYI) YTOMIIIEMOCTbH), IJISl TPYIIIbI JICYSHHUS
ALXN1210 mokazanel Oonee Bbicokue cpennue Oamtbl no mkane FACIT-yTomisiemoctr, 4em
IUTSL TPYTIITBI JICYEHHS HKYJIU3yMala BO BCEX BPEMEHHBIX TOUKaX.

B nononHeHue x nepBUYHBIM U BTOPUYHBIM KOHEUHBIM TOYKaM, CIEIyIOLINE CBA3aHHbIE
¢ 3aboneBaHHeM JIA0OPATOPHbIE TMAapaMeTPhl M3MEPSUIM B XOAE HCCIENOBAHUSA. CBOOOIHBIN
reMOTJIOONH, CKphITass KpOBb B Modue, oOmwuii ypoBeHb C5, rantorjioOWH, KOJIHYECTBO
petuxyyouuTtos, pasmep kinoHa RBC npu PNH, konuentpauus D-gumepa, eGFR, cooTHoIeHne
aNbOyMUH: KpeaTUHUH B pa3oBoi nmopuuu Moun U C-peaktuBHbIi Oenok. OOmmii pasmMep KJIOHA
RBC npu PNH sBisificst CXOIHBIM MEXAY IpyINIamMu JIeHeHHs] B UICXOHOH TOYKe, C OTCYTCTBUEM
3aMETHBIX M3MEHEHHH B KaXXIOHW rpymnme B Xoie uccienoBanus. He HaOmomanu oueBUAHOMN

TCHACHLUKU K HU3MEHCHUIO CPEAHETO YPOBH:A CBO6OI[HOFO FeMOFJ'IO6I/IHa, no CpaBHCHUIO C
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UCXOIIHBIM C TedeHneM BpeMeHu. CpenHue ypoBHU D-mumepa yMEHbIIATNCH, 110 CPABHEHHUIO C
UCXOIIHBIM, TIPH OOJIBLTMHCTBE OCMOTPOB IOCJIE MCXOAHOH TOYKH B PaMKaxX MCCIIEIOBAHUS B
Kaxnoil rpynme nedeHus. CpenHuil ypoBeHb TanTOrJIOOMHA SIBISUICS HHU3KUM (3TaJIOHHBIN
nuanasoH: 0,4-2.4 r/1) B HICXOAHOHN TOYKE M Ha MPOTSDKEHUH 26-HEAETbHOTrO Neproa JICUCHUS B
obeunx rpynmax yedernst (ALXN1210: 0,283 1/5n-0,298 r/i; sxynusymab: 0,255 r/n-0,257 r/n ot
UCXOJTHOW TOYKH 10 CyTOK 183). AHanm3 CKpBITOH KPOBH B MOYE SIBJISJICSI OTPHULATENBHBIM Y
OOJBUIMHCTBA MAMEHTOB B 00enx rpymmax jeueHnss ALXN1210 u sxynusymaba, u ocraBaics
OTpPHULIATENIbHBIM BO BpeMmsi mnepuona JjedeHus. COOTHOLIEHHE pPEeTHKYJOLUTOB/3PUTPOLUTOB
ABJIAJIOCH CTAOMJIBHBIM M TOCTOSIHHBIM B OO€MX TpyIIax Ha MPOTSDKEHUH 26-HeNeNbHOTOo
nepuoaa yedenuss (ALXN1210: 5,70%-6,54%; sxynuzymad: 5,54%-5,87% OT UCXOIHOHN TOYKHU
no cytok 183). He HaOmromanu 3aMeTHOrO M3MEHEHHUs, 110 CPABHEHUIO C UCXOIHBIM, B CPEIHEM
COOTHOIIEHUHM MUKPOAJbOYMHMH KPEaTHHUH B MO4Y€ C TEUEHHEM BPEMEHH B 00X TIpymmax
neuenus. Cpennue ypoBHH C-peakTHBHOrO OeNka SIBJSUIMCH CXOAHBIMH MEXAY TIpyIIamu
JIEYEHUS] B UCXOTHOM TOUKE, ¢ HEOONbIINMHU U3MEHEHUSIMH, OTMEYEHHBIMH C TEYEHHEM BPEMEHH,
B KQKAOU IPyMIE JIEUEHUs.

3. bezonacHOCTh

@urypa 38 sgBusercs TaONWYHBIM TPENCTABICHHEM  KIIIOYEBBIX  PE3YyJIbTATOB
6esonacHocTH B KinHH4eckoM wuccienoaHnu ALXN1210-PNH-301 ¢aser III. B oOmewm,
paznuuusi Ge30MacHOCTH, MPUMEHHUTENbHO K HeOmaronpuaTHeIM coObiTHsiM (AE), Habmonany,
KaK TMpaBWJIO, CO cXomHbIMU uactoTamu Mexnay ALXNI210 u skynmsymabom, U He
NPUCYTCTBOBAJIO TpekpamieHuit u3-3a AE wmnm ciydaeB cMmepTH, HaOMIONAaeMbIX BO BpeMsi
nepuona nepBuvyHoi oueHku (cMm. purypy 38). Cepbesnbie HeOmaronpusTHeie coObitus (SAE)
SIBJISLTACH MeHee YacThiMu it ALXN1210, nmo cpaBHeHuUro ¢ 3kynuzymadbom (4% mnpotus 8%),
Kak moka3aHo Ha ¢urype 39. Haubonee yacteimu AE siBnsutnch ronoBHasi 60sb (27% mnpoTHB
17%) n Hazodapunrut (22% nporus 20%), kak nmokaszaHo Ha urypax 40 u 41. Kpome toro, He
NPUCYTCTBOBAJIO MEHMHTOKOKKOBBIX HMH(EKLUI BO BpeMsl MEpPHOAa MEPBUYHON OLEHKH (CM.
durypy 42).

He mnpucyrcTBoBano HaOMOaeMbIX BBI3BAHHBIX JICUEHHEM CIIydaeB OOpa3OBaHHUS
aHTHUTENa TPOTUB JieKapcTBeHHOro cpenctBa (ADA) mms ALXNI210, u mpucytcrBoBan 1
ciydvait, Habmromaembiid s SKyn3ymada. He mpucyTcTBOBajio oOpa3oBaHus HEHTPATU3YEOIIINX
aHTHTEI, U HE IPUCYTCTBOBAJIO siBHOTO 3 dexra Ha PK/PD, 3¢ pexTrBHOCTD M OE30MacHOCTb.

CobnroneHne manueHTaMu peXUMa BBEACHHUS JIEKAPCTBEHHOI'O CPEACTBA SIBISLIOCH
COBEPIIEHHBIM JUII 3TOr0 KIWHMYECKOro HCCienoBaHus, mnokaseBasgs 100% cobmoneHue
NAllMeHTAMH PEKUMa BBENEHHs JIEKAPCTBEHHOTO CPENCTBA HAa MPOTSHKEHUH O-MECSYHOTro
nepuona nedenus (cMm. purypy 43).

2. ®apMaKOKUHETUYECKUE PEIVIBTATHI

@apmakoknaeTndeckue mapameTpsl st ALXNI210 obobmieHsr Huke B Tabnmunax 45 u
46 nns mepBod (MHAYKIMOHHOW) M TOCHEOHEH (MmoamepKUBaromeii) 103, COOTBETCTBEHHO.
I'eomerpuueckoe cpennee (reomerpudeckoe CV%) Cyaxe 1 Cyy ALXN1210 mociie mepBoii 1036l

y BCEX MAIHMEHTOB cocTaBisuio 822,3 (22,03) u 390,9 (26,78) mxr/mi, coorBercTBeHHO. [locne
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nocnenaeit 1o3pl ALXN1210, reomerpuueckoe cpennee (%oCV) Cyuge 1 Cyuy Y BCEX TALIMEHTOB

cocrtapisiio 13593 (19,50) u 479,8 (30,68) MKI/MJ1, COOTBETCTBEHHO.

Taoauua 45: PapmakokunHernueckue napamerpbl ALXN1210 (C,pic 1 Cyy) moce

nepsoii (Harpy3o4Hoii) 10361 ALXN1210 (mony.isinust (papMAKOKHHETHYECKUX AHAJH30B)

IMapamerp [Cratuctuka |Bce maumenTni| >40 - <60 kr |> 60 - <100 kr|> 100 kr (N=7)
(N=96) (N=26) (N=63)

Cuaxe n 95 26 62 7

(MKr/mur) Cpennee 8429 903,2 823,1 7947
SD 203,47 150,42 216,00 239,70
CV% 24,14 16,65 26,24 30,16
Menuana 811,0 893,0 779,5 802,0
MuHumMyM 511 656 536 511
Maxkcumym 1750 1450 1750 1240
["'eomeTpruuecko| 8223 892,6 801,0 765,1
e cpeaHee
["'eomeTpruecko| 22,03 15,41 22,77 30,39
e CV%

Cyinn n 96 26 63 7

(Mkr/ma)  |Cpennee 405.4 4482 394,5 3443
SD 121,24 151,41 108,28 50,29
CV% 2991 33,78 27,45 14,61
Mennana 3840 4405 373,0 352,0
MuHUMy M 197 219 197 294
Maxkcumym 1040 1040 896 421
["eoMeTpuuecko| 390,9 428.6 382,1 341,2
e cpeaHee
["eoMeTpuuecko| 26,78 30,34 25,37 14,61
e CV%

Cokpamennst: Cpy-MakCUMajIbHasi KOHUEHTpalusi B ChIBOPOTKE, Cyuy=MHUHUMAJbHAs

KOHLEHTpauus B cbiBopoTke; CV=ko3uuneHT nsmenunBocty; SD=cTaHnapTHOE OTKJIIOHEHHUE

Taboauua 46: Papmakoxkunerndeckue napamerpbl ALXN1210 (Cyaxc 1 Cyun) mocie

nociaenHe mnoanep:xkupamomeit 0361 ALXNI1210 (monmyasinusi (papMakoKHHeTHYECKHX

AHAJIN30B)
Mapamerp | Crarucruka [Bce manuenTrl| > 40 - < 60 kr [> 60 - <100 kr| > 100 kr (N=8)
(N=96) (N=27) (N=61)

Caxc n 96 27 61 8

(Mxr/ma)  |Cpennee 1384,5 1561,1 1347,4 1071,1
SD 267,61 261,30 231,75 115,87
CV% 19,33 16,74 17,20 10,82
Mennana 1395,0 1520,0 1360,0 1040,0
MuHuMy M 902 1040 902 924
MakcumyM 2320 2320 1850 1240
["eomeTpuueck 1359,3 1540,8 1327,6 1065,8
o€ cpesiHee
["eomeTpuueck 19,50 16,57 17,60 10,68
oe CV%
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Mapamerp | Cratucruka [Bce manuentrl| > 40 - < 60 kr [> 60 - <100 kr| > 100 kr (N=8)
(N=96) (N=27) (N=61)

Crinn n 95 27 60 8

(MKT/™mu1) Cpennee 500,8 560,7 484,1 423,5
SD 143,17 135,18 143,05 108,74
CV% 28,59 24,11 29,55 25,68
MenuaHa 508,0 542,0 472,5 472,5
MuHUMy M 232 340 240 232
MakcumyM 854 854 853 520
I"eomeTpuueck 479,8 5449 4629 4089
o€ cpenHee
I'eomeTpuueck 30,68 25,00 31,38 30,43
oe CV%

Cokpawenust: C,p-MakCUMaJbHasi KOHLEHTpalusi B ChIBOPOTKE; Cuz-MUHUMAJbHAsS
KOHLIeHTpaLus B cbiBopoTke; CV=ko3pPuunent nsmenunsocty; SD=crannapTHoe OTKJIIOHEHHUE

ITapameTtpbr HexkommnapTMeHTHOM PK nocne mnocnenHell mnopaep:kuBaroled A03bl
ALXN1210 npencraenens! B Tabmune 47. PK ALXN1210 B COCTOSIHUM paBHOBECHSI MOJyYau
1OCJie BBEIECHHUs] MHOXECTBEHHBIX 103, AJsl BCEX MOAAEP>KUBAIOIIMX 03 HAa OCHOBE MAacChl
(Tabnuua 48).

Tabauna 47: O6o0meHne HEKOMIAPTMEHTHOI0 AHAIN3A (apMaAKOKHMHETHYEeCKHX

napamerpos ALXNI1210 mnocae mnocienneii mnoaaepxuBaomei go3el ALXN1210

(monmynsinust GpapMaKOKHHETHYECKHX AHAJIH30B)

PK Bce mauueHTs > 40 - <60 kr > 60 - <100 kr > 100 xr (N=8)

napamerp (N=96) (N=27) (N=61)

(emuHmML) CpeaneetSD CpeaneetSD Cpennee+SD Cpennee+SD
(%CV) (%CV) (%CV) (%CV)

tuae (Hac)* | 2,42 (2,0,307,0) 2,58 (2,3, 3,5) 2,32 (2,0,307,0) 2,43 (2,3,2,8)

Cyaxe 1384,5+267,6 (19,3)[1561,1£261,3 (16,7)[1347,4+231,8 (17,2)[ 1071,1£115,9 (10,8)

(MKT/MJT)

Cye 500,8+143,2 (28,6) | 560,7+135,2 (24,1) | 484,1+143,1 (29,6) | 423,5+108,7 (25,7)

(MKT/MJT)

AUC, 1043617,0+£205648,[1178769,2+185661,|1004866,7+192953,| 895000,0+137834,3

(vac-MKr/M 0 (19,7) 1(29,8) 0(19,2) (15,4)

)

CL (n/gac) | 0,0015+0,0006 0,0019+0,0004  [0,002+0,0007 (34,5)(0,0022+0,0007 (33,1)
(35,8) (29,0)

V, (M) 3,0+ 0,7 (22,7) 2,4+0,4 (18,2) 3,2+0,5 (17.3) 3,8+0,9 (23,7)

ITpumeuanne: CpenHee BpeMst Oy BBIBEACHUST HEBO3MOXKHO HA/I€KHO OLIEHUTh HU3-32
MOCTOSTHHOTO TEPANeBTHYECKOTO MOAIEPIKUBAIOLIETO JO3UPOBAHUSL.

2 3HAYCHHS iy MPENCTABIEHBI KAK MeIaHa (MUHIMYM, MAaKCUMYM).

Coxkpamenus: AUC=mnomanb noj KpUBOH 3aBUCUMOCTH KOHLIEHTPALMU B CHIBOPOTKE OT
BPEMEHH Ha NMPOTSHKEHUH UHTEpBasa 103UPOBAHUS, Cype=MaKCUMalIbHasi HaOJIFo 1aemast
KOHLIEHTPALHs B CHIBOPOTKE; Cyyy=KOHLIEHTPALHS B KOHIIE MHTEPBAJIA TO3UPOBAHMS,
CL=o00mee BoiBenenue, CV=ko3pdunment namenunsoctu; SD=craHmapTHOEe OTKJIOHEHUE,
tyaxe=BPEMS IO MAKCUMAJIbHOH Ha0II0JaeMOl KOHLIEHTPALMH B CBIBOPOTKE; V,=00beM
pacripenesneHust B COCTOSITHUA PaBHOBECHSI.

48:

paBHoBecuss ALXN1210 (monyasiuusi papMaKOKHHETHYECKHX AHAJIH30B)

Tabauna Ouenka J0OCTH’KEHHSI COCTOSIHHSI  (PpapMaKOKHHETHYeCKOro
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Hoctuxkenue |Ilognepxusaroma|Yroa Hakional Hwuxnaui Bepxunii | locTturnyro
COCTOSIHHUS s1 1032 B MI' 95%Cl 95%Cl1 COCTOSIHHE
paBHoBecusi | (rpymnma macchl paBHoOBecusi?

TeJIa)

Cytku 15, 71, | 3000 (> 40 - <60 | -0,00001448 | -0,00019039 |0,00016143 Ha
127, 183 KT)

Cytku 15, 71, {3300 (= 60 -<100| 0,00003648 | -0,00006497 |0,00013793 Ha
127, 183 KT)

Cytkum 15, 71, | 3600 (= 100 kr) | -0,00001702 | -0,00021949 |0,00018545 Ha
127, 183

Cytku 15, 71, | Bce nanueHTtsl 0,00001648 | -0,00007798 |0,00011093 Ha
127, 183

Coxkpamenus: CI=noBepuTenbHbli HHTEPBAJL.

Ha ¢urype 44 nokazaHa cpeiHsis KOHLEHTPALUS B CHIBOPOTKE KaXIOTO HCCIIENYEMOro
nekapcreeHHOro cpencrsa, ALXNI210 u skynm3ymaba, Ha MPOTSKEHHUH HUCCIIEIOBAHMSL.
JlosupoBaHWEe HAa OCHOBAHMHM MAacChl Kaxable 8 HeJenb NPUBOAWIO K MaKCHUMaJIbHOMY
BO3JCIICTBUIO B COCTOSIHUM PAaBHOBECHs M MHMHHUMAJIbHOMY BO3JEHCTBHIO, KaK IOKAa3aHO Ha
¢urype 44. Kpome Toro, koHreHTparuu B cbiBopoTke ALXN1210 ObUIH MOCTOSIHHO BBILIE, YEM
COOTBETCTBYIOLIME KOHLEHTPALMHU SKyIH3yMada, B KaXKI0i BpeMeHHOU Touke (cM. purypy 44).

4. dapMakoaMHAMHUKA

Jleuenne ¢ wucnonszoanueM ALXNI210 npuBoguno K JIMTEIBHOMY M TOJHOMY
MHTHOMPOBAHUIO KOMIIOHEHTa KoMmruieMeHTa C5 Ha TNPOTSHDKEHHM HCCIENOBAHHUA U Ka)KAOro
WHTEpBajJa IO3UPOBAHUS, MO CPABHEHHIO C OONbIIMMHU KoJeOaHMSAMH, Kak HaOmomanu s
IPYIITBI JISUEHUs SKyJIr3yMada, kKak nmokasano Ha urype 45. B Tabnuue 49 0600mmeHs! cpenHsis
KOHIIEHTPALUSI CBIBOPOTOYHOTO cBoOOmHOro C5 1 komu4ecTBO (%) MalMeHTOB ¢ KOHLEHTpaLUeH
CBIBOPOTOUHOrO cBoOOmHOro C5 > 0,5 MKI/MJI ¢ TE€YeHHEM BpPEMEHU TIOCHE JICUEHHUsS C
ucnoyibzoBanueM ALXN1210 (mo3a Ha oCHOBaHMM Macchl 8w) wiu sKyu3ymada (900 mr q2w).
Cpennue ypoBHu cBOOOmHOTrO C5 sBISIIUCH MHTUOMPOBAaHHBIMU Oojiee 4eM Ha 99% K KOHILy
nepoii mHpy3mn ALXNI1210 u ocraBajuch WHrHOMpPOBaHHBIMH Oojiee ueM Ha 99% Ha
NPOTSDKEHUH TIEPUOJA JICUeHHs B UcclienoBanuu (cM. ¢urypy 45, BepxHss nanenb). B ornudne
ot storo, ceobomubiii C5 He ocTtaBancsi MHrHOMpOBaHHBIM Oosiee ueM Ha 99% BO Bcex
BPEMEHHBIX TOYKAX B IPymIe 3Kyau3yMada (cM. purypy 45, HIDKHSS TaHENb).

Taoauua 49: CpenHsisi KOHUEHTPAILUSA B CHIBOPOTKe cB000AHOro CS M KOJIM4eCTBO
(MpoLeHT) MAILMEHTOB € KOHIEHTpalueill B cbIBOpoTKe cBodogHoro C5> 0,5 mkr/ma c

TeyeHHeM BpeMeHH (MOJTHASI MOMyJIsSIIUs AJIsl AaHAJIN3a)

ALXN1210 (N=97) Ixyauzymad (N=98)
n n
Cpennsis (% )nauueHToB ¢ Cpennsis  |(%)nanHeHTOB C
KOHII. B KOHII. B KOHII. B KOHII. B
CHIBOPOTKE CHIBOPOTKE CBIBOPOTKE CbIBOPOTKE
cB0o0oaHOro | cBodoaHoro C5 c¢B0oO6oaHOro | cBoGogHoro CS
OcMoTp n CS5, mxr/ma | > 0,5 Mxr/ma n | C5 mkr/ma | > 0,5 Mxr/ma
McxomHblii 96 0,02 0 97 0,05 0
Cytku 1, EOI 97 0,01 0 98 0,02 0
CyTku 8 95 0,02 0 98 0,03 0
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CyTku 15, nepen| 96 0,02 0 96 0,06 1(1,0)
IMO3UPOBAHUEM

Cytku 15, EOI | 93 0,01 0 94 0,02 0
CyTku 22 95 0,02 0 96 0,03 0
CyTku 29 95 0,02 0 96 0,55 2(2,1)
CyTiu 43 96 0,04 0 97 0,20 3(3.1)
CyTku 57 96 0,05 0 97 0,33 2(2,1)
CyTku 71, nepen| 96 0,06 0 96 0,52 2(2,1)
ITO3UPOBAHUEM

CyTku 71, EOI | 94 0,02 0 92 0,02 0
CyTku 85 95 0,04 0 97 0,12 2(2,1)
CyTku 99 93 0,05 0 96 0,26 3(3,1)
CyTxu 113 94 0,06 0 96 0,06 1(1,0)
CyTku 127, 96 0,08 0 95 0,44 1(1,1)
nepen

TO3UPOBAHUEM

Cytxu 127, EOI | 95 0,02 0 91 0,02 0
CyTku 141 96 0,05 0 95 0,07 1(L,1)
CyTtxu 155 95 0,06 0 95 0,06 1(1,1)
CyTku 169 95 0,07 0 94 0,49 1(L,1)
CyTxu 183 95 0,08 0 94 0,36 3(3,2)

ITpumeuanue: ITo ogHOMy HcxomHOoMy 00pasuy cBobomHoro C5 Ha cyTku 1 U3 Kakmoit
IPYINIBbl  JiIeYeHHUs ObUIM  HWCKIIFOYEHBl, IOCKOJBbKY HaHHBIE CYHTAId  OHOJIOTHYECKH
HernpaBAONoAOOHBIMU. VICKITFOUEHUST TIOATBEPIKIAIU C HMCIIOJNb30BAaHHEM MapHbIX JaHHBIX PK,
nockoJibKy 00pasisl 1t PK u cBobonnoro CS cobupasiv npu OOHOM U TOM ke 3a00pe KPOBH.

IMpumeuanue: Cytku 29, 43, 57, 85, 99, 113, 141, 155 u 169 npencraBisitoT coOoi
nroboe Bpemsi it ALXN1210 u nepen nosupoBanuem st skynusymada. J{ins csobonnoro C5,
BLOQ/2=0,00915 MKr/myi HCHOJB30OBAIN JJIsl PE3yJbTaTOB, KOTOpble sBistch BLOQ.
[TpoueHTsl pacCUUTHIBAIM C HCTIOIB30BAHUEM N B KAYECTBE 3HAMEHATEIIS.

Hannbie cBobomHoro C5 mmst ALXNI1210 u skynm3ymada MoNydeHbl M3 Pa3THYHBIX
OMOaHATUTHYECKUX aHATH30B.

Cokpamenuss: BLOQ=Hmxe npenena KogudecTBeHHOro omnpeneneHusi; CS=KOMITOHEHT
komruieMenTa S; EOI=konen undysun

Cpennee (= 95% CI) usMeHeHHe, MO CPABHEHHMIO C WUCXOMHBIM, Il Mpouist oOIiei
KOHIIEHTPAMU ChIBOPOTOYHOro C5 B 3aBUCHMOCTH OT BpPEMEHH IOKa3aHO Ha ¢urype 40.
3naueHus obuiero ypoBHs CS5 B CBHIBOPOTKE SIBJSUIMCH CXOJHBIMH B HUCXOJHOW TOYKE MEKIY
BUJAMH JICYEHHS U OCTABAJIMCh OTHOCUTENIHO CTAOUIIBHBIMH HA MPOTSDKEHUH MTEPHO/IA JICUSHHUS,
C BPEMEHHBIMH yYMEHbIIEeHUsIMU o0mux koHmeHtpanuii C5, Hadmomaembx mis ALXNI210 B
EOI nocne Bcex uHdpy3uii.

IMPUMEP 6:

OmnwucarenbHast CTaTUCTHKAa (PAPMAKOKMHETHUECKUX IapaMeTpoOB paBysnzymada u3
ALXN-PNH-301 1 ALXN-PNH-302 a3l 3, onucaHHbIX BBILIE, yKa3aHa HUKe B Ta0mue S50.

Taboauua 50: O6o0menne napamerpos nonyasiuunu moaeau PK nns paBynuszymada
B uccjenopanusx ¢asol 3 (ALXN-PNH-301 u ALXN-PNH-302).
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Apudmernyeckoe cpeanee (SD), meanana [2,5" - 97,5% npouenTuiin]
wﬂ%‘;{,{i‘m CL (WHaac) | Q(/uac) | Ve(@) | Vp(@) | Vss() ( gﬁ’i« )
0.00266 00131 287 |1.55(0.121) 442
240(%3:%%(; MT|(0.000544) | (0,000803) go 40 19 1,58( T 28-) 510 475) [ 255838
T o R s
(00’00000385947) 0.00140 03 56259 Ao s 05 66678 4,5 (9,2
2700/3300 , , 98 [1,68- , &
(N/:141)MF 0,00341 0,0562 [0014413 % 6)3- 2.45] g 4%29323]’
[0.00220- 0.0196] ’
0,00441 0,0208 4 28 2.48 (0,221 6 77
300(%3:61%(; MT| - (0.000964) 000108 80 700) [3.42 (2 50, go 830) | 154827
R M
0,00332 00157 3 45 191 (032 535
Bee MALMERTE (0 500941) (000236 50 652 |88 £1 38-) @916 VLA
53 6,00320" 10,0155 [0.011843 2501|533 [3.74-| “T2 T
[0,00190- 0.0203] 7.06] :
Coxkpaimenus: CL=BbIBenEHMUE, CVZKoa(b(bHuHeHT WU3MEHYUBOCTH,

PK=¢apmakoknnernka, Q=MeXKOMIAapTMEHTHOE BbIBeJeHHE;, SD=CTaHIapTHOE OTKIJIOHEHHE,
t!/,f= TepMHHANBHBII MEPUOZ MONYBBIBENEHHs;, VC=00beM paclpeneneHusi B LEHTPAJIbHOM
KOMIIapTMeHTe; Vp=00beM pacrpeneneHus B nepudepuieckoM KOMIIapTMEHTE.

Cpennsis ouenka BbiBeneHus (CL) mns paBymmsymaba cocrasmsma 0,00332 n1/gac
(cranmaptaoe otkioHeHue (SD), 0,00094). Cpennee SD BriBenenust cocrasisuio 0,00266 n/gac
(0,00054) mist maumeHTOB ¢ Maccoit Tena > 40 - < 60 kr, 0,00354 n/4ac (0,00090) nist manMeHTOB
¢ Maccoii Tena > 60 - < 100 kr, u 0,00441 n/g9ac (0,00096) nnst mauueHTOB ¢ Maccou Tesaa > 100
kr. Cpennuii (SD) TepMUHaIBHBINA TIEPUO MOy BBIBEACHHS paByn3yMada y 222 MauueHTOB C
PNH wu3 ¢aser 3 cocraBmsn 1193 wacoB wumm 49,7 (8,94) cyrok. Cpenmuuii (SD) Vss
paBysmzymaba cocrasisia 5,35 (0,916) n.

OO6o0uienre WHAUBHUAYAIbHBIX OaleCOBCKMX OLEHOK Ui HCCienoBaHus ¢asel 3 ¢
ucnonb3oBanueM skynnzymada (ECU-MG-301) nokazano Huxe B Tadmue S1.

Tabnuua S1:
nonyasinuu gapmakokuHeTH4Yeckol mogeaun (nporoH 72) aas ucciaenosanusa ECU-MG-
301

O06o6meHue WHAUBUAYAJBHBIX 0alieCOBCKHX OIEHOK KOHEYHOM

Ha6 SS  |SS Cmun|Tepmusn.
CL aidlalgll Cmaxke |(MKT/Ma), AUC*SS
(1/1ac) V1(m)V2 () (1/9ac)| Cmaxe |[(Mxr/mu) BhiBeenn [(MKT™1ac/
(MKr/mu) e (1ac) MJT)
Cpenne | 0,0106 | 2,54 |2,73 |0,251 939 845 348 436 154000
e
SD 0,00783] 0,758 | 0,554 | 0,107 353 295 180 152 68600
Mennan|0,00785| 2,44 | 2,61 | 0,218 912 878 348 453 153000
a
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Mun 0,00362| 1,32 | 1,76 [0,0956| 265 253 29,6 136 26800

2 2 2

Makc 0,0448 | 5,25 | 4,26 | 0,605 1640 1580 831 952 331000

2 2

SS=cocrosinue paBHoBecust, SD=crannaptaoe orkionenune; AUCsS pacCUUTBHIBAIN Kak:
JHO3A/CLi rtme JHO3A npencraBisier coboii  crnenupUYecKyr i HCCISIOBaHUS
nognepxkuBatomyro  go3y (1200 mr gms ECU-MG-301) u CLi npeacraBusier coboit
MH/IUBUYAJIbHOE PETPOCIIEKTUBHOE BBIBE/ICHUE.

s sxkynuzymada, CpeqHU TEPMUHAIBHBIN MEPHUOA TOJYBbIBEIEHHS AJIsT UCCIIETOBAHHS
ECU-MG-301 ¢a3sr 3 cocrasinsin 436 gacos mnu 18,1 cyTok.

ITanmeHTa, MMEIOIIETO ACCOLMMPOBAHHOE C KOMIUIEMEHTOM HapylleHue (Harmpumep,
PNH wmmu aHUS), noasepraroT J€4eHHIO ¢ UCIONb30BAHUEM NEPBOro aHturena npotus C5 u
3aTeM MEePEeBONAT Ha JIUEHHE C UCIOJIB30BAHUEM BTOPOIO OTIMYHOro aHturena nportus C5. B
NPEATIOUYTUTENIbHOM BapUaHTE OCYLIECTBIIEHHs, BTOpOoe aHTUTeno npotuB C5 cBs3bIBaeTCS C
SMHUTOINOM, OTIMYHBIM OT SMUTONA Ui nmepBoro aHrutena npotus CS5. UToObl yOequThes, 4To
nepBoe aHTureno npotus C5 BbIBENEHO (HampuMep, «BBIMBITOY») W3 OpPraHU3Ma MALUEHTa A0
BBEJICHUsI BTOPOro (OTJIMYHOro) aHturena nporuB CS (Hampumep, uToObl M30ekaTh mpodseM,
ACCOLIMMPOBAHHBIX C arperauuei, (OpMUPOBAaHHEM HMMMYHHOrO KOMILIEKCA M T.JA.), BpeMs
TMIOJTy BBIBEZIEHUS MepBOro anturena nporus CS5 mpuHUMarOT BO BHHUMaHue. B ogHOM BapuaHTe
OCYILECTBJIEHUsI, BTOpoe (OTNMIM4HOe) aHTHTea0 mnpoTuB CS5 He BBOIST, MOKAa HE HCTEYET
MPOAOJIKUTENIBHOCTh BPEMEHH, COOTBETCTBYOLIEro 2, 2,5, 3, 3.5, 4, 4.5, 5, 5,5, 6, 6,5, 7 unu 7,5-
KPaTHOMY BPEMEHHU TI0JTy BBIBEJICHHSI IEPBOro aHTuTeNa mpotus C5 mocse nmocinenHero BBEACHUs
nepBoro anturena npotus CS5.

B opgHOM ciyuae, manueHTa paHee TOABEPraJid JICYEHUIO C HCIOJIb30BAHUEM
sKyu3ymMada M 3aTeM MEePeBOIST Ha JICUEHHE C MCIOJIb30BAHHEM OTJIMYHOTO aHTHTEJA MPOTHB
C5 (mampumep, paByimsymaba, antutena 7086, anturena 8110, anturena 305LOS, anturena
SKY59 umu anturena REGN3918). Korna skynusymad npencrasiisieT co0oii iepBoe BBOIUMOE
aHTHTENO, BTOpoe (OTIIM4YHOe) aHTuTeNo MpoTuB C5 He BBOAAT, HANPUMEp, MOKAa He TPOHUIET 1o
MeHblIel mepe 36, 45, 54, 63, 72, 81, 90, 99, 108, 117 wnu 126 cyTOK mocie MOCIEAHETO
BBEJIEHUS 3KyJIn3ymada.

B napyrom cnydae, mnamumeHTa paHee IIOABEPTajH JIEYCHUIO C HCIOJIb30BAHUEM
paBysm3yMaba u 3aTeM MEPEBOIST HA JISYEHHE C UCTIONb30BAHUEM OTIMYHOIO AHTHTENA TPOTUB
CS5 (mampumep, skynuzymaba, anturena 7086, anturena 8110, anturena 305LOS, antutena
SKY59 nnu anturena REGN3918). Korna paByinszymad npeacraisieT coO0H epBOe BBOAMMOE
aHTHTENO, BTOpoe (OTIM4YHOe) aHTuTeNo NpoTuB C5 He BBOAAT, HANPUMEp, MOKAa HE TPOHUIET 1o
menbineit mepe 100, 125, 150, 175, 200, 225, 250, 275, 300, 325, 375 umm 400 cyTtok mocne
MOCJIETHETO BBEJIEHHS paByIn3yMada.

JIOTIOTHUTENPHO WJIM JIBTEPHATUBHO, HWCHOJB3YIOT CHOCOOBI U BBIBEIEHHS HIIH

yCUJIEHUsl BbIBeJleHUs IepBoro anturena npotuB C5 mnepen mnepeBOAOM Ha JieUeHUE C
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UCTIONIB30BaHUEM BTOPOro (ornuuHoro) anturena mpotuB CS. HMumocTpaTHBHBIE CIIOCOOBI
BKJIFOYAIOT, HO Oe3 orpaHuueHws, riasmadepes, TpaHcy3un KpOBU WM BBEACHHUE AHTUTENA
NPOTHB IepBoro antutena npotuB CS5 (HampuMmep, aHTUTENA MPOTUB 3KYJIH3yMada, aHTUTENa
MPOTUB paBysM3yMada, aHTHTeNa MpOTUB aHtutesna 7086, antutena mporuB aHturenaa 8110,
aHTutena npotus anturena 305LOS, antutena npotus anturena SKYS9 unu antutena npoTus
anrurena REGN3918) nus BeIBeieHUS WM YCUJIEHHUS BBIBEICHUS TIEpBOro anTuresa npotus C5
nepes BBeIEHHEM BTOPOro (OTIMYHOr0) aHtuTena npotus CS.

OBOBIIEHUE MMOCJIEJOBATEJILHOCTEM
SEQ ID NO:1
GYIFSNYWIQ
SEQ ID NO:2
EILPGSGSTEY TENFKD
SEQ ID NO:3
YFFGSSPNWYFDV
SEQ ID NO:4
GASENTYGALN
SEQ ID NO:5
GATNLAD
SEQ ID NO:6
QNVLNTPLT
SEQ ID NO:7
QVQLVQSGAEVKKPGASVKVSCKASGYIFSNYWIQWVRQAPGQGLEWM
GEILPGSGSTEYTENFKDRVTMTRDTSTSTVYMELSSLRSEDTAVYYCARY
FFGSSPNWYFDVWGQGTLVTVSS

SEQ ID NO:8
DIQMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYGA
TNLADGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQNVLNTPLTFGQGTK
VEIK

SEQ ID NO:9
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVERKC
CVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQF
NWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYKCKV
SNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKGFYPS
DIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGNVFSCS
VMHEALHNHYTQKSLSLSLGK

SEQ ID NO:10
QVQLVQSGAEVKKPGASVKVSCKASGYIFSNYWIQWVRQAPGQGLEWM
GEILPGSGSTEYTENFKDRVTMTRDTSTSTVYMELSSLRSEDTAVYYCAR
YFFGSSPNWYFDVWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSNFGTQTYT
CNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISR
TPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLT
VLHOQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMT
KNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTV
DKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK
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SEQ ID NO:11
DIQOMTQSPSSLSASVGDRVTITCGASENIYGALNWYQQKPGKAPKLLIYG
ATNLADGVPSRFSGSGSGTDFTLTISSLQPEDFATYYCQNVLNTPLTFGQ
GTKVEIKRTVAAPSVFIFPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDN
ALQSGNSQESVTEQDSKDSTYSLSSTLTLSKADYEKHKVYACEVTHQGLSSPV
TKSFNRGEC

SEQ ID NO:12
QVQLVQSGAEVKKPGASVKVSCKASGHIFSNYWIQWVRQAPGQGLEW
MGEILPGSGHTEYTENFKDRVTMTRDTSTSTVYMELSSLRSEDTAVYYC
ARYFFGSSPNWYFDVWGQGTLVTVSS

SEQ ID NO:13
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGV
HTFPAVLQSSGLYSLSSVVTVPSSNFGTQTYTCNVDHKPSNTKVDKTVER
KCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPE
VOQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLTVLHQDWLNGKEYK
CKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMTKNQVSLTCLVKG
FYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTVDKSRWQEGN
VESCSVLHEALHSHYTQKSLSLSLGK

SEQ ID NO:14
QVQLVQSGAEVKKPGASVKVSCKASGHIFSNYWIQWVRQAPGQGLEWM
GEILPGSGHTEYTENFKDRVTMTRDTSTSTVYMELSSLRSEDTAVYYCAR
YFFGSSPNWYFDVWGQGTLVTVSS ASTKGPSVFPLAPCSRSTSESTAALGCL
VKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSNFGTQTYT
CNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMISR
TPEVICVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVLT
VLHOQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMT
KNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTV
DKSRWQEGNVFSCSVLHEALHSHYTQKSLSLSLGK

SEQ ID NO:15
ASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVH
TFPAVLQSSGLYSLSSVVTVTSSNFGTQTYTCNVDHKPSNTKVDKTVERKC
CVECPPCPAPPVAGPSVFLFPPKPKDTLYITREPEVTCVVVDVSHEDPEVQF
NWYVDGMEVHNAKTKPREEQFNSTFRVVSVLTVVHQDWLNGKEYKCKV
SNKGLPAPIEKTISKTKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYP
SDIAVEWESNGQPENNYKTTPPMLDSDGSFFLYSKLTVDKSRWQQGNVF
SCSVMHEALHNHYTQKSLSLSPGK

SEQ ID NO:16
QVQLVQSGAEVKKPGASVKVSCKASGYIFSNYWIQWVRQAPGQGLEWM
GEILPGSGSTEYTENFKDRVTMTRDTSTSTVYMELSSLRSEDTAVYYCAR
YFFGSSPNWYFDVWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVTSSNF
GTQTYTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPKP
KDTLYITREPEVTCVVVDVSHEDPEVQFNWYVDGMEVHNAKTKPREEQ
FNSTFRVVSVLTVVHQDWLNGKEYKCKVSNKGLPAPIEKTISKTKGQPRE
PQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PMLDSDGSFFLY SKLTVDKSRWQQGNVFSCSVMHEALHNHYTQKSLSLS
PGK

SEQ ID NO:17
GASENIYHALN

SEQ ID NO:18
EILPGSGHTEYTENFKD
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SEQ ID NO:19
GHIFSNYWIQ

SEQ ID NO:20
QVQLVQSGAEVKKPGASVKVSCKASGHIFSNYWIQWVRQAPGQGLEW
MGEILPGSGHTEYTENFKDRVTMTRDTSTSTVYMELSSLRSEDTAVYYC
ARYFFGSSPNWYFDVWGQGTLVTVSSASTKGPSVFPLAPCSRSTSESTAALG
CLVKDYFPEPVTVSWNSGALTSGVHTFPAVLQSSGLYSLSSVVTVPSSNFGTQT
YTCNVDHKPSNTKVDKTVERKCCVECPPCPAPPVAGPSVFLFPPKPKDTLMIS
RTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPREEQFNSTYRVVSVL
TVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYTLPPSQEEMT
KNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYSRLTV
DKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

SEQ ID NO:21
SYAIS

SEQ ID NO:22
GIGPFFGTANYAQKFQG

SEQ ID NO:23
DTPYFDY

SEQ ID NO:24
SGDSIPNYYVY

SEQ ID NO:25
DDSNRPS

SEQ ID NO:26
QSFDSSLNAEV

SEQ ID NO:27
QVQLVQSGAEVKKPGSSVKVSCKASGGTFSSYAISVWRQAPGQGLEWMGGIGPFFGT
ANYAQKFQGRVTITADESTSTAYMELSSLRSEDTAVYYCARDTPYFD
YWGQGTLVTVSS

SEQ ID NO:28
DIELTQPPSVSVAPGQTARISCSGDSIPNYYVYWYQQKPGQAPVLVIYDDSNRPSGIPER
FSGSNSGNTATLTISGTQAEDEADYYCQSFDSSLNAEVFGGGTK LTVL

SEQ ID NO:29
NYIS

SEQ ID NO:30
[IDPDDSYTEYSPSFQG

SEQ ID NO:31
YEYGGFDI

SEQ ID NO:32
SGDNIGNSYVH

SEQ ID NO:33
KDNDRPS

SEQ ID NO:34
GTYDIESYV

SEQ ID NO:35
EVQLVQSGAEVKKPGESLKISCKGSGYSFTNYISWVRQMPGKGLEWMGIIDPDDSYTE
YSPSFQGQVTI SADKSISTAYLQWSSLKASDTAMYYCARYEYGGFDI
WGQGTLVTVSS

SEQ ID NO:36
SYELTQPPSVSVAPGQTARISCSGDNIGNSYVHWYQQKPGQAPVLVIYKDNDRPSGIPE
RFSGSNSGNT ATLTISGTQAEDEADYYCGTYDIESYVFGGGTKLTV L

SEQ ID NO:37
SSYYVA
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SEQ ID NO:38
AIYTGSGATYKASWAKG

SEQ ID NO:39
DGGYDYPTHAMHY

SEQ ID NO:40
QASQNIGSSLA

SEQ ID NO:41
GASKTHS

SEQ ID NO:42
QSTKVGSSYGNH

SEQ ID NO:43
QVQLVESGGGLVQPGGSLRLSCAASGFTSHSSYYVAWVRQAPGKGLEWVGAIYTGSG
ATYKASWAKGRFTISKDTSKNQVVLTMTNMDPVDTATYYCASDGGYDYPTHAMHY
WGQGTLVTVSS

SEQ ID NO:44
DVVMTQSPSSLSASVGDRVTITCQASQNIGSSLAWYQQKPGQAPRLLIYGASKTHSGV
PSRFSGSGSGTDFTLTISSLQPEDVATYYCQSTKVGSSYGNHFGGGTKVEIK

SEQ ID NO:45

QVQLVESGGGLVQPGRSLRLSCAASGFTVHSSY YMAWVRQAPGKGLEWVGAIFTGS
GAEYKAEWAKGRVTISKDTSKNQVVLTMTNMDPVDTATYYCASDAGYDYPTHAMH
YWGQGTLVTVSSASTKGPSVFPLAPSSKSTSGGTAALGCLVKDYFPEPVTVSWNSGAL
TSGVHTFPAVLQSSGLYSLSSVVTVPSSSLGTQTYICNVNHKPSNTKVDKKVEPKSCDK
THTCPPCPAPELRRGPKVFLFPPKPKDTLMISRTPEVTCVVVDVSHEDPEVKFNWYVD
GVEVHNAKTKPREEQYNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTIS
KAKGQPREPQVYTLPPSREEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTP
PVLDSDGSFFLYSKLTVDKSRWQQGNVFSCSVLHEALHAHYTRKELSLSP

SEQ ID NO:46
DIQMTQSPSSLSASVGDRVTITCRASQGISSSLAWYQQKPGKAPKLLIYGASETESGVPS
RFSGSGSGTDFTLTISSLQPEDFATYYCQNTKVGSSYGNTFGGGTKVEIKRTVAAPSVFI
FPPSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYS
LSSTLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC

SEQ ID NO:47
QVQLQESGPGLVKPSETLSLTCTVSGDSVSSSYWTWIRQPPGKGLEWIGYIYYSGSSNY
NPSLKSRATISVDTSKNQFSLKLSSVTAADTAVYYCAREGNVDTTMIFDYWGQGTLVT
VSS

SEQ ID NO:48
AIQMTQSPSSLSASVGDRVTITCRASQGIRNDLGWYQQKPGKAPKLLIYAASSLQSGVP
SRFAGRGSGTDFTLTISSLQPEDFATYYCLQDFNYPWTFGQGTKVEIK

SEQ ID NO:49
QVQLQESGPGLVKPSETLSLTCTVSGDSVSSSYWTWIRQPPGKGLEWIGYIYYSGSSNY
NPSLKSRATISVDTSKNQFSLKLSSVTAADTAVYYCAREGNVDTTMIFDYWGQGTLVT
VSSASTKGPSVFPLAPCSRSTSESTAALGCLVKDYFPEPVTVSWNSGALTSGVHTFPAV
LQSSGLYSLSSVVTVPSSSLGTKTYTCNVDHKPSNTKVDKRVESKYGPPCPPCPAPEFL
GGPSVFLFPPKPKDTLMISRTPEVTCVVVDVSQEDPEVQFNWYVDGVEVHNAKTKPR
EEQFNSTYRVVSVLTVLHQDWLNGKEYKCKVSNKGLPSSIEKTISKAKGQPREPQVYT
LPPSQEEMTKNQVSLTCLVKGFYPSDIAVEWESNGQPENNYKTTPPVLDSDGSFFLYS
RLTVDKSRWQEGNVFSCSVMHEALHNHYTQKSLSLSLGK

SEQ ID NO:50
AIQMTQSPSSLSASVGDRVTITCRASQGIRNDLGWYQQKPGKAPKLLIYAASSLQSGVP
SRFAGRGSGTDFTLTISSLQPEDFATYYCLQDFNYPWTFGQGTKVEIKRTVAAPSVFIFP
PSDEQLKSGTASVVCLLNNFYPREAKVQWKVDNALQSGNSQESVTEQDSKDSTYSLS
STLTLSKADYEKHKVYACEVTHQGLSSPVTKSFNRGEC
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OOPMYJIA N30BPETEHUSA

1. Cnoco0 nedeHus nanueHTa-4eJI0BeKa, UIMEIOMIETO aCCOIMUPOBAHHOE C KOMILIEMEHTOM
HapyIleHue, KOTOPOro MOJBEPraly JICYCHHIO C MCIOIR30BAaHMEM 3Kyiauzymaba, rie cmocod
BKJIIOUAET MPEKpallCHUE JICUEHUS ¢ MCIOIh30BaHUEM 3Kyau3ymaba M IEepeBOj NanueHTa Ha
JICUEHHUE C UCIIOJIE30BAHUEM OTIMIHOTO MHTHOUTOPa KOMILJIEMEHTA.

2. Crioco6 neueHus MareHTa-qeI0BeKa, IMEIOIIEr0 aCCOIMIPOBAHHOE ¢ KOMIUIEMEHTOM
HapyIICHUe, KOTOPOro IOJABEprajid JICYCHUIO C HCIOJb30BAHHEM paBysim3yMaba, riae cmocobd
BKJIIOUAET MPEKPANICHHUE JICICHUS C UCIOJb30BaHUEM paBY/IM3yMaba M IIEPEBOJI NMAIlMeHTa Ha
JICYEHHUE C UCIIOJIE30BAaHUEM OTIUIHOTO MHIHOUTOPa KOMILJIEMEHTA.

3. Croco0 jedeHus nanueHTa-4eJI0BeKa, IMEIOIIET0 aCCOIMUPOBAHHOE C KOMILIEMEHTOM
HapyIIeHHe, KOTOPOTO TMOJBEPrajiy JICYCHHUIO C MCIONh30BAaHUEM OHKylu3ymaba, riae cmocod
BKJIIOUAET MPEKpAIICHUE JICUCHUS C MCIOJIR30BAHHEM JKyTu3ymaba M IEpeBOj HalMeHTa Ha
JICUEHHUE C UCIIOIH30BAaHUEM OTIMIHOTO aHTUTENA MPOoTHB CS5.

4. Cnoco6 nedeHus NalMeHTa-9eJI0BEKa, UMEIOIIETO aCCOIIMUPOBAHHOE C KOMIIEMEHTOM
HapyIIeHHe KOTOPOro IIOJABEPrajid JICHCHUIO C HCIOJIb30BAHHEM paByim3yMaba, rae cmocobd
BKJIIOUAET MPEKpANICHUE JICUCHUS ¢ UCHOJB30BAHUEM paByn3yMaba M IEPEBO] MallMeHTa Ha
JICUEHHUE C UCIIOIH30BAaHUEM OTIUIHOTO aHTUTENA NPOoTHB CS5.

5. Cnoco6 mo 1.1 wim 2, rae OTAMYHBINA MHTUOUTOP KOMIUIEMEHTA BRIOpaH M3 IPYNIIEL,
COCTOSIIIEH M3: MaJIOM MOJIEKYJNBI, MOJIMIENTHAA, aHAJIOra IMOJMIENTHAA, NENTHIOMUMETHKA,
MuPHK wmm antamepa.

6. Crioco6 1o 11.1 miwm 2, rjie OTIMYHBI MHTUOUTOp KOMIIEMEHTA HHIMOUPYET OJTUH UITHA
6onee u3 xomnonenToB koMiieMenta Cl, C2, C3, C4, CS5, Co6, C7, C8, C9, paxropa D, pakxropa
B, nponepauna, MBL, MASP-1, MASP-2 um nx 61010ru4ecky aKTUBHBIX (PparMeHTOB.

7. Croco6 no 1.3, rje oTiauaHoe antuTesno npotus C5 npeacrapnser coboir ALXNI1210.

8. Cnoco6 mo n.3 wim 4, rae omMYHOE aHTUTeNno mpoTuB C5 BBIOpaHO U3 IPYIIIHI,
COCTOSIIEN HU3:

(1) aHTATENAa WK €r0 aHTHICHCBS3BIBAIONIEro (parMenTa, cogepxamux gomensl CDR1,
CDR2 u CDR3 msxenoit nenu, cogepxamue SEQ ID NO: 21, 22 u 23, cOOTBETCTBEHHO, U
aomeasl CDR1, CDR2 u CDR3 nerxko#t mnenum, coaepxkamme SEQ ID NO: 24, 25 u 26,
COOTBETCTBEHHO,

(i1) aHTHTENA WM €r0 aHTUTeHCBA3BIBAOLIET0 (hparMeHTa, coaepxalmux BaprHabelbHyO
obnactp TsDKeno# nenw, cogepxamyro SEQ ID NO:27, u BapuabenbHyro 00,1acThb JIETKOH LN,
coaepxamyro SEQ ID NO:28;

(ii1) aHTHTENA M €T0 aHTHICHCBS3BIBAIOLIEr0 ¢parMenTa, coaepxamux gomeHsl CDR1,
CDR2 u CDR3 taxenoii nenu, cogepxamue SEQ ID NO: 29, 30 u 31, cooTBeTCTBEHHO, U
aomeasl CDR1, CDR2 u CDR3 nerxo# mnenm, coaepxamme SEQ ID NO: 32, 33 u 34,
COOTBETCTBEHHO,

(iv) aHTHTENa WIH €r0 aHTUT€HCBA3bIBAIOLIETO (PparMeHTa, CoAepKalMX BapuabenbHy o
obnacTp TspKenoi uenu, cogepxamyo SEQ ID NO: 35, u BapunabenbHyro 061acTh JIETKOH LienH,
coaepxamyro SEQ ID NO: 36;
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(V) aHTHTENA WK €r0 aHTUIe€HCBS3BIBAIOMIETO (parMeHTa, coaepxamux goMensl CDR1,
CDR2 u CDR3 Taxenoit nenu, cogepxamue SEQ ID NO: 37, 38 u 39, cOOTBETCTBEHHO, U
nomeasl CDR1, CDR2 u CDR3 nerko#t memnm, cogepxamme SEQ ID NO: 40, 41 u 42,
COOTBETCTBEHHO;

(Vi) aHTHTENa WM €r0 aHTUTCHCBS3BIBAIOMIETO (parMeHTa, COACPKAIMUX BapruabeIsHYIO
obnacte TsDKeno# nenu, coxepxanmyto SEQ ID NO: 43, u BapuabenbHyro 001acTh JIETKO# e,
cogepxkamyto SEQ ID NO: 44;

(Vil) aHTHTEa WK €r0 aHTUICHCBS3BIBAIONIETO ()parMeHTa, COJACPKAIUX TSHKEIYIO IIETIb,
conepxamyto SEQ ID NO: 45, u nerkyto nens, cogepxamyo SEQ ID NO: 46;

(viil) aHTUTEA W €T0 aHTUTCHCBS3BIBAIONIETO PparMeHTa, COAEpKAIIUX BapuabeIbHYIO
obacth Tspxenoi neny, coaepxamyio SEQ ID NO: 47, u BapuabensHyro 001acTh JETKOi e,
coaepxamyto SEQ ID NO: 48; u

(1X) aHTHTENA WM €0 aHTUTCHCBSI3BIBAIOLIETO (pparMeHTa, CoAepKaIuX TKEIYIO LElb,
coaepxamyro SEQ ID NO: 49, u nerkyro uens, cogepxkangyro SEQ ID NO: 50.

9. Cnoco6 no moboMy u3 nm. 1-8, rae acconuupoBaHHOE ¢ KOMIUIEMEHTOM HapyIIEeHUE

HpeIcTaBIsgeT co00i MapoOKCU3MAITEHYIO HOUHYIO reMoriiobunyputo (PNH).
ITo noBepeHHOCTH



O 1

Cxema gu3saitHa nccnenosaHud ang knuHudeckoro npotokona ALXN1210-PNH-301

CKpPWHMHT, BANOTD Mepuopa paHAOMNU3UPOBAHHOI0 NEYEHUS, Mepuoa paclumpenus,
Ao 4 Hepenb 26 Hepenb 2 ropa
Harpy3oyHas fo3a* [lofaepxuBaroLias 1o3a™ [pofomKeHne
ALXN1210, ALXN 1210, cytkun 15 noJiepXXnBaroLLen 4o3bl™
[MaLneHTbl, HaUBHbIE MO CYTKM 1 N Kaxable 8 Hefienb ALXN1210, kaxable 8 Hefienb
OTHOLLIEHWIO K JIEHEHMID - e
(N=107)
C UCMOb30BAHNEM
WHrMGUTOPOB KOMMNEMEHTA
(N=214) B Harpy3odHas gosa™ loanepxumsaroLas 1o3a*
ALXN1210, ALXN1210, cytkn 197
(N=107) cyTku 183 N Kaxable 8 ;e,uenb
NHoykumoHHas gosa™™  lopgdepxusatoLas nosa™ ™
3Kynm3ymaoa, aKynuaymaoa, cyTkn 29 n
cytkn 1, 8,151 22 KaXple 2 Heflenu

* [losnposanne ALXN1210: Harpy3oyHas fo3a=2400 mr gns naumeHToB maccoi >40 - <60 kr, 2700 mr gns nauneHToB Maccon > 60 -
<100 kr, 3000 gns naumeHToB maccoit >100 kr; nogaepxusatowas fos3a = 3000 mr ans naumeHToB maccoi > 40 - <60 kr, 3300 mr
Ans nauneHToB maccom > 60 - <100 kr, 3600 mr ans naumeHToB maccoi =100 kr

** [losuposanue akynusymada: Haykunontas 1o3a=600 mr; nogaepxusatoLlasn 1o3a=900 mr

o/l

0S¥..SG
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PacnpefeneHune nawuneHToB

OToGpaHHbIe npw
CKpuHUHre (N=285)

He panaomuanposanHbie(d) PangomuanposanHble(d)
(N=39) (N=246)
i
i 1
ALXN1210 JKynm3ymab
(N=125) (N=121)
i E i i E i
3asepLunnu, [pekpatunmn 3asepLunnu [pekpatuin

He. 26 (N=125)

nedexue (N=0)

neyenue (N=119)

neyenne(©) (N=2)

Paclumpenue(d)
(N=124)

(N=119)

PaclumpeHue

* 244/246 BKNOYEHbI B @aHANN3 Mo NPOTOKONY

(a) 39 cyOLEKTOB HE NPOLLNN CKPUHMWHT, HO 46 HECOOTBETCTBUN CKPUHMHTY, U3-
3a HECKOJIbKNX CYObEKTOB, He NPOLLEALLINX CKPUHUHT 60siee 0AHOro pasa. (b)

PaHgomusmposaHHble=logsepruyTtole nedveHunto; (c) Pewenne Tepanesta (N=1),
PeweHune cy6bekTa (N=1); (d) Peluenne cybbekta He NPOAOMKaTb pacLumMpeHne

I/C
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\cxonHble XdPaKTEPUCTUKN W nemorpacbmqecme AdHHbIE

MNepemeHHas Cratuctuka ALXN1210 JKynusymab Bcero
(N=125) (N=121) (N=2486)
Mon
Myxu4uHbl | N (%] 65 (52%) 69 (57%]) 134 {54%)
JKEHLNHbI 60 (48%) 52 (43%) 112 (46%)
Bospact npu nHcby3un (net) {Cpennee (SD) 44.8(15.2) 46.2 (16.2) 45.5(15.7)
OTHIY. PUHAAN. (He uen./naTuHoaM.) | N (%) 116 (93%) 102 (84%) 218 (89%)
Paca N (%)
A3narbl 72 (58%) 57 (47%) 129 (52%)
He anoHup! 53 (42%) 42 (35%) 95 (39%)
AnoHupI 19 (15%) 15 (12%) 34 (14%)
EBponeonabl 43 (34%) 51 (42%) 94 (38%)
[pyrue 10 (8%) 13 (11%) 23 {9%)
Macca Tena (kr) CpenHee (SD) 68.2 {15.6) 69.2 (14.9) 68.7 (15.2)
PocT (cm) CpeaHee (SD) 166.3 (9.0) 166.2 (10.7) 166.2 (9.8)
LDH (paHaomn3npoBaHHble)
15-<3xULN | N (%) 18 (14%) 16 (13%) 34 (14%)
> 3xULN 107 (86%) 105 (87%) 212 (86%)
PRBC (paHaomMn3npoBaHHble)
0 eauuny | N (%) 23 {18%) 21 (17%) 43 (18%)
1-14 eaquHuny 79 (63%) 78 (64%) 156 (63%)
>14 eannu 23 {18%) 22 (18%) 45 {19%)

ov/e
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Kntouesble pe3ynbTaThl 3 dEKTUBHOCTY ANS COBMECTHbIX MEPBUYHBIX KOHEYHbIX TOYEK

ALXN1210 3kynusymab  Paan. (95% Cl)
(N=125)  (N=121)

TA{%) » | $ E 738 66.1 6.8(-4.66, 18.14)
-£O | -115 | -';0 | =5 | 0 | :? | 1;0 | ‘;5 | 213
[penmyLLecTBO aKynm3ymada Mpeumywiectso ALXN1210
PUMVLEEETE SRYTISY Py ALXN1210 Skynuaymad  Paan. (95% C)
(N=125)  (N=121)
| DH-N N | } ] 53.6 494 119(0.8,1.77)
0 1 2

[TpenmyLLEeCTBO 3KyNu3ymada [Mpenmywiectso ALXN1210

[Mpumeyanne: Cl=[loBeputenbHblit nHTepBan; Pasn. = Pasnuune; TA=/IckntoyeHmne TpaHcdysuii;
LDH-N=Hopmanusauus LDH.

[TpumeyaHmne: HepHbiM TPEYroNbHKOM NOKa3aH Npeaen He MeHbLLein 3DEKTUBHOCTH.
[pumeyarue: [ins KoHeuHbix To4ek TA, pasn. (95% Cl) 0CHOBaHbI HA OLLEHEHHbIX PANNYMAX B
npoueHTax ¢ 95% Gl. [ng LDH-N, pasn. (95% Cl) ocHoBaHbI Ha OTHOLLEHWM LWAHCOB. Pasnuyne
neyvenns onpeaeneto ana ALXN1210- akynuaymaba.

iy
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ALXN1210
(N=125)

LDH-PCHG (%) 4 : ¢ : -76.84
[13menenme R o 707
yromnaemocTvt no FACIT v

BTH (%) A b | 40
HGB-S (%) Iy : 4 | 68.0

5 | -1’5 | -*;0 | % 0 | :’» | 1E0 | *:5 | 213
[penmyLLEeCcTBO 3Kynu3ymaba [penmywiectso ALXN1210

KntoyeBble pe3ynbTaThl 3P dEKTUBHOCTY ANS COBMECTHbIX MEPBUYHBIX KOHEYHbIX TOYEK

Jkynuaymab Paan. (95% CI) [1]
(N=121)

02 0833

[ 5]

85201

6.40 0.67 (121,255}

07 87(0181420) )

5 29(8801464)

[Mpumeyanne: Cl=[loBeputenbHblit nHTepsan; Pasn. = Pasnuyne; LDH-PCHG=IpoueHT namenenns LDH; BTH=Pe3kuii remonus;

HGB-S=CtabunnanpoaHHbIin reMorno6uH.

[Tpumeyanmne: HepHbiM TPEYroNbHUKOM MOKa3aH npe/en He MeHbLLIei 3P EKTUBHOCTH.
[1] ns KoHeyHbixX To4ek LDH-PCHG, BTH 1 HGB-S, pasn. (95% CI) ocHOBaHbI HA OLEHEHHbIX padnuynax B npouentax ¢ 95% Cl. Ana FACIT-
yTomnsemocty, pasn. (95% Cl) 0CHOBaHbI Ha OLIEHEHHbIX PA3NMYMAX B UISMEHEHMI OT UCXOAHON TOUKM ¢ 95% Cl.

[2] Pasnuyue nevenus onpe