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OIIMCAHHUE U30BPETEHHUSA
2420- 568564EA/052
®APMANEBTUYECKASI KOMIIO3UIHA IS JEYEHUS AINIACTHYECKOM
AHEMHUH

OOGnacTh TEXHUKH

[0001]

[PoncTBenHast 3as1BKa |

Hacrosimmee ommcanue BKIHOYaeT B ce0sl COAEprKaHUE, H3JOKEHHOE B OMHUCAHHU
AMOHCKOH maTeHTHOH 3asiBku Ne 2018-202097 (momannoii 26 2018 ropma), xoTopasi sIBJISIETCS
NPUOPUTETHBIM JOKYMEHTOM HACTOSIIEH 3asiBKH.

[O6nacTh TeXHUKH]

Hacrosimee m3o0pereHue OTHOCUTCA K (DapMaleBTUYECKOH KOMITO3HLIMU ISl JICYCHHUS
aTuIaCTHYECKOH aHEMHUH, KOTOpasi COIEPKUT B KAYeCTBE aKTHBHOTO MHIpeareHTa Pomumioctum.

[TpeniuecTByOLINI yPOBEHb TEXHUKH

[0002]

Anuactrueckast aHemusi (AA) mpexacrasisier coOoi 3aboneBaHue, XapakTepH3yIOIIeecs
YMEHBLICHHEM KOJHYECTBa BCEX KJIETOK mnepudeprueckoil KpoBuU (MAHIMTONEHHUS) U
YMEHBLIEHNEM IUIOTHOCTH KJIETOK B KOCTHOM Mo3re (rumoruiasusi). CyObeKTHBHBIE CHMITTOMBI
AA BKIIOYAIOT CHUMOTOMBI AHEMHUH, ONBILKY T@PH HANPsDKEHWH, cepaueOueHne u
T'OJIOBOKPY>KEHHE, JINXOPAAKY H3-32 MH(PEKINH U CKJIOHHOCTh K KPOBOTEUEHMSM, MOAKOKHBIE
SKXUMO3bI, IECHEBOE KPOBOTEUEHHE U HOCOBOE KPOBOTeUeHHe. BHeIIHNe Npu3HaKy BKIFOYAIOT
ONeNHOCTh JIMIA, AHEMUIO KOHBIOHKTHBBI BEK, IIOAKOKHOE KPOBOTEUEHHE U JECHEBOE
KpoBoTeueHHe. AA MOXeT TIpHUBECTH K JIETAIbHOMY MCXOAy U3-3a TIepexoja B
muenonucriactudeckuii cuaapom (MJIC) unm octpeiii muenoneiiko3 (OMJI), CKIOHHOCTH K
KPOBOTEUEHHSAM MM HMHpeKIuu. MUHHUCTEPCTBO 3IPAaBOOXPAHEHHsS, TPyAa U COLMAIBLHOTO
obecnieuenust Anonuu B 1972 rogy 0603Ha4mI0 AA Kak TpyaHOU3IEUNMOe 3a00IeBaHuE.

[0003]

Jleuenue AA BKJIHOHAET NOAACPKUBAIOIIYIO TEPANMID, TAaKYK) KakK TIepeIuBaHue
TPOMOOILIUTOB M SPUTPOLIUTOB, BBEOEHHE TI'€MOMOITHYECKHX (DAKTOPOB, TAaKUX Kak
IpaHyJIONUTAPHBIN KoJoHHecTuMysmpyromuii  ¢akrop (G-CSF), m uUMMyHOCYNpecCHBHYIO
TEparuio, Tepanuio aHAOONWYECKUMH CTEPOHMIAMH, TPAHCILIAHTALMIO T'€MOMO3THYECKUX
CTBOJIOBBIX KJIETOK B Ka4eCTBE JIEUCHHS, HALEJICHHOIO Ha BOCCTAHOBJICHHE KPOBETBOPHOM
¢ynkumu. IToCcKONbKY MPOTHO3 M TAKTHUKA JICUEHHs] CHIIBHO PA3JIMYAIOTCS B 3aBUCHMOCTH OT
CTETIEHU TsDKeCTH AA, pEKOMEHIALINH T10 JICUSHHIO YKa3aHbl COTJIACHO CTETIEHH TSKECTH.

[0004]

B pykoBoxcTBax mo JsedeHHI0O B SNOHUM PEKOMEHAYETCsl HAYMHATH JICUEHHE
muksiociopuHoM (Lukmnocriopun A; CsA) ans nanmeHToB ¢ AA co craausamu 1-2a (OT Jierkoi 1o
yMepeHHOH, 0e3 mepenuBaHUsi KpPOBH) (32 HCKJIIOYEHHEM IallMeHTOB C KOJHYECTBOM
TpomboruroB 100000/Mkn miau OoJblie M HMMEIOIIUX TOJNBKO AHEMUI0 U YMEHBIIEHHOE

KOJINYECTBO HEHTpoduiIoB), u uccienosath ero 3pdexrsl. OTBET Ha JeUeHHE LUKIOCIIOPUHOM



NOSIBJISIETCS. HE IO37Hee, YeM 4Yepe3 BoceMb Hezenb. Eciu B TeueHue BOCbMM HeNelb MOCe
JeyeHnss He HaOJIOMaeTCsl YBENUUEHUs] KOJIUYEeCTBA TPOMOOLMTOB HMJIM PETUKYJIOLUTOB, OyneT
BBIOPAaHO  COOTBETCTBYIOIEE  JIEYEHHE, HampuMep KOMOMHHUPOBAHHOE  IPUMEHEHUE
uMMyHornoOynuHa k TumornuraM denoseka (ATG) unn Dnrpomobonara (EPAG), B 3aBucUMOCTH
OT pa3BUTHUS LUTONEHHMH, HEOOXOAMMOCTH MEpEeNUBAHUS KPOBH, HAJIMYMS WM OTCYTCTBHS
CYOBEKTHBHBIX CUMIITOMOB U T.JI.

[0005]

Jlns mamueHToB ¢ AA Ha cramusx 2b-5 (OT cpemHeil creneHu M0 HauOoJiee TSKENOM,
TpeOyrowIeil nepenuBaHus) TPAHCIUIAHTALUS T€MOIMOITHYECKUX CTBOJIOBBIX KJIETOK SIBJISIETCS
OCHOBHBIM CIIOCOOOM JIEYEHHUSI MAIMEHTOB MoJioke 40 JieT, y KOTOPBIX €CTb POJICTBEHHBIH
cubOnmuHr-10HOp, coBnanaromuil mo HLA. TTanmenTaMm, KOTOPBIM TPaHCIUIAHTALIUSI HE TIOKA3aHa,
U nrnauudeHTam B Bo3pacte 40 ser M cTapuie, B OCHOBHOM, IIPOBOIAT JIeHEHHE
UMMYHOCYTIpecCHuBHOM Tepamuei, Takoi kak ATG u CsA, a kOMOMHUPOBAHHOE MPUMEHEHHE
EPAG paccmaTpuBaroT 1o Mepe HeoOXOJMMOCTH.

[0006]

OpHaxo mpu TpaHCIIAHTALIMU FEMOIMO3TUYECKUX CTBOJIOBBIX KJIETOK CMEpTh, CBsI3aHHAs
C TpaHCIUIaHTaTOM, Bo3HUKaeT y 10-20% nanueHToB, a NMpU MMMYHOCYIIPECCUBHON Tepamnuu
npuMepHo y 5-10% mnanueHTOB C JAJUTENbHBIM BBDKMBAHHMEM MPOMCXOAMT MEPEXOn K
muenopucruiactudeckum cuaapomam (MJIC) nim ocrpomy muenoneiikozy (OMJI), HecMoTpst Ha
OTBET K JedeHHro. YacTtora oTBeTa HAa HMMMYHOCYIPECCUBHYH) TEpAalUI COCTaBJISIET
npubnusuTensHo oT 33 1o 57%. Takum oOpaszom, marueHTaMm, KOTOpble HEBOCIPUUMYMBBI K
MMMYHOCYIIPECCUBHON T€PAINNH, AJIi KOTOPbIX UMMYHOCYIIPECCUBHAs Tepalus He NOoKa3aHa, s
NPOAJIEHUS] JKU3HU NPEJOCTABIAETCS NOAAEPKUBAIOLIAS Tepamus, COCPEeNOTOYeHHas Ha
HepesuBaHuN KPOBU WJIM BBEJEHUH reMomnostuueckux (akropo. Ecnu crenenp aHemun win
TPOMOOLIUTONEHUS TsDKeJasi, IPOBOMAT NEPeIUBaHUE, €CIH CBA3aHHbIE C HUMH KJIMHUYECKUE
CUMIITOMBI yMEpeHHble WJIH OoJiee CUJIbHBIE, HO HEOOXOAMMO CBECTH K MHUHUMyMY
neperuBaHue, YToObl N30eKaTh PUCKA HEM3BECTHBIX MH(EKIHIA, TPOSIBICHHS pepPaKTEPHOCTH K
NEepeUBAHUI0 TPOMOOLMTOB u3-3a BbIpaboTku aHthTel k HLA wu  oTropkeHuss mnpu
TPaHCINIAHTALMM KPOBETBOPHBIX CTBOJOBBIX KieTok. (G-CSF BBOAST mamueHTam € 4HCIOM
HelTpopuinoB S5S00/MKJI MM MEHbINE, KOTOPbIE IOABEPIKEHbI BBICOKOMY PHCKY TSDKEIBIX
uHpexmii, Ho 3pdeKT BpeMEeHHBIH.

[0007]

XOTs OXHIANIOCh, YTO PE3YJIbTAThl JICUEHUsS YJYYINATCs 32 CUET KOMOMHHPOBAHHOTO
npuMmeHeHuss EPAG y Tspkenblx manueHToB ¢ AA, pe3HCTEHTHBIX K HWMMYHOCYNPECCHUBHOMN
Tepanuy, ObUTH MAIlMEHThI, KOTOPbIe He OTBETUJIH Jake MpH ucronb3oBaHnd EPAG y samoHCckux
nauueHToB ¢ AA, He nonyvaBmiux ATG B kmmHudeckux ucneitaHusx EPAG. Kpome toro, B
KJIMHUYECKOH MPAKTUKE TAK)K€ MOTYT OBITh MAIMEHTHI, A1 KOTOphIX BBeneHue EPAG sBnsercs
npoOJIeMOii, TakHe KaK MAalHeHThl ¢ HAPYIICHUSAMH NeUeHH, W TOXKUJIblE MAllUEeHThI, KOTOPbIE He
MOTYT HOAIEPKUBATh COONIIOICHNE PEeKMUMa JIEYEHUS U3-3a NEePOPaJIbHO BBOJUMBIX IPENapaToB.

Taxkum O6p8,30M, €CTb MAIUECHTDI, IJI1 KOTOPBIX JAXKE JICKAPCTBCHHAA TCPAIlNs, HAIIPpABJICHHAs Ha



BOCCTAHOBJICHHE KPOBETBOpHOH (pyHKLMHU ¢ moMoibio EPAG, He MoskeT ObiTh 3 dekTUBHOM, U
HeoOxoaumo Oosiee OezonacHoe u Ooee 3¢ eKTUBHOE JICUSHHE.

[0008]

Pomurmioctum npezacrasiisier co0O reMaTonodTHYECKU TPOMOOLUT-CTUMYJIUPYIO LU
¢axTop, KOTOpHIi cBsI3bIBaeTcs ¢ ¢-Mpl, peuenropom sHnorerHoro Tpomdonostuna (TPO), ms
ycunenust nponykuuu tpombouutos (IlatentHast nuteparypa 1). Ilocne onoOpenust B kauecTse
TEPaNeBTUUECKOTO JIEKAPCTBEHHOIO CPeACTBa 1Uisl JedeHus: « TpoMOOMTONneHN: y B3pOCIbIX C
XPOHHYECKOW HMMMYHHOH (MauomaTudeckoii) tpomOouuntoneHnueckor mypmypoir (UTID)» B
Agcrpasmu B wuronie 2008 r., Pomumioctum Obit omoOpeH Oonee dyem B 60 cTpaHax W
NPOU3BOIUTCS U MPOJAETCS MO TOPTOBBIMH Ha3BAHHMSIMH, TAKMMHU Kak Pomuruielt (R).

[0009]

c-Mpl skcnpeccupyercst He TOJIbKO B METaKapHOLUTAPHBIX KJIETKAX-MPEIIIECTBEHHUKAX,
HO Takxe B Oonee HenudepeHIMPOBAHHBIX TeMATOMO3THYECKUX CTBOJIOBBIX KJIETKAaX/KJIETKaX -
NPEAIIECTBEHHUKAaX B KOCTHOM MO3re, U ObUIO BBICKAa3aHO mpeamnonoxenue, uro TPO
CHOCOOCTBYET BBIPAOOTKE MYJIBTHIMHEHHBIX KJIETOK KpPOBU myTeM aktuBammu c-Mpl. Takum
oOpasom, oxunaercs, 4yro Pomuruioctum Oyner 3¢dexTuBeH B oTHOEHNH AA, 1 ObLTH HAYaThI
KJIMHUYEeCKHe pa3pabOTKH, HALENeHHbIE Ha B3pOCHbIX manmueHToB ¢ AA. Kiununueckue
ucnbiTanus Qaser I (Ph2) Pomumioctuma, HaieneHHble Ha ManUeHTOB AA, PE3HCTEHTHBIX K
UMMYHOCYTIPECCUBHOW Tepanuu, Obumn Havatel B 2014 r. (HematentHas nurepatypa 1), a
kiuHn4eckne ucneiranus ¢asel I/ (Ph2/3) - B 2016 r. (HenarentHast nuteparypa 12). B stux
KJIMHUYECKUX HCMBITAHUAX POMHIUIOCTUM BBOAMJIM MOIKOXKHO OIWH pa3 B HENENI0, a €ro
nekapcTBeHHass 3(P(eKTUBHOCTh ObLTa MPOBEpeHa C HCIOJIb30BAHUEM TPOMOOLIUTAPHOTO,
SPUTPOLIUTAPHOTO U HEUTPOPUIBHOrO OTBETA, MPEKPAIIEHHS MepPeTUBAHUS TPOMOOIIMTOB U T.1I.
Kak moka3bIBalOT TOKa3aTeNu M Kak ObLIO BbISIBIEHO, HauOosee 3(PQPeKTUBHON OKaszaiach
HavasbHast 103a 10 MKI/KT.

Cnucok UTHPOBaHUS

[TaTenTHas nureparypa

[0010]

[TarentHas nureparypa 1: WO 2000/024770

[Henarentnas nurepatypa]

[0011]

HenarenTtHast turepatypa 1: Lee et al., «Efficacy and Safety of Romiplostim in Patients
with Aplastic Anemia Refractory to Immunosuppressive Therapy: 1-Year Interim Analysis of
Phase 2 Clinical Trial» Blood (2016) 128:3910

HenarentHast nmrepatypa 2: Lee et al, «Hematologic Response to Romiplostim
Treatment Is Associated with Stimulation of Primitive Stem/Progenitor Cells and Stromal Cells
in Patients with Aplastic Anemia Refractory to Immunosuppressive Therapy: A 2-Year Interim
Exploratory Analysis of a Phase 2 Clinical Trial» Blood (2017) 130:1167.

CyuHocTh n300peTeHus

TexHuueckas 3amava



[0012]

Ienpro HacToOsIEro M300pETEHUs SIBISLIOCH co3naHue 3(pPeKTHBHOro crocoda JeueHus
aruIacCTUYEeCKON aHEMHUH C UCTIONb30BaHueM Pomurmioctuma.

Pemenne 3anauu

[0013]

B pesynbrare WHTEHCHBHBIX HCCIEAOBAHUH aBTOPBI M300peTeHUs OOHAPYKWIIM, HYTO
BBICOKYIO 3((EeKTHBHOCTD M 0€30MaCHOCTh MOJKHO MOJYYUTb IPU JIEYEHHH arlIaCTHYeCKON
aHEeMHHU MyTeM BBEACHUsT POMHILIOCTHMA MPHU OMpPEIeNIEHHbIX 03¢ M BBEIACHUH, W 3aBEPIIMIIH
HACTOsIIee U300peTEeHHE.

[0014]

HHbIMU clioBaMu, HACTOsIIEE H300PETeHHEe OTHOCUTCS K ClieAyromuM myHkTaMm (1)-(8).

(1) @apmaneBTHUECKAsT KOMIIO3HIUS IS JICUSHUS ATUTACTHUECKOW aHEMHH, CONEepIKaIas
B KAauecTBE AKTUBHOI'O HMHIrpeaneHTa Pomurioctum, rae (papManeBTHYECKYH) KOMITO3ULIHIO
BBOJIAT MOJKOKHO OAMH pa3 B HEAEI0, U rae PoMuruioctum BBOAST B 103 10 MKI/KI/HEnenmo B
TEYEHHE YEeThIpEX HeNeNb C Hauajia BBEIEHUs, U BBOAAT B o3¢ Oosee uemM 10 MKI/Kr/Henemo u
MakcUMyM 20 MKI/KI/HEIENO MoCye Helemn S.

(2) @apmanerThueckass KkKommo3umusi corymacHo (1), e ONMHAKOBYK  JO3Y
MOAAEPKUBAIOT B TEUCHUE YETHIPEX HEAEIb MU OOJIbIIEe TOCIIEe U3MEHEHHUS 103bL.

(3) ®apmanestuueckas komnosuis cornacHo (1), rne Pomumioctum BBogsT B no3e 15
MKI/KI/Heneno B Henenu 5-8 u BBOIAT MakcuMyM 20 MKI/KI/HENero mocjie Henenu 9, u rue
OJIMHAKOBYIO 103y MOANEPKUBAIOT B TEUEHUE YETBIPEX HeNeNb UM OOJIbIle MOCIe W3MEHEHHs
T03BI.

(4) ®apmauestuueckas komnosuiys cornacHo (1), rne Pomumnnoctum BBoasT B no3e 15
MKI/KI/Heneno B Heneau 5-8, BBomaT nmo 20 MKI/Kr/Henesro B Hepenu 9-12, u BBoasT ot 5 10 20
MKI/KI/HEIeINo 1mocjiae Henenu 13, u rae OQMHAKOBYIO A03Yy MOANEPIKUBAIOT B TEUEHHE YEThIPEX
Henesb WK OOJNbLIE MOCIe U3MEHEHHSI IO3bI.

(5) ®apmaneptuueckas kommno3uiwst cornacHo (1), rne Pomumioctum BBOgsT B 1o3e 15
win 20 MKI/KI/HENemo TOCiIe HeAedd S5, U OAMHAKOBYIO NO3Yy IOANEPKUBAIOT B TEYCHUE
YeThIpeX HeNlelb WK OOJbLIe MOCIe U3MEHEHHSI 0351

(6) D@apmaneBTHUECKAsT KOMITO3UIHS corylacHO mobomy u3 (1)-(4), roe mar noBbIIIeHUs
1036l POMuIiocTumMa rnocie Heiesu S COCTaBIsIeT S MKI/KT.

(7) @apmaneBTHUECKAs] KOMITO3ULUS IS JICYCHHUS aIUTACTHYECKOW aHEMHH, CONEpIKaIas
B KauecTBE AKTUBHOIO HMHIrpeaneHTa PomuriocTum, rae (papManeBTHYECKYH KOMITO3ULIHIO
BBOJIAT MOJKOXKHO OAMH pa3 B HEAENIO, U rae PoMuruioctuM BBOAAT B 103e 10 MKI/KI/HEReno B
TedyeHue 4 Helenb ¢ Hauaja BBEIEHHs U IIar MOBBIMIEHHs 103kl PoMUIIocTHMA TOCKe Henenu 5
COCTABJISIET 5 MKI/KT.

(8) @apmanerThueckass Kommo3uiusi corymacHo (7), T©Ae ONMHAKOBYK  JIO3Y
NOJ/IEPKUBAIOT B TE€UCHUE YETHIPEX HEAEb MU OOJbINE TOCIe U3MEHEHHUS 103bL.

[Tonesnbie 3¢ppekThI O N30OPETEHHIO

[0015]



ITo HacrosmieMy H300pPETEHUIO MOXET OBITh JOCTHTHYTa BBICOKast 3((eKTHBHOCTDH
JIEKApCTBEHHOTO CPENCTBA IPH JIeYeHUH POMHIIOCTUMOM Yy NAIMEHTOB C arjlaCTUYeCKON
aHeMHeH, KOTOpbIE He OTBEYAIOT HA UMMYHOCYIIPECCOPBI.

Kpatkoe onucanue ueprexen

[0016]

[@urypa 1] ¢urypa 1 ykasbiBaeT Ha M3MeHeHHs KojudectBa TpombouutoB B Ph2 u
Ph2/3. Ha rpaduke HuXHAS CBeTNIasi JIMHUS ITOKA3blBAeT CpenHee 3HA4YeHHe MJIsl TPYIIIbI,
HaunHawomed ¢ 10 mxr/kr B Ph2 (KROO1) uccnenoBanust (N=10), a BepxHsisl TeMHasi JTUHHSI
yKa3bIBAaET CpeaHee 3HaYeHue 1isi Bcex caydaeB Ph2/3 (531-002) (N=31). «Ycb» yKa3bIBarOT Ha
CTaHIAPTHBIE OTKJIOHEHUs. [ OpU30OHTaJbHAS OCh MOKA3bIBAET KOJHYECTBO HEAENb OT Havajia
BBEJICHUS, & BEPTUKAJIbHASI OCb NTOKA3bIBAET KOJMYECTBO TPOMOOLIUTOB.

[@urypa 2] ¢purypa 2 ykaspiBaeT Ha U3MeHEHUs1 ypoBHeH remoryiodbuHa B Ph2 u Ph2/3.
Ha rpaduke HUXKHSISI CBETJIast IMHUS MTOKA3bIBAET CPEAHEE 3HAYCHHE IS TPYIIIbI, HAUWHAOIIEH
¢ 10 mxr/kr B Ph2 (KR0O1) uccnenosanust (N=10), a BepXHsisi TEMHAsI JJMHUS YKa3bIBAET CpEeIHEE
3HaueHne ans Bcex ciaydaeB Ph2/3 (531-002) (N=31). «Ycel» yka3bplBalOT Ha CTaHIAPTHBIC
OTKJIOHEHUs. | OpU30OHTaJIbHA OCh MOKA3bIBAET KOJIWYECTBO HEAENb OT Hadaja BBEICHUS, a
BEPTUKAJbHASI OCh MTOKA3bIBAET YPOBEHb F€MOTJIO0ONHA.

[@urypa 3] ¢urypa 3 yka3piBaeT Ha U3MeHEeHUs1 ypoBHell HelTpodrios B Ph2 u Ph2/3.
Ha rpaduke HUXKHSISI CBETJIas IMHUS MTOKA3bIBAET CPEIHEe 3HAUEHUE JUJIsl TPYIIbI, HAYMHAIOIIEeH
¢ 10 mxr/kr B Ph2 (KROO1) uccnenosanust (N=10), a BepxXHsist TEMHasl JMHUS YKa3bIBAET CpEeIHEE
3HaueHne ans Bcex ciaydaeB Ph2/3 (531-002) (N=31). «Ycel» yka3plBalOT Ha CTaHIAPTHBIE
OTKJIOHEHUs. I10 ropH30HTANBPHONH OCH YKa3aHO KOJMYECTBO HeNesb OT Hauyaua BBEAEHHUS, 110
BEPTUKAJIBHON OCH yKa3aHO KOJIMYECTBO HEHTPO(PUIIOB.

Onucanue BapuaHTOB OCYIIECTBIICHUS

[0017]

«Pomunnoctum»

PoMmuriocTum npencraisier coO0il reHeTUYeCKH MOAU(UIIUPOBAHHBIN CIUTHIA O€JOoK,
UMEIOIUI MOJIEKYJISIPHYIO Maccy mnpuOmusurenabHo 59 k/la, u mpencrasiser coboit mumep,
COCTOSIIIMKA W3 MOJIEKYJI ABYX CYOBEOUHHI], COCTOSIINX W3 269 aMUHOKHUCIIOTHBIX OCTAaTKOB
(SEQ ID No. 1). U3 269 aMUHOKHCJIOT MOHOMEpPa aMHUHOKHUCIIOTHI 2-228 cocTaBiisitoT Fc-momen
yenosedyeckoro IgGl, a aMuHOKUCIOTBI 229-2069 COCTaBAAIOT MNENTUZ, COAep Kallui
CBSI3BIBAIOIIYIO TIOCIIEOBATEIBHOCTh YeJIOBEUeCKOoro perentropa tpombomnostuHa (c-Mpl). B
PomumnoctuM ONWHOYHBIE LEMH, B KOTOPBIX CBSI3aHbI NENTHAHAS LEMb, COAEpKaIlas Ba
cesasbBaromux gomeHa c-Mpl, um C-konen Fc-nomena wuenoseueckoro IgGl, cBs3aHbI
aucynb(UAHON CBSI3BIO C 00pPa30BaHUEM JUMEPA.

[Popmyna 1]
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[0018]

Pomurioctum  obnamaer  TPpOMOOLUT-NPOAYLMPYIOIIEH  aKTHBHOCTBIO  W/HMIJTU
METaKapHOLMT-IPOAYLHUPYIOLIeH aKTUBHOCTBI. POMMIIOCTHM JEHCTBYeT Kak mpenapar
reMOIIO3TUYECKOr0 TPOMOOLIUT-CTUMYJIHPYIOLIEro (akropa myTeM CBsi3bIBaHUS € C-Mpl,
KOTOPBIH SIBISIETCS PELIENITOPOM 3HIOTreHHOro TpombonosTiHa (TPO) u ycunuBaer mponyKIuto
tpomOormroB. TPO mnpexncraBnser coOOH TIeMOMOITHYECKUN CTUMYJIUPYROMUN  (hakTop
METaKapHOLMTOB/TPOMOOLIUTOB, W OH Obul KiIOHMpoBaH B 1994 romy. Cuwmraercs, d4TO
Pomurmioctum ciocoOCTByeT KieTouHoU mpoiudepannu u auddepeHIupoBKe B MpoLecce
nepexoaa OT KJIETOK-TPEIIIeCTBEHHUKOB KOCTHOIO MO3ra K MErakapHuOLIMTaM H, KaK CIIE/ICTBHUE,
YBEJIMUEHUIO KOJIMYECTBA TPOMOOLHTOB (Jjajiee B HACTOSIIEM JOKYMEHTE Takke 0003HAYaeMbIX
kak PLT), ceaspiBasicey ¢ c-Mpl u akTuBupys ero.

[0019]

B mnacrosmem wuzoOpereHuu, cnoco0 A NodydeHus POMMIIIOCTMMa KOHKPETHO He
OrpPaHUYEH MPHU YCIOBHUH, YTO OH sIBJIsETCA (hapMaLeBTHUECKU IPUEMIIEMBIM.

[0020]

«AmnacTuueckasi aHeMUsD»

Amnnactuyeckasi anemusi (AA) mpencrasisieT coOoii 3a0oyeBaHue, XapaKTepU3yroIeecs
YMEHBLICHHEM KOJIMYECTBa BCEX KJIETOK mnepudeprueckoil KpoBU (NMAHLMTONEHUS) U
YMEHBLICHUEM IUIOTHOCTH KJIETOK KOCTHOrO Mosra (rumoruiasusi). PakTudecku, THarHo3 AA
CTaBST MyTeM HCKIFOYEHHUs1 NOpyrux 3aboneBaHuil ¢ Oojiee YeTKMMH KOHLENIMSMHU, KOTOpPbIE
UMEIOT CXOIHble XapakTepucTuku. OmHAKO CyTh 3a00JEeBaHUS MOKET OBbITh yKa3aHa Kak
«COCTOSTHHE, TPU KOTOPOM KOJIMUECTBO KPOBETBOPHBIX CTBOJIOBBIX KJIETOK HETPEPHIBHO
CHIDKAETCS, TaKe €CITM HeT BO3ACHCTBUS JICKAPCTBEHHBIX CPENICTB, OKA3bIBAIOIIUX TOKCHYECKOE
BO3/E€HCTBUE HA KOCTHBIA MO3D».

[0021]

Utobbl amarHOCTHPOBaTh AA, HeoOXoauMoO HAOIONAaTh B Ka4yeCTBe KIIMHHYECKUX
JAHHBIX AHEMHIO, TEHASHIHMI0O K KPOBOTEUYEHHIO M HWHOINA JIMXOPAAKy, U HEOOXOZUMO
COOTBETCTBHE, IO MEHBILEH Mepe, ABYM U3 TpexX 3yieMeHTOB. remorsioonH (Hb) ¢ ypoBHeM MeHee
10 r/pn, we#rpodunsl MeHee uem 1500/mkn u TpomOorutel MeHee 100000/mki. Kpome Toro,
CTaBsT AMarHo3 AA, ecii MOTYT ObITh HCKIIIOUEHBI 3a00JIeBaHMs, BBI3BIBAIOIINE LIUTOIECHHIO,

TUNOIUIa3UK0 KOCTHOI'O MO3ra M APYrue MNaHOUTONCHUM, HO HWHOrJa ObIBaeT 3aTPyYAHCHA



muddepenumuposka or MJIC.

[0022]

AA nenarcs Ha BpPOXXIAEHHbIE U NpuoOpeTeHHble AA B COOTBETCTBUU C IPUYMHOM.
Haubonee gacroii BposkneHHOM AA siBisieTcs: aHeMusi MaHKOHU, KOTOpasi SIBJISIETCS] ayTOCOMHO-
PELeCCUBHBIM HACJIECTBEHHBIM 3a00JIeBAaHHEM M XapakTepusyercs nedopMalisiMU CKeJeTa,
HHU3KUM POCTOM M MOPOKAaMH Pa3BHUTHS, TUC(HYHKUMEH rOHAaI M TUIOIUIA3Ued KOCTHOrO MO3ra.
Kpome Toro, mnpuoOpereHHble AA BKIIOUAIOT HAMONATHYECKHE (MepBUYHBIE) (HOPMBI,
BTOPHUYHBIE ()OPMBI, BbI3BAHHBIC PA3JUYHBIMU JIEKAPCTBEHHBIMU CPEACTBAMHU M PATUALIOHHBIM
BO3JEHCTBHEM/XUMUYECKUMU BEIIIECTBAMU, TAKMMH Kak OeH30J1, U 0coObIe (hOPMBI, CBSI3AHHBIE C
HA4YaJiOM TIOCJe TeMaTHTa M TMAapPOKCH3MAJIBHOH HOYHOW reMorioOuHypHen. BoibIIMHCTBO
npuodOpereHHbIX AA B SIMOHUM CYUTAIOTCS UAMONATHYECKUMH (TIEPBUYHBIMH).

[0023]

Jleuerne AA BKJIIOUAET MOANEPKUBAIOIIYIO TEPANUID, TAKYID Kak IepeBaHNe
TPOMOOIIUTOB U 3PHUTPOLIUTOB, BBEACHHE IeMONodTHUecKuX (akTopos, Takux kak G-CSF, u
UMMYHOCYTIPECCUBHYIO TEPAIHIO, TEPAIUI0 aHAOOIMUECKUMH CTEPOUAAMU M TPAHCIUIAHTALIUEO
I€MOIIO3TUYECKHIX CTBOJIOBBIX KJIETOK B KaUE€CTBE JIEUEHUS], HATIPABJIEHHOTO Ha BOCCTAHOBJICHUE
reMorno3Tnyeckoi QyHKuH. [TOCKOIBKY MPOTHO3 M TAKTHUKA JICYEHUS CHUJIBHO PA3JIMYAIOTCS B
3aBHCHMOCTH OT CTETNEHHU TSDKECTH AA, pEKOMEHIALNH T10 JICYSHUIO YKa3aHbl B 3aBHCUMOCTH OT
crerieHu TspkecTH. Kak ommcano Bbime, snederne CsA pekomeHnyercss mampeHtam ¢ AA co
cragusiMu oT 1 10 2a (OT Jierkoi 10 ymMepeHHOH, 0e3 HeOOXOAUMOCTH TEPETUBaHMs KPOBH),
ATC nmu EPAG npuMeHsiroT B KoOMOMHauuu rpu Heodxoaumoctu. [{nsa mauueHros ¢ AA co 2b
no 5 cramguio (OT yMepeHHOW, TpeOyrolueil mepenuBaHus 1O HauOoJee TKEIOoN),
paccMaTpUBAIOT  TPAHCILJIAHTALUIO reMOIO3 TUYECKUX CTBOJIOBBIX KJIETOK WIIN
UMMYHOCYTIPECCUBHYIO TEPAITHIO, WIM KOMOMHALIMI0O UMMyHOCynpeccuBHOW Tepanuu 1 EPAG.
JUIs MalueHTOB, HEBOCIPHUMMYHMBBIX K HMMYHOCYNIPECCUBHOM Tepamuy, WIH KOTOPBIM
UMMYHOCYTIPECCUBHAsI Tepanusi He MOKa3aHa, PEKOMEHAYIOT MOJAEPKUBAIOIIYIO TEPAIHI0 Ha
OCHOBE TMEPETMBAHNN 1 TeMOMO3THYECKHIX (PaKTOPOB.

[0024]

«DapMareBTHYECKasi KOMITO3ULHS MO HACTOSIIEMY H300PETEHUIO»

«DPapMaLeBTHUYECKYI0 KOMITO3ULIHIO JIJISI JIEYEHHUS arIaCTUYECKONH aHEMHH, COAEPIKALIYIO
PomumiioctumM B KayecTBe aKTUBHOIO HMHTPEOUEHTa» IO HACTOALIEMY H300peTeHHro (naiee B
HACTOSIILIEM JOKYMEHTe, 0003HaYaeMyro Kak «(papmManeBTudeckass KOMIIO3ULHS 110 HACTOSIIIEMY
U300pETEHNI0») BBOAAT TOAKOXKHO (MONKOKHOM WHBEKUMEH) nauueHTaM ¢ AA, mnyrem
BHYTPUBEHHOT'O BBEIEHUs (Takke 00O3Ha4aeMOro Kak BHYTPHUBEHHAs MHBEKLHS) WM MyTeM
BHYTPHUBEHHOT'O KaIleJIbHOTO BIIMBaHMs (Takke 0003HAYaeMOro Kak BHYTPHBEHHAs KarleJbHas
WHBEKLNS WIN KaleJIbHOE BIMBAHUE).

[0025]

dapmaneBTHUECKas KOMIO3HMIHUSA 10 HACTOSILEMY H300pPETEHHIO COAEPIKUT OIUH WU
HECKOJIbKO (papMakoJOrnyecku NpUeMIIEeMBbIX HOCHTeNeH, n00aBok, peryistopoB pH u T.om.

ITpumeps! 100ABOK BKIIFOUAIOT CPEACTBA IS IPUIAHUS TOHUYHOCTH, Oy(epbl, COMOOMIN3aTOPbI



Y KOHCEPBAHTBHI.

[0026]

CpenctBo sl NpUAAHUS TOHMYHOCTH KOHKPETHO HE OTPAHMYEHO, U €ro IpHUMepbl
BKJIFOYAIOT XJIOPHMJ HATPUs, XJOPHUJ KaJbLUs, XJOPHUI Kauus, XJOPUA MarHus, (Qppykrosy,
II0K03y U D-MaHHUT.

[0027]

ITpumepsr Oy(epoB BKIFOYAIOT KOMIIO3MLIMIO, COAEpKAaIyl xuruapodocdar Kamus,
ruapodocdar aukanus, Tpudocdar Hatpus, nuruapodocdar Hatpust u ruapodochaT TUHATPUS
U [IUTPATTUAPAT HATPHSL.

[0028]

[TpuMeps! COMOOMIN3ATOPOB BKIIFOYAIOT 3TAHOJ, STUICHINAMUH, KAIPUHOBYIO KHCJIOTY,
L-ryTaMUHOBYIO KHCIOTY, L-JTH3UH, OKCHUZ KaJbLHs, OKCUA MarHusi, COpOUTaH CECKBUOJIEAT,
D-copbut, aMu HUKOTUHOBOW KUCJIOTBI, POMIIEHIIINKOJb, Tiosucopdar 80 u Jlaypomakporodn
(9 5TUICHOKCUIIHBIX €IMHHLI).

[0029]

[TprMepsl KOHCEPBAHTOB BKJIOYAIOT (DEHOJ, B3AETAT HATPHs, XJIOPUA OEH3aJKOHUS,
XJIOPKpPE30JI, XJIOpOyTaHO, CalMIuIaT ~ HATPHA, STHIMAPAruAPOKCHOEH30aT U
OyTHIMapruapOKCHOEH30aT.

[0030]

ITpumeps! perynsaTopoB pH BKIIOYAIOT COJISTHYIO KHCJOTY, Pa30aBIEHHYIO COJISTHYIO
KHUCJIOTY, TJIULWH, SHTapHYK KHUCIOTY, (GochopHYyr KHCIOTYy, (PochaT, YKCYCHYIOS KHCIOTY,
BUHHYIO KUCJIOTY ¥ METJIYMUH.

[0031]

@®opma (papmMaLeBTUIECKOH KOMIO3ULUH [0 HACTOSIIEMY H300PETeHUI0 KOHKPETHO He
OrpaHUYeHa, U MOXKET OBITh FOTOBBIM K IMPUMEHEHHIO IPEnapaToM JJIsl MOJKOKHOTO BBEICHUS
WA MOXKET OBITh IpenapaToM, MPUTOTOBJIEHHBIM P HEOOXOAUMOCTH MyTeM pa3OaBICHUS UITH
pacTBOpeHUst JTHOPIIN3NPOBAHHOTO POMUIIIIOCTHMA B PacTBOPUTENE Uil HHBEKLIUH, TAKOM Kak
BOJIA.

[0032]

dapmaneBTHUECKAs KOMIIO3UIUS [0 HACTOALIEMY H300PETEHHIO MPEIOCTaBIISETCS
IyTeM 3aI0JIHEHUs] CTEKJIIHHOIO KOHTEWHepa, IJIAaCTUKOBOrO KOHTenHepa u T.. Popma
KOHTeHHepa KOHKPETHO HE OTPAHUYEHA, U €€ MPUMEPHI BKIIIOYAOT (DJIAKOHBI, IIMPULBL, TAKETHI
U OyTBUIKH.

[0033]

OnHMM U3 TPEANOYTUTENBHBIX NPUMEPOB (HapMALEBTHUECKOW KOMITO3UIMU TI0
HACTOSIIEMY H300PETEHHUIO SBJISETCS MOPOLIKOOOpa3HBIA Tpemnapar, MOJYYEeHHBIH MyTeM
mnodpmmmzanmu  Pomuruioctuma ¢ papMakoIOTHYeCKd NpPUEMIIEMBbIMH J100aBKaMH COTJIACHO
obmenpunaToMy crocoOy. KoHkperHble mpuMepsl Takol (hapMaleBTHYECKOH KOMIO3HIIUU
BKJFOUar0T Pomumnneidt®. Pomumeiit (R) npencrasnsier coOoii nropuin3upoBaHHBIA MPOIYKT

Pomunnoctuma, comepraiiuii B kadecTse 100aBOK D-MaHHUT, paduHUPOBaHHYIO caxaposy, L-



rucTuauH, nojucopbar 20 u pa30aBIEHHYIO COJIIHYIO KHCJIOTY, M €ro HPUMEHSIOT IMyTeM
pacTBOpPEHHs MTPH HEOOXOIMMOCTH B BOZIE AJI1 HHBEKLIU Mepe]] BBEIEHUEM.

[0034]

«/losupoBka ©  BBeneHUE (papMaleBTUYECKOH KOMIIO3ULMH 10  HACTOALIEMY
U300peTEHHIO»

@apMareBTUUECKYI0 KOMIIO3UIMIO IO HACTOALIEMY H300PETeHHIO BBOIST IOJKOKHO
OOWH pa3 B Henmemo B (ukcupoBaHHOH nosze 10 Mkr/kr/Hememo Pomuruioctuma B TeueHHe
YeTblpex HeAeNb C Haudaja BBENEHHUs, M VYBEJIMYMUBAIOT WJIM YMEHbINAIOT 103y IIpH
HEOOXOMMOCTH B COOTBETCTBUH C COCTOSIHUEM TALIMEHTAa MOCTIe HEASTH S.

[0035]

B nepBom BapuaHTe OCylIeCcTBICHUS (PapMaLEeBTUYECKY) KOMITIO3ULIUIO 10 HACTOSIIEMY
U300pEeTEeHNI0 BBOMSAT TaKUM 00Opas3om, uto Pomuruioctum BBOAAT B no3e 10 MKI/KI/He#eno B
TeueHWe 4 HeleNnb C Hadajla BBENEHHMs, W BBOIIT B J03e Ooyiee yeM 10 MKI/KI/HEmem
MakcUMyM 20 MKI/KI/HEIENO MoCye HelemH S.

[0036]

Bo BTOpOM BapuaHTe OCYIIECTBJICHUS, (PapMAIEBTHYECKYI0 KOMIIO3HLHUIO IO
HACTOSLIIEMY H300pPETeHHIO BBOAST TakuM oOpaszom, uto Pomumioctum BBOAsT B nmo3e 10
MKI/KI/HEIEN0 B TEUYEeHHEe 4YeThIpeX HeAeNlb C Hadala BBEICHUS, BBOIAT B o3¢ 15
MKI/KI/HEEIO ¢ Helnelu S5 10 Heneau 8, U BBOAST MakCUMyM 20 MKI/KI/HEIeNo Mociie Henenu
9, U Takyo ke 103y MOJAJEPKUBAIOT B TEUEHUE UEThIpEX HeNelb WM JOJblIe MOC/e N3MEHEHUs
T O3B

[0037]

B Tperbem BapumaHTe oOCylIeCTBJIEHHUS, (PapMALEBTUUECKYIO KOMIIO3ULIUIO IO
HACTOSIIEMY M300pPETEeHUI0 BBOIST TakuM oOpasoMm, 4yto Pomwumioctum BBOAST B mo3ze 10
MKI/KI/HEIeNI0 B TEYEHHE YeThIpeX HelneNb C Hadaja BBENeHMs, BBOAAT B 1o03e 15
MKI/KI/HENENI0 ¢ Hemenu 5 10 Henend 8, ¥ BBOAST B f03€ 20 MKI/KI/Hememo ¢ Hexenud 9 1o
Henenu 12, U Takyro ke 03y MOANEPKHUBAIOT B TEUEHHE YEeThIpeX HeNeNb WM JOJbIle MOCie
WU3MEHEHUs 103bl.

[0038]

B derBepTOM BapHaHTe OCYLIECTBJICHHs, (PapMAIEBTUYECKYI0 KOMITO3UIHIO IO
HACTOSIIEMY H300pPETeHHIO BBOAST TakuM oOpaszom, 4to Pomumioctum BBOAsT B nmo3e 10
MKI/KI/HEIEN0 B TEYCHHE YeThIpeX Heneb ¢ Hadajla BBEJEHHs, W BBOAST B no3e 15 wim 20
MKI/KI/HEIEIIO ToCHe HEeNU S5, U TaKyro K€ 103y NMOANEPKUBAIOT B TEUEHUE YEThIpEX Henesb
WM JIOJIbLIIE [TOCNI€ U3MEHEHUS 1035l

[0039]

B msiTom BapuaHTe OCyIIeCTBIEHUs, (HapMaLEeBTHUECKYI0 KOMIIO3HLIUIO IO HACTOSIIEMY
M300pETEHNIO BBOMAT TaKUM o0Opas3oM, uto Pomuruioctum BBOAAT B o3¢ 10 MKI/KI/Henenmo B
T€YeHHE YeThIpeX HeAeNb C Hayana BBEACHMs, M BBOAAT C LIAaroM IOBBIUIEHUS A03bl
Pomumoctuma 5 Mkr/kr/Hemento mocne Henmenu S. IIpeanmodTHTENpHO, TaKyr ke A03Y

NoAACPIKUBAIOT B TCUHCHUEC YCTBIPEX HEACIIb NI JOJIBIIC TTOCJIC NU3MECHCHNS AO3bI.
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[0040]

[IpenmovyTuTenpbHO, TAKyIO K€ J03y IMOANEPKUBAIOT B TEUEHUE YEThIPEX HeNelb WU
TOJIbIIE TIOCHIE U3MEHEHUS J103bL.

[0041]

[IpenmovtuTenpHO, MIar NOBBIIIEHHS 103bI POMUIUIOCTHMA TOCTIEe Heeu S5 COCTaBIIsAeT 5
MKI/KI/HEIEIto.

[0042]

Jns  0e30macHOro  BBENEHUS KOJHYECTBO TPOMOOLIMTOB H3MEPSIIOT B Havaye
UCTIOJIb30BaHUsT (DapMalleBTHUECKONH KOMITO3UIIMK 10 HACTOSIIIEMY H300PETEHHIO U BO BpeMsI
KOPPEKTHPOBKH JIO3bI, MPEMOYTUTENIbHO pa3 B Hexemo. Jlake ecinu J03y COXPAaHSIOT,
MPEINOYTUTENIBHO H3MEPSTh KOJTMUYECTBO TPOMOOLIMTOB IPUMEPHO pa3 B 4 HENEIH.

[0043]

Jloza PomumiocTiMa MOKET ObITh YBEJIHYEHA WJIM YMEHBIIEHAa MPU HEOOXOIUMOCTH B
npenesax, He MPeBbIIAmuX 5 MKI/Kr. Hanpumep, 103y yBeNIWYUBAIOT, KOTJa HE HAOIIOMAOT
TPOMOOIMTAPHOTO OTBeTa (KOraa KOJUYEeCTBO TPOMOOIMUTOB yBenmudmioch Ha 20000/Mkn wiu
OoJee, WM KOrAa KOJMUECTBO TPOMOOIUTOB coctasisier 10000 Mk nimn Gojiee B yBEITHYUIOCH
Ha 100% wuu 6ojiee OT MCXOMHOTO YPOBHS, WJIM KOTAA MALIMEHTHI HE 3aBHCSIT OT MEPeTUBaHUS
TPOMOOILINTOB B T€UEHHE 8 HEmeNb TMOAPSN), JaKe €CIU Ta K€ J03a BBOAUTCS HENPEPBHIBHO B
TedeHue 4 Helelb, U KOTJa CUUTAIOT, YTO HeT MpobiieM ¢ 0€30MacHOCTBIO.

[0044]

JUiss KOpPEKTUPOBKH IO3bI MPEONOUYTUTENIbHO HCIOJIb30BaTh MHHHUMAIBHYIO J03Y,
HEOOXOIUMYIO JUIS JISUeHUs, 00pamasich K TabiuLe HIDKe.

[0045]
[Tabnuna 1]
KonuuectBo TpOMOOLIUTOB Crioco0® KOpPEeKTHPOBKH

Ot 200000/mki 1o 400000/mki | CHU3UTH 103y

Bonee uem 400000/mK Ilpexpatutrs.  Ilocme  OTMEHBI,  €CIIM  KOJUYECTBO
TPOMOOIUTOB CHU3UJIOCH 10 200000/MKJI, B IPUHLIUIIE, 103y
YMEHBIIAIOT HAa S5 MKI/KI OT J03bl 1O OTMEHbI U
BO3OOHOBJISIFOT  BBeneHwe. Korma [1o3a 1O OTMEHBI
COCTaBJIsIEeT S5 MKI/KI WM MEHbINE, €CIH KOJIUYECTBO
TpoMOOIIUTOB  CHM3WJIOCh a0  S0000/mki, BBeneHue

BO30OHOBJISIFOT B TOH K€ J103€, YTO U 10 OTMEHBL.

[0046]

Kornma ynyd4meHue KI€TOYHBIX JIMHUHM KPOBH (HampuMep, KOJIMYECTBO TPOMOOLIUTOB
6onee 50000/MKI TpU yCIOBHHM HE3aBUCHMOCTU OT INEpeNnBaHUsA, reMornooun 6onee 10 /o
IPU YCIOBHHM HE3aBHUCHMOCTU OT MEPEIMBAHUS U KOJMUECTBO HelTpoduios Oonee 1000/mxn)
anuTest 8 Hexenb Wiu OoJiee, MPEANOYTUTENBHO YMEHBIINTD (hapMalleBTUYECKYI0 KOMITO3ULHIO

MO0 HACTOsIIeMy H300peTeHHI0 B IMIpenejiax Jauana3oHa, HE MPEBBIIIAIOLIET0 S5 MKI/KD
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Pomunnoctuma. Hanpumep, ecnau ynydineHwe MO TPOMHOW JIMHUM COXPAHSIETCS B TEYEHUE
YeTbIpexX HeleNlb C YMEHbLIEHHOH M030H, m03y PomumiocTuma NOMONHUTENBHO CHUXKAOT B
npezaenax, He MPEBbIMIAOINNX 5 MKI/KT, U IOCJIe 3TOT0 CHIDKEHUE A03bl 00CYKAAT Kaxble 4
Henenu. KpoMe Toro, mpennoyTUTENbHO MPEKPATUTD IIPUEM, €CJIN YIIYUIIeHHE MO TPEM JINHUSAM
COXpaHseTCs B TE€UYEHUE ueThIpeX Henenb ¢ n030i Pomumnoctuma menee 5 mkr/kr. Eciam Bo
BpeMsl MPEKPALIeHUs JeYeHUs] HaOMOMAI0T YXYALIEHHEe COCTOSHHS O 00O M3 Tpex JIMHUN
KPOBSIHBIX KJIETOK, JIEYEHHE MOXKET OBbITh BO30OHOBJIEHO C A030# m0 mpekpamenus. Eciu He
HaOJIOAI0T TPOMOOIMTAPHOTO OTBETA Ja)Ke€ MPU MaKCUMalbHOH no3e 20 MKI/KI/HEemo,
BBOJIMMOM B TE€UEHHE BOCbMHU HEAEJb MOAPS, MPUHUMAIOT COOTBETCTBYIOLIME MEPhI, TAKHUE KaK
npeKpalieHre BBEACHHUS.

[0047]

Jlozda W BBeEHHE 10 HACTOSALIEMY H300PETEHHI0O WMEIOT KOPOTKUH MEepUON
(uKcupoOBaHHON 103bI (1032 MOXKET OBITH YBEIWYEHA HA paHHEH cTaguu), OONBIIOW AHana3oH
yBEeNUYEHUs (1032 MOXKET OBbITh yBEJIM4eHa CPa3y), U BO3MOXKHOCTb JAOCTHYb MAaKCHMaJbHON
n03bl Ha paHHen craauu. Ilyrem BBemeHuss PomumnnocTuma COMIacHO 03€ W BBEACHUIO MO
HACTOSIIEMY H300PETEHHI0 MOKHO IIOJNYYUTh BBICOKYIO 3((EKTUBHOCTh JIEKAPCTBEHHOTO
cpencTsa (TIOBBIIICHHBIH YPOBEHh TPOMOOLIUTOBA, TE€MOTJIOONHA W/WJTH HEUTPO(UIOB UK OTBET
O TpeM JIMHUSAM), U 3Q(eKT mpomomkaercs Aaxke Mocie AOCTHKEHHs MaKCUMAJbHOW IO3BI.
Takum o0Opa3oMm, 1O HacTosmeMy H300PETEHHIO MPEeBOCXOAHBIH d3(dexr yaydmeHus
IOCTUraeTcs Nake y MaLUeHTOB ¢ AA, KOTOpble HEBOCIPHUHMYHUBBI K MMMYHOCYIPECCHBHOMN
TEpaIuy UM KOTOPBIM HMMYHOCYIIPECCHUBHAsL TEPAIUs HE NMOKa3aHa.

ITpumepsnt

[0048]

Hacrosimee n3obperenue Oyaer OMUCaHO KOHKPETHO CIAEAYIOIIMMH MTPUMEpPaMHU, HO 3TH
HPUMEPBHI SIBJISIFOTCS IPOCTO MILTIOCTPATUBHBIME MIPUMEPAMH 110 HACTOSIIIEMY U300pETEeHHIO U He
OTPaHUYMBAIOT O0BEM HACTOALIEr0 H300peTeHHMs. B cienyoomux npuMepax B KaudecTBe
npernapara Pomumiioctuma npumeHsitoT  Pomurneiit®, wu  3TO  OOMH U3 MIPUMEPOB
(dapMaleBTUYECKON KOMITO3UIMH, BKJIIOUArOleii POMHUIUIOCTAM B KadeCTBE AaKTHBHOTO
UHTPEIUCHTA.

[I[Ipumep 1]

[0049]

®aza II kmuanueckoro uccnenosanus (Ph2)

PaHnoMu3npoBaHHOE OTKPBITOE CPABHUTENIBHOE HCCIENOBAHUE C TOAOOPOM JO3bI B
napajuleNIbHBIX Tpymnmnax (uccienoanue Ph2) mpoBoguiym COTJIaCHO CIEAYIOMEMY MPOTOKOIY,
HALIEICHHOMY Ha WHAMBHIYYMOB C AaIUIACTHYECKOW aHeMHeH, KOTOpble He TOANA0TCS
UMMYHOCYTIPECCUBHOW Tepanuu (Jajee B HACTOSINEM JOKYMEHTE Takke O0O3HadaeMble Kak
WHAUBUITY YMBbI)

[0050]

Ilepuon BBEnEHUSA

- Ilepuon ¢pukcupoBaHHO 03B! (TEPHOA OLIEHKU HavanbHON n03b1): Henenn 1-8
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PomurmiocTuM BBOIMIIN B 103€ WM 1 MKI/KT, Ui 3 MKI/KT, Wik 6 MKT/KT Wi 10 MKr/kr
OJIMH pa3 B HEZEJO B TEUEHUE BOCbMHU HEJEINb.

IlepBoHauanbHYIO 03y NOAAEPKUBAIM B TEUEHHE 3TOrO IEpPHOAA, M HE MPOBOAMIH
KOPPEKTHPOBKY JO3bI, 32 WCKJIOUYEHHEM CJIy4aeB, KOTOPbIE VAOBJIETBOPSIN KPUTEPUSIM
IpeKpalleHus IpremMa B I1.3 HUXKe.

- Ilepuon nponnenus: Henenu 9-52

IlepBoHauaIbHYO 103y AJIsI IEpUOAA MPOJIEHUS ONPEEIsIM JIJIs KaXKIO0ro MaleHTa Ha
OCHOBaHMHU JHaHHbIX 00 3¢¢exkTuBHOCTH U Oe30macHOCTH mnepuoaa (PUKCUPOBAHHOW IO3bI
(mepuox OLEeHKH HavaabHOH 703b1). ECiu MHOAMBUIYYM HE MOKa3bIBa€T TPOMOOLMTAPHBII OTBET
K Hexene 9, nO3y YBEIMYMBAIA HAa OAMH YPOBEHb COIMVIACHO TAOJUIE KOPPEKTHPOBKH JIO3bI
(nepuon mnpomienusi). Ecnu u3mepeHne TPOMOOLIMTOB HENOCTYITHO H3-3a TNEPEIUBAHUS
TPOMOOIIUTOB, CYUTAJIH, YTO TPOMOOIIUTAPHBII OTBET HA STOW HENENe OTCYTCTBYET.

[0051]

Crniocob xoppekTupoBKH 0361 U BBeneHUs (Henenn 9-52)

1) IloBbimeHne K036

B nepuon npoanieHust pa3perieHo yBeIndeHne 103bl Ha OJUH YPOBEHb COTJIACHO TadIuIe
KOPPEKTHPOBKH 1103kl (mepuoxa npoasieHus). [locne yBenuueHus: M03bl, €CIM MHANBUAYYM HE
NPOSIBJISIET TPOMOOIIMTAPHOTO OTBETA Ja’Ke IMOCJE YEThIPEX HEeAeNb BBeNeHHs PoMuIuiocTuMa,
pa3peranoch yBEJIUYUTD 103y Ha OJUH YPOBEHb, IPH 3TOM MaKCHUMAaJIbHAs 7103a cocTasisuia 20
MKr/kr. HeoOXommmocTb W BpeMs YBEIHUYEHHs MAO03bl IOCTIE€ HENPEPhIBHOTO BBEICHUS
OJIJMHAKOBOH N103bI B TEUYEHHE YEThIpEX HEAeNb Bpau ONpenessyl HAa OCHOBAHWU IAHHBIX O
6e3omacHocTH U 3P (HEKTUBHOCTH JIEKAPCTBEHHOTO CPEACTBA ISl KAXKIOTO WHANBHIYMA.

2) KoppekTtupoBka 103bl

Ecnmn wHAMBUAYYM NpOSBISUT TPOMOOLMTAPHBIA OTBET, 03y YBEIHYUBAIH HIIH
YMEHbIIAIN Ha OAMH YPOBEHb COriacHO «Tabiauie KOppeKTUPOBKH 03B! (IEPUOJ MIPOIICHHS)»
(Tabnuma 2) ¥ KOPPEKTUPOBAIH 1O COOTBETCTBYIOLIEH O3bI, MO YCMOTPEHHUIO Bpaya sl
NOJ/IepKaHUsl TPOMOOLIUTAPHOTO OTBETA BO BPEMsl HAIPABJICHMsI, OCHOBBIBASICh HA JAHHBIX 00
s¢pdexkTuBHOCTH M 0€30MaCHOCTH Ui KaXIOoro WHAWBHMAyyMa. HauBbicimas nosa Obuia
yCTAHOBJIEHA HA YpOBHE 20 MKI/KT.

[0052]

[Tabauma 2]

Tabnuma KOppeKTUPOBKH AO3bI(TIEPUOJ MTPOIJICHNS )

Jo3a Pomunyocrtuma

1 MKI/KT

3 MKI/KT

6 MKI/KT

10 MKI/kT

13 MKI/KT

16 MKI/kT
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JMo3a Pomunyiocruma

20 MKI/KT

[0053]

3) Kpurepuu npexpaienus 1 BO30OHOBJIEHUS

Ecmn  xonmuectBO  TpOMOOLIMTOB  MPEBBILIATIO 400x10°/n,  neuenne BPEMEHHO
npekpamand. Korma Konu4ecTBO TPOMOOLIMTOB —Majgajio  HIDKE 200x10%/1, BBemeHUe
BO300OHOBIISUIN C YMEHBIIEHHOW J0301 Ha OMH YPOBEHB OT JI03bI O OTMEHBI, COTNIACHO TabJHLe
koppektupoBku n03bl (Tabmuma 2). Kak TOJBKO KOJIMYECTBO TPOMOOLIMTOB MpPHU 3TOH 103
nagaio 10 50x10°/n wn mexee, JIO3UPOBAHNE MEHSJIN Ha BPEMEHHO OTMEHEHHYIO 103Y.

[0054]

Ecnu konmuyecTBO TPOMOOLIMTOB MPEBBIIAIO 200%10°/1, 03y YMEHbLIAIU Ha OAUH
yYPOBEHb, COTJIACHO TadJuIe KOppeKTUpoBKH n03bI (Tabmuna 2). Eciu BpeMeHHO nmpekpaieHHas
7032 cocTaByisia | MKI/KT, O3y NpU BO3OOHOBJIEHUHM BBEICHHS YCTAHABIMBAJIN Ha YPOBHE |
MKT/KT.

IToMuMO MpHUYMH, yKa3aHHBIX BBILIE, BPAd MOXKET YMEHBIINTD 103y B JI0O0E BpeMsl, eCiu
BO3HHUKHYT MPOOJIEMBI ¢ 0€30TTaCHOCTBHIO.

[0055]

Kpurepuu orBeTa 1o Tpem JUHUAM

IlepBuuHast KOHEYHast TOYKAa ObUIA YCTAHOBJIEHA KaK JOJA MHIUBUAYYMOB, JTOCTHUTIIUX
TPOMOOIIUTAPHOTO OTBETAa K Henene 9, a OCHOBHbIE BTOPUYHbIE KOHEYHbIE TOYKH ObUIH
YCTAHOBIIEHBl KaK JOJs WMHAMBHAYYMOB, JOCTUTIIHX TPOMOOLMTAPHOTO OTBETA, BpeMs M0
TPOMOOLIUTAPHOTO OTBETA, JAOJA WHAMBHAYYMOB, KOTOpPble CTald HE3aBHCUMBIMH OT
HepesuBaHusl TPOMOOLIMTOB, M JOJSI WHAMBHAYYMOB, NOCTHTIIUX 3PUTPOLMTAPHOIO OTBETA
WM HeWTpOQUIBHOrO OTBEeTa. OTH OLEHOYHBbIE ITOKA3aTEeNN ONpeNeNisuld  CIeAYIOIINM
obpazom.

JlocTukeHne OTBeTa IO TPEeM JMHUSM WJIH TMOJIOKUTEIBHOrO OTBETA MO TPEM JIMHUAM
ONPENeNsIOT KaK JOCTHKEHHE TPOMOOLIMTAPHOTO OTBETA, JSPHUTPOLUTAPHOIO OTBETA W
HEUTPO(PUIBHOTO OTBETA BMECTE B3SATHIX.

[0056]

OnpenerneHre OLIEHOYHBIX [TOKa3aTesel

TpomOouuTapHBIN OTBET: €CIH MPUMEHUMO JIF000€ U3 CIEAYIOIIETO:

- KOJMYECTBO TPOMGOLMTOB yBemmumiochk Ha 20x10°/m wmm Gosnee MO CPaBHEHHIO C
HCXOJIHBIM YPOBHEM (YPOBEHb A0 Hayasa BBEACHUS POMUIIIOCTHMA),

- KOJIMYECTBO TPOMOOLMTOB coctaBisier 10x 0%/ mmn Gonbine, n ysemmamtoch Ha 100%
wr OOJIbIIE OT UCXOIHOTO YPOBHSIL.

OpnHako pe3yJpTaT OLEHKH AJs UHAUBUAYYMOB B T€U€HHE 7 CYTOK IOCiE NMepeanuBaHus
TPOMOOIIUTOB ObLT YCTAHOBJIEH KaK «OTCYTCTBUE OTBETAY.

[0057]

OpUTPOLUTAPHBIN OTBET: €CJIU MPUMEHUMO JIF000€ U3 CIAENYIOLIEro:

- comeprKaHHe reMoryoOnHa yBenu4mwioch Ha 1,5 r/nnm wnu Oojee Mo CpaBHEHUIO C
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HCXOJIHBIM YPOBHEM 0€3 IepenBaHus SpUTPOLUTOB Y HHAUBUAYYMOB C YPOBHEM IeMOTJIOONHA
MeHee 9,0 r/nn 1o BBeaeHus1 PoMuriocTuma,

- KOJIMYECTBO €AUHHII EPETUBAHUS YMEHbLIIIOCHh Ha 4 eUHULBI WIH OoJiee B TeueHHe 8
Henesb TMOAPSA MO CPaBHEHUIO ¢ TpeOOBaHHEM K MEPEeMBAHHUIO 3PUTPOLIUTOB 3a 8 HEHeNb 10
BBeIeHUs1 Pomumioctum

OnHako pe3ynbTaT OLEHKHU Uil UHAMBUAYYMOB B TeUeHHe 28 CyTOK IOCJie IepeauBaHus
SPUTPOLIUTOB OBbLT YCTAHOBJIEH KaK KOTCYTCTBHE OTBETAY.

[0058]

HefitpoduibHbIi OTBET: €CJIU MPUMEHHMO JIF000€ U3 CIENYIOIIEro:

- KOJMYEeCTBO HeWTpopuioB yeenuumioch Ha 100% wnu Oojnee Mo CpaBHEHUIO C
UCXOIHBIM YPOBHEM Y HWHAMBUAYYMOB C KOJHYECTBOM HEHTPO(PHIOB MEHEe YeM 0,5%10%/n
nepen BBeeHneM Pomuruioctuma,

- KONMYECTBO HeiiTpodunos ysenmumnoch Ha 0,5x10°/1 mnm Gonee 1Mo CPaBHEHHIO C
UCXOIHBIM YPOBHEM Yy WHAMBUAYYMOB C KOJHYECTBOM HEHTPO(PUIOB MEHEe 1,0x10%n nepen
BBeneHreM Pomunoctuma.

OnHako pe3ysbTaT OLEHKH U1 MHAMBUAYYMOB B TeUeHHE 7 CYyTOK mocie BBeneHus G-
CSF 0bL1 yCTaHOBJIEH KaK KOTCYTCTBHE OTBETAY.

[0059]

HesaBucumocTh OT nepennBaHus

ITepuon Ge3 mepenuBaHUS TPOMOOLIMTOB MJIM SPUTPOLMTOB B TEUEHHE, MO MEHbLIEH
Mepe, BOCBMU HEZENb MOAPSI JOCTUTAETCs] Y HHAUBUAYYMOB, KOTOPBIE MOJyHasd NepeIHBaHNe
TPOMOOILIUTOB WM TEPENUBAHUE 3PUTPOLUTOB B KAueCTBE NPEABAPUTENBHOIO JIeUeHHUs 3a 8
HeJesb 10 BBeieHus: PoMumioctuma.

[0060]

Pesynbrarsl

Pesynbratel uccnenosanus Ph2 nokasansl B Tabauue 4 u Ha ¢urypax 1-3 Bmecte C
pesyabratamu uccienosanus Ph2/3 us [Ipumepa 2.

[0061]

ITonkoskHOE BBEIEHHE HAYMHAIIN C OAHOTO pa3a B HEAENo B k0o u3 103 1, 3, 6 wiwm 10
MKI/KT, 1 Habmomami 0e3 KOPPEKTHUPOBKH J03bI (YBEJNMYEHHUS WM YMEHBLICHUS) B TCUCHHE
nepuonga (UKCUPOBAHHON A03bI (MIEPHOA OLEHKH HAa4yaJbHOW 103bI) a0 Hexenu 8. [lons
WUHIMBUYYMOB, TTOKA3bIBAIOIINX TPOMOOILUTAPHBIN OTBET K Hezele 9, UTo SBJISJIOCH NEPBUYHOM
KOHEYHOH TOYKOH 3((eKTHBHOCTH, yBEIUYMBAJIACh C YBEIWYEHHEM N103bl U coctaBmia 0% B
rpymmnax ¢ 1 u 3 mxr/kr, 33,3% B rpymme ¢ 6 Mxr/kr u 70,0% B rpynmne ¢ 10 mxr/kr. Kpome Toro,
JOJIsI UHAMBUAYYMOB, MMOKA3bIBAIOIINUX SPUTPOLMTAPHBIA OTBET W/UIM HEUTPODUIBHBIN OTBET B
TE€YEeHHE MMEePUOoNa OLEHKH HAYaJIbHOHM JO3bl, TAK)KE YBEJINYHMBAJIACh C YBEJIMYEHHEM J03bl U
coctaBmna 14,3% B rpynmne ¢ 1 Mxr/kr, 57,1% B rpynne ¢ 3 mr/kr, 55,6% B rpymnmne ¢ 6 MI/KT U
70,0% B rpynme ¢ 10 mr/kr. M3 npuBeneHHBIX BbILIE PE3yJIbTaTOB OBUIO OOHApyskeHO, uto 10
MKI/Kr 00€CTieurBaeT 3HAUYUTENbHBIH TPOMOOLIUTAPHBINA OTBET, SPUTPOLUTAPHBIA OTBET W/MUIIH

HEUTPO(QUIBHBIM OTBET B TEUEHHE IEpPUO/a OLIEHKM HavaJbHOM MO3bI, M 3Ta 1032 Oblia
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YCTAHOBIIEHA B KadyeCTBE Ha4daJbHOW m03bl jJeueHus ansa ¢aser II/II (Ph2/3) xmmHM4eckoro
HCCIIEIOBAHMS, OTIMCAHHOM Jarnee.

[IIpumep 2]

[0062]

®a3za [I/II1 (Ph2/3) kmuHUYECKOTro UCCIeNOBAHUS

@azy IVIII MexayHapOIHOIO COBMECTHOI'O OTKPBITOrO KJIMHUYECKOTO HCIIBITAHHS C
BHYTPUUHANBUIYAJIbHBIM U3MEHEHUEM J03bl, TIPOBEIEHHOE COTIACHO CIIEAYIOLIEMY ITPOTOKOIY,
HALIEJICHHOMY Ha WHIUBHIYYMOB C aIUIACTHYECKOW aHeMHuel, KOTOpble ObLIM HEBOCTIPUHUMYHNBBI
K HMMYHOCYIIPECCUBHOW Tepamuu, WM A KOTOPBIX HMMMYHOCYNPECCHBHAs TEpanus He
TIOKa3aHa.

[0063]

IMepuon Beenenus (Hemenu 1-52)

Pomumioctum BBOAST MOAKOXKHO OIMH Pa3 B HENENIO COMIACHO HIDKECIEAYIOLIEMY .

- [Tepuon pukcuposannoii no3sl (Hegenu 1-4)

HauvanpHass no3a cocraBmsier 10 MKI/Kr, a 1no3a (UKCHPYETCsl Ha TEPUOL MEXKAY
Henensamu 1 u 4.

- [Tepuon nponnenus (Henenn 5-52)

ITocne wemenu 5 no3a MOXKeT OBITh CKOPPEKTHUPOBAHA COTJIACHO — CIIENYIOMIEH
KOPPEKTHPOBKE JIO3bI.

[0064]

KoppexktupoBka 10361

1) IToBbinieHE AO3bI

Ecnu nHauBHAyyM He MOKa3bIBaeT TPOMOOLIMTAPHOTO OTBETA B TEUEHUE UYEThIPEX HeNelb
HOAPSIA, 103y YBEJINYUBAIOT HA OIUH YPOBEHb B COOTBETCTBHHU C TAONNIEH KOPPEKTUPOBKH AO3BI
(Tabmuua 3). OnHako naxe eciau cyOBEKT He MPOSBISET TPOMOOLIMTAPHOTO OTBETA, €CIIU ObLIN
OTACEeHHsI 11O MOBOAY MPOSIBICHUS HEXKENATeJIbHBIX SBJICHHUH, YXYALIEHHUSI COCTOSIHHS U T.11., 1032
UCCIIEyeMOTO JIEKAPCTBEHHOTO CPEACTBA MOXKET OBITh COXPAHEHA 10 YCMOTPEHUIO Bpaya.

Kpowme Toro, naxe eciiu CyObeKT MOKa3bIBaeT TPOMOOIIMTAPHBIN OTBET, €CJIH Bpad COYTET

9TO HGO6XOL[I/IMBIM, MO3BOJIACTCA YBCJIUYNBATD A03Y Ha OAWH YPOBCHDb KaXKAbIC YETBIPEC HEACIIN.

[0065]
[Tabauma 3]
Tabnua KOppeKTUPOBKH JO3bI
Mo3a Pomuniiocruma
5 MKr/KT
10 MKr/KT
15 Mkr/kr
20 MKT/KT

[0066]

2) CHmxeHue 03Bl U OTMEHA
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ITpu no3e or 10 mo 20 MKI/KT, €Clid Ty K€ J03y BBOAMJIN B TEUEHHE BOCBMHU HEIEINb
noapsn wuiau Oonee, ¥ B TEYEHHWE HTOrO IMEPHOAA BCE CIEAVIOIINE 3HAYEHHs TpPeX JIMHHUM
COXPAHSUIMCh B T€YEHHE BOCBMH Heeb Oe3 mepenuBaHus, 103y YMEHbIIAIN Ha OUH YPOBEHb
corijacHo Tabmuie koppektupoBku no3bl (Tabmuna 3). Kpome Toro, eciu CHHXXEHHYIO IO3Y
BBOJIUJIM B TE€UEHME YEThIpEX HEAENb NOAPAN, M B TEUEHHE HTOrO IMEepUoNia BCE CIEAYIOLINE
3HAYEHUs TPEX JIMHUI COXPAHINCh Oe3 MepesuBaHus, 103y JOMOIHUTEIbHO CHI)KAIN HA OUH
YPOBEHb COIIACHO TabiHLe KOppeKTHPoBKH 1036l (Tabnuma 3).

Kpowme Toro, npu 103e 5 MKI/KT, €Clii Ty K€ 103y BBOAMJIM B TEUEHHE YEThIPEX HEIeNb
noapsia win 6ojee, U B TEYSHHE YTOTO MEPUOA BCE CIEAVIOIINE 3HAYCHUS TPEX JIMHUH ObLIH
yIOBJIETBOPUTEIbHBIMHU B TEUEHUE YETHIPEX HEAeb 0e3 nepenuBanusi, POMUILIOCTUM OTMEHSLITH.

OnHako B TeYeHHE MEpUOIa MPOJUICHUS, €CIIM Bpad CYHUTA, YTO CIENYIOIIUE 3HAYCHUS
TpeX JHHUH HE MOTYT OBITh COXPAaHEHBl M3-32 YMEHBIIEHHs JO3bl WJIH MPEKPAIIEHHs MPUEMa,
pa3peranoch OTJIOKUTh CHUKEHHE J103bl WIIH TIPEKpaleHre pueMa.

- KomiuectBo TpoMGoLmToB: >50x10%/n

- 'emorno6un:>10,0 r/nn

- Heitrpodun kom: >1x10%/n

[0067]

3) Kpurepun moBTOPHOTO MOBBILIEHHS O3Bl U BO30OHOBJICHNSI BBEICHUS

ITpu cHMKEHNU TO3BI, €CIIH KOJMYECTBO TPOMOOLIMTOB, FeMOTJIO0NHA MITH HEUTPO(PUIOB
CHIDKQJIOCH 10 CIEAYIOLIUX 3HAUEHWH, CHIKEHUE NMPEeKpaIlajf U 103y YBEJWYHUBAJIH HAa OJUH
YPOBEHb B COOTBETCTBMU C TaOnmued koppekTtupoBku 103wl (Tadmmua 3). Ilpu npexparmenun
npuemMa, €cld KOJUYECTBO TPOMOOLMTOB, IeMOIIOOMHA WM HEUTPO(PHIOB CHUXKAJIOCH 0
CIIENYIOLINX 3HAYECHUI, BBEIEHHE BO3OOHOBIISUIN B 103€ 5 MKI/KT.

- Kommuectso Tpombouuros: <30x10%/1

- 'emornobun: <9,0 r/mn

- Heitrpoduu kom: <0,5%10%/n

[0068]

4) Kpurepuu noanepskaHust 70361

Bo BpeMsi MOCTENEHHOTrO CHIKEHUS JO3bl, €CIM WHANBHIAYYM HE COOTBETCTBYET
KPUTEPHSIM CHIDKEHUSI WJTH MMOBTOPHOTO TOBBIMIEHHSI T03bI, 103y MOAAEPKUBAIH CTAaOMIIBHOH, U
NPOZIOJIKAIIN BBEICHUE.

[0069]

Kpurepun oTBera o Tpem JUHHUSIM

TpomOouuTapHBIN OTBET: KOT/IA BBITIOJIHAETCS JTI000€ U3 CIEAYIOLIETO:

- KOJHMYECTBO TPOMGOLMTOB yBemmumiochk Ha 20x10°/m wmm Gonee MO CPaBHEHHIO C
UCXOJTHBIM YPOBHEM,

- KOJIMYECTBO TPOMOOIMTOB cocTaBisieT 10x 10°/n umi Gonblue, u yBenuuuiock Ha 100%
wu 6onee ot 0a30BOrO YPOBHH,

- TepenuBaHHE TPOMOOLMTOB HE MPOBOAWJIOCH B TEYEHHE 8 HEHeNnb MOApSIA VY

MHUBUAYYMOB, KOTOPBIE MOJTyYajH IepeluBaHie TPOMOOLIUTOB B KAUE€CTBE MPEABAPUTENBHOTO
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JieueHus 3a 8 HeJenb 0 EPBOro BBEIEHUS.

[0070]

OpUTPOLUTAPHBIN OTBET: KOTTIA BBIMOJHIETCS JII000€ U3 CIEAYIOIIErO:

- comepykaHHMe reMoryiodnHa yeenuumioch Ha 1,5 r/mn umu Oonee Oe3 mepenuBaHus
SPUTPOLUTOB Y HHAUBUAYYMOB C HCXOJIHBIM YPOBHEM remorsioduHa Mmexee 9,0 r/mn

- o0beM mnepenuBaHUS KyMyJSATHBHO yMeHbuimiics Ha 800 mu wiam Gonee B TeueHue 8
Hellesb MOAPSAA Y UHIUBUAYYMOB, KOTOpBIE MOJNy4Yad NepeuBaHUe 3PUTPOLIUTOB B KaueCTBE
MPEIBAPUTENBHOTO JISYeHUs 3a 8 HeJleNb IO ePBOro BBEIECHUS.

[0071]

HetiTpodunbHblii OTBET: KOTIa yIOBJIETBOPEHO JIFOO0E U3 CIIENYIOIIErO:

- Y UHIMBUAYYMOB C HCXOIHBIM KOJHYECTBOM HEUTPOPUIOB MeHee 0,5x10%/n
KOJIMYECTBO HEHTpOoUiIoB yBenmuumiock Ha 100% uiu Goiee OT UCXOAHOTO YPOBHSI,

-y HHAMBHAYYMOB C 0a30BbIM ypOBHeM Heiitpodmio Menee 1x10°/m kommuecTso
HelTpoduIoB yBemmumIoch Ha 0,5%10°/1 wm Gonee 10 CPABHEHHIO ¢ HCXOXHBIM YPOBHEM.

JlocTukeHue OTBeTa MO TPEeM JIMHUSIM WJIM MOJIOKUTEIbHOIO OTBETA MO TPEM JIMHUSM
ONPENeNsAOT KaK JOCTHKEHHE TPOMOOLIUTAPHOIO OTBETA, JSPHUTPOLUTAPHOIO OTBETA M
HEUTPO(PUIBHOTO OTBETA BMECTE B3STBIX.

[0072]

HesaBucumocTh OT nepennBaHus

ITepuon Ge3 mepenuBaHUS TPOMOOLIMTOB MJIM SPUTPOLMTOB B TEUEHHE, MO MEHbLIEH
Mepe, BOCEMb HeZleb MOAPA] NOCTUraeTcsl y UHAUBUAYYMOB, KOTOpbIE MOJdy4alu NepeauBaHue
TPOMOOIIUTOB HJIM TEpENUBaHHE 3PUTPOLUTOB B Ka4deCTBE NPEABAPUTENBHOIO JICUEHHs 32
BOCEMb HeJIeNb A0 BBeAeHUs Pomumioctuma.

[0073]

Pesynbrarsl

Pesynbratel Ph2/3 uccnenoBanusi mokasanbl B Tabnuue 4 u Ha gurypax 1-3 BMmecte ¢
pesyabsratamu Ph2 uccnenoBanus us npumepa 1.

[0074]

[Tabmuma 4]

Jlonst MHIMBUAYYMOB, TMOKA3bIBAKOIINX OTBET MO TpeM JjuHusM B Ph2 (rpymma c¢ 10

MKI/KT) ¥ Bce ciiy4dan B Ph2/3

Henensa 27 Henens 53
Ph2 (rpyrma ¢ 10 mxr/kr) | 0% (0/10 nHAMBHAYYMOB) 10,0% (1/10 nHOAUBUIYYMOB)
Ph2/3 25,8% (8/31 nHOUBUAYYMOB) 38,7% (12/31 uHIUBUAYYMOB)

[0075]
Honst cyOBEKTOB, MOKA3BIBAIOLINX IeMATOJIOTHYEeCKHi OTBET (MO0 TPOMOOLMTapHBIN
OTBET, JHOO 3PUTPOLUTAPHBIA OTBET, JUOO HEUTPOWIbHBIA OTBET) K Hexene 27, B LEIOM

cocraBuia 83,9%. U3 pe3yapTaToB HACTOSIIErO MCCIEAOBAHUS CTAJIO SICHO, YTO 3HAUUTEbHBIN
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reMaTOJOrMYeCKH  OTBeT  (TPOMOOLIMTApHBIA  OTBET, OPUTPOLMTAPHBI OTBET W/HIK
HEUTPO(QUIBHBIM OTBET) MOXKET OBbITh MOJYYEH MyTEM Hadaja IOAKOXKHOIO €KEHENENbHOTO
BBeneHuss Pomuruioctuma B no3e 10 Mkr/kr manmeHtamM ¢ AA, KOTOpble YCTOHYMBBI K
UMMYHOCYTIpeCCUBHOM Teparnuy, Bkmoudass ATG, uiau teM, KoMy UMMYHOCYTIPECCUBHAS TEPAITHs
He TOKa3aHa, a 3aTeM KOPPEeKTHPOBKH N103bl PoMuruioctuma npu HeoOXxomumoctu ot 5 mo 20
MKI/KT, ¢ TPOMOOIIUTAPHBIM OTBETOM U KOJINYECTBOM TPOMOOLUTOB U MOOOYHbIMHU 3 exTamu B
Ka4eCTBE MHIUKATOPOB.

[0076]

OO6cyxnenue

B Ph2/3 uccnenoBanus mar yBeanmueHust 103bl Ooblie (OT S MKI/KT IPOTHUB 3 10 4 MKT
KI), a MEpPHOA HadajJbHOH (PUKCHPOBAHHOW MO3bI KOpoue (4 Hemenu NpOTHB 8 HEHeNb) IO
cpaBenuto ¢ Ph2 wuccnenosanusi. Kpome Toro, mepuoa A0 MakCUMaibHOH 103kl 20 MKI/KT
TaK’Ke KOPOTKHUH (IT0 MEHbIIEH Mepe, NeBATh HeNlesb IPOTHB CEMHAILIATH HENETIh).

[0077]

Jlonsl MaLMEeHTOB C TOJOXKUTENbHBIM OTBETOM IO TPeM JIMHUSM Obuta Beimie B Ph2/3
uccnenoBanus (Bcero 31 wmHAMBHAYYM), 4eM y 10 MHAMBHIYYMOB TPYIIIbL, HAYMHAKOLIEH C
HavanbHOM 1036l 10 Mkr/kr B Ph2 mccnenoBanus (CM. najee B HACTOSIIEM JOKYMEHTE TaKKe
obo3Hayaemoii kak Ph2 (rpymma ¢ 10 mkr/kr)) kak k Hemene 27, Tak u k Hemene 53. Jlons
JOTIOJIHUTENIPHO yBenuuuiuacek C¢ Heaenu 27 no Hexmenu S53. Cyuraercs, 4YTO pasHULA B
s dexTuBHOCTH NekapcTBeHHOro cpencrtBa Mmexkny Ph2 u Ph2/3 ocHoBana Ha paznmuuuu B
NPONOJDKUTEIBHOCTH Tepuoaa (PUKCUPOBAHHONW J03bI M CIOCOOE KOPPEKTHPOBKH O3B
BoisiBieHo, uTo mposBisercs cuibHasg 5((PEeKTHMBHOCTb JIEKAPCTBEHHOIO CpPEACTBAa IO
CPaBHEHHIO C W3BECTHBIMH CHOCOOaMHU BBeAEHUS, U 4YTO 3()()EeKTUBHOCTH JIEKAPCTBEHHOIO
CPEACTBa COXPAHSETCs Jake Yepe3 OAMH TOJ MPH YBEIMYSHUHU HaYaJIbHOU 03kl ¢ 10 MKI/KT 10
20 MKI/KT 32 KOPOTKUH MEpUoJ BpeMEHHU coriacHo criocoOy BeexeHust B Ph2/3 nccnenoBanus.
Kpome Ttoro, nmaxke mocie Hemenu 17, xorma no3y MOKHO ObUio yBenu4yuTh 10 20 MKI/KT B
rpymme Ph2 (10 mMkr/kr), pasHuiy B 3¢ (peKTHBHOCTH JIEKAPCTBEHHOTO CPeCcTBa ¢ rpymnmoi Ph2/3
HaOmonamu nonroe BpeMsi. [Ipu paccMOTpEeHHUN U3MEHEHHUS! TPOMOOLIMTOB, YPOBHSI TeMOTJIOONHA
U ypoBHs HeHTpodmios ot ¢urypsl 1 no ¢purypst 3 rpynna Ph2/3 Oeuna Beiue, yem rpynma Ph2
(10 Mkr/kr) HempepbIBHO 10 Hexenu 53 ans modoro xojguuectBa TpombOouutoB (purypa 1),
ypoBHsi remoryioonna (purypa 2) u konudectsa HeHTpodmios (purypa 3).

[0078]

MOXHO HOOCTHYb MAaKCHUMaJbHOH JO3bI Ha paHHEM »JTare, YCTAaHOBHB IE€PHON
¢ukcupoBannoit no3el (10 MKI/KT) Ha 4 Henmenmu, a 3aTeM CKOPPEKTHPOBAB 103y C INAroM
YBEJNIMYEHUSI 5 MKI/KI/HEEN0 B COOTBETCTBUH C A030i U BBeneHueM n3 Ph2/3 uccnenosanus.
CormacHo »3TOH 1[03¢ H  BBEACGHHUIO, MOMKHO JOCTHTHYTh BBICOKYIO 3(PPEeKTHBHOCTB
JEKapCTBEHHOTO CpencTBa (NOBBIEHHBI YPOBEHb TPOMOOLMTOB, TIe€MOMIOOWHA W/Win
HeliTpodmios), U 3pdexT coxpaHseTcss Aake MOCiae AOCTHKEHHMS MaKCUMaJIbHOW N03bl. B
pe3yabTaTeé MOJKHO OKHAATh MPEBOCXOAHOTO 3(deKTa yNydIIeHns NaXe Y MalUeHTOB C AA,

KOTOPBIC HEBOCIIPUUMYHNBBI K I/IMMYHOCYHpeCCPIBHOfI Tepannuun 1501051 KOTOpPbIM
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UMMYHOCYTIPECCUBHAsI TEPAIus HE MOKa3aHa.

IIpombIieHHas IPUMEHUMOCTD

[0079]

[To HacrosimeMy H300peTeHUI0 BbICOKast 3(PQPEKTUBHOCTH JEKAPCTBEHHOIO CPENCTBA
MOXET OBITh JOCTHIHYTA MPH JICYSHUH arIaCTUUECKOH aHeMMHU C TIOMOIIbI PomurniocTuma; u
MOXeT OBITh MPENOCTABIICHO JeueHue, 3G pekTHBHOE IS MALMEeHTOB C aITACTHYECKO aHeMueH,
JJIS1 KOTOPBIX He OBUT JOCTUTHYT 1OCTATOYHBIN 3()(HEKT OT OOLIEeNPUHATOrO JIEYeHHUs], TAKOTO KaK
MMMYHOCYIIPECCUBHAsI TEPATIUSI.

[0080]

Bce HY6HI/IKaLII/II/I, MaTCHTbI U NMAaTCHTHBIC 3asABKH, HUTUPYEMbIC B HACTOALIECM OIMHMCAHUH,
BKJIFOUCHBI B HaCTOSI]J.II/Iﬁ JAOKYMEHT B KQY€CTBE CCbUIKU B IOJIHOM O6’beMe.

Crucok mocenoBaTeIbHOCTEN B pa3BepHyTOH hopme

SEQ ID No.1: Cnutslii 6eok, aHaIor TPOMOOTO3THHA
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OOPMYJIA U30BPETEHMUSI

1. ®apmaneBTrUeCcKasi KOMIO3ULIMS AJIs JICUCHHS allJJaCTUYECKON aHEMUH, COIep Kalast
PoMuriocTuM B KauecTBE aKTHBHOIO HWHTPEAHMEHTa, rae (hapMareBTHUYECKYI) KOMIO3HUIHIO
BBOJSIT TOJKOXKHO pa3 B Henewro, U rne Pomuroctum BBOIAT B ao3e 10 MKI/KI/Henmeno B
TEYeHHE YeThIpEX HeNeNb C Hauaja BBEIEHHS, U BBOAST B 03¢ Oosiee ueM 10 MKI/Kr/Henmemo u
MaKCUMyM B 7103€ 20 MKI/KI/HE/eN0 OCe HeeH 5.

2. dapMaueBTHUECKAass KOMIIO3ULMS MO M. 1, rie OAMHAKOBYIO A03Y MOAAEPKUBAIOT B
TE€YeHHEe YeThIpeX Helelb Wiu OoJjiee Mociie H3MEeHEHHUs 035

3. ®apmaineBTuueckas kommnosuuus no m. 1, rae Pomumioctum BBOAST B go3e 15
MKI/KI/HECNO OT HEAeNU 5 10 Heneu 8 U BBOAST MaKCUMyM B f03€ 20 MKI/KI/HEIEN0 Moce
Henmenu 9, U rie OQUHAKOBYIO O3y MOANEPKUBAIOT B TEUEHUE YEThIPEX HeHeNb Wi OoJiee mociie
W3MEHEHHS JTO3bL.

4. ®apmaneBThueckas komnozunuss no mn. 1, roe Pomumioctum BBOAST B ao3e 15
MKI/KI/HENENO ¢ Heaeau 5 1o Hexenu 8, BBOAAT o 20 MKI/KI/HEnENo ¢ Heaenn 9 no Hepenu 12,
¥ BBOAST OT 5 10 20 MKI/KI/Henemno nocyie Heaenu 13, u rae OMMHAKOBYIO 03y MOANEPKUBAIOT
B TEUEHHUE YeThIpEX HeIeNb WU 0oJiee Mocie H3MEHEHHS TO3bI.

5. @apmaneBTryeckas Komno3uuus no n. 1, roe Pomunnoctum BBoaAT B 1o3e 15 wnm 20
MKI/KT/HEEIO MOCe HEACNU 5, U Te OIUHAKOBYIO 03y MOIACPKUBAIOT B TEYCHHE YEThIPEX
HEJEJIb WK OOoJiee mOCiie U3MEHEHHUSI TO3bI.

6. @apmaneBTUYECKAss KOMITO3HULIUS 10 JIoboMy u3 mil. ¢ 1 10 4, rie mar MmoBbIIeHUs
1103bI POMHUIUIOCTHMA TTOCJIE HEAEIH 5 COCTABISIET 5 MKI/KT.

7. @apmaneBTHYECKasT KOMIIO3ULIMS AJIs JICUEHHs alljJaCTUYECKON aHEMUHM, COIEp Kalast
PoMumnioctuM B KauecTBE aKTHBHOIO HWHIPEAMEHTa, rae (apMaleBTHUECKYH) KOMIIO3HIIHIO
BBOJAT TMOJKOKHO pa3 B HENEN0, U rae POMMILIOCTHM BBOAST B a03e 10 MKI/KI/Hememo B
TEUEHUE YEeThIpeX HeZeNb C Havaja BBEAEHUS, U LIar MOBBIIEHUs N03bl PoMumioctuma nocie
HEIEJIA 5 COCTABJISIET 5 MKI/KT.

8. dapmareBTUUECKAss KOMITO3ULUS IO M. 7, TI€ OAMHAKOBYIO 103y MOAAEPKUBAIOT B
TE€YEeHHe YeThIpeX Henesb Wiu OoJjiee Mocie H3MEHEHUs 035l

ITo noBepenHocTn
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