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OBIHIAA XAPAKTEPUCTHUKA J/IEKAPCTBEHHOLO HIPIEﬂAIPATA]

V Jannbrii JIEKapCTBEHHBIN rpernapar ITOJICYKUT JIOTIOJTHUTEIILHOMY MOHHUTOPHUHTY.
DTO MO3BOJHUT OBICTPO BBISBUTH HOBYIO HH(pOpMAIMIO o Oe3omacHOCTH. Mbl oOpammaeMcs K
CIICIUAINCTAM CHUCTEMBI 3JIPABOOXPAaHEHHS C MPOCHOOH co00maTh O JIOOBIX IOJA03PEBAEMBIX
HEeXKEIIATeIbHBIX peakiusix. [Lopsaok cooOeH s O HeXKeNATEIbHBIX PEaKIUIX MPEJICTABICH B pa3Jiene
4.8.

1. HAUMEHOBAHMUME JIEKAPCTBEHHOI'O IIPEITAPATA

Kumpas, 1,2 x 10° — 6,0 x 10® knetok, aucnepcus mis nady3Hit.

2. KAUECTBEHHBIN U KOJIMYECTBEHHBIN COCTAB
2.1. O01mee onucanme

Tucarensexiieniniesl — 3T0 mIpemnapar il ayTOJOTMYHOM, MMMYHOKJIETOYHOM NPOTHUBOOIYXOJIEBOU
Tepamnuu, BKJIIOYAIOIICH MepenporpaMMUpOBaHue COOCTBEHHBIX T-TMMGOLMTOB MalueHTa ¢
HCIOJIb30BAHUEM TPAHCI€HA, KOAMPYIOIIEro XuMepHbl aHTureHsblil penentop (CAR), ¢ wenbto
OoOHapyXeHHs W DSIUMHUHAIMKM KIEeToK, 3kcmpeccupyromux CD19. CAR-penentop cocTouT u3
¢parMeHTa MBIIIMHOTO OJHOIIECTIOUEYHOr0 aHTHTeNa, pacno3Haromero CDI19, koropelii ciuT ¢
BHYTPUKIIETOUYHBIMH CUTHANIbHBIMH JJoMeHaMmu u3 4-1BB (CD137) u CD3 zeta.

2.2. KayecTBeHHBIN U KOJNYECTBEHHBIN COCTAB

JlelicTByolIee BELIECTBO: THCAT€HIIEKIICHIIe.

Kaxnpiii nHQy3uOHHBIM Melok u3 sTuiaeHBuHMIanerata (OBA) c¢ mpenaparom Kumpas comepxut
JMCTIEPCHUIO KIIETOK THCareHeKIenena B crieu(puuHoOM 17151 Cepuu KOHIIEHTPALIUH, IPUYEM ITH KIETKU
MPEJICTaBISIIOT CcO0OM ayTosornuHble T-TUMQOIUTHI, TEHETUYECKHM MOAM(PUIMPOBAHHBIE TAaKUM
00pa3oM, 4ToObI KCIIpeccHpoBaTh XUMEpHbII aHTUreHHbIH perentop k CD19 (CAR-nonoxuTensHble
xKu3HecnocoOHbie T-mumbonuTsl) (cM. pazaen 4.2).

Konnenrpanuss CAR-M0NT0XKUTENBHBIX JKU3HECHOCOOHBIX T-ITMM(OLUTOB 3aBUCUT OT IOKa3aHUs U
Macchl Tella nanuenTa (B cinydae B-knetounoro octporo numdoobiactaoro jeitkosza [OJII]).
KieTouHplil cOcTaB M KOHEYHOE YHCIO KJIETOK B PAa3HBIX CEPHSX, MPEIHA3HAYECHHBIX I Pa3HBIX
NanueHToB, panuyatorcs. [lomumo T-numdonnTos, B npenapare MOryT Takke npucyTcTBoBath NK-
mumdorutel. KonmuecTBeHHble TaHHbIE, Kacaronecs ynucia CAR-10I0KUTENBHBIX )KU3HECTIOCOOHBIX
T-nmuMpoUTOB B OAHOM MWUIMJIMTPE M OOILEro 4ucia KJIETOK B Ipenapare, NPUBOAITCS B
JOKYMEHTAIMH JIJIsl CEpUH, CONTPOBOXKAaroLel npenapar Kumpast.

| win Heckonbko MH(Y3MOHHBIX MELIKOB, B KOTOphIX comepxkurcs 1,2 x 10° — 6,0 x 10% CAR-
MOJIOKUTETBHBIX KU3HECTTOCOOHBIX T-TMM(OIUTOB.

BemecTBa, HATM4Ire KOTOPBIX HA/IO YUYUTHIBATH B COCTABE JICKAPCTBCHHOTO MperapaTa: HaTpHid, KaJlui,
nexctpan 40 u qumetuicynbdpokcua (IAMCO) (cm. pazaen 4.4).

IlonupI1it NEPpCUCHb BCIIOMOTaTCIIbHLIX BCIICCTB IPUBCACH B pa3JCiic 6.1.
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3. JEKAPCTBEHHASI ®OPMA (NOCNEOOBATENBHOCTE 0021)

L

Hucnepcus aist uHQy3uil.
Jlucriepcust KIETOK OT OECIIBETHOTO JI0 CJIETKA JKEJITOTO IBETA.

4. KIMHUYECKUE JAHHBIE
4.1. Iloxa3aHusi K NPUMEHEHUI0

[Ipenapar Kumpast nokasan 11 JJeUeHUs:

e [JanenToB B BO3pacte 10 25 JIET BKJIIOYUTEIHHO ¢ B-KiIeTOYHBIM OCTPBIM JTUMQOOIACTHBIM
neiikozom (OJIJI) pedpakTepHOTO TeUeHUS, ¢ BO3HUKIIUM PEIUIMBOM TOCIIEC TPAHCIUIAHTAINH
1100 CO BTOPHIM WJIH 0O0JIee TIO3THUM PEIUAIHBOM.

e B3pocinbix HalMEHTOB C  peuuAMBHpYOLled wim  pedpakrepHoil  auddysHoir  B-
KkpynHoksierouHoi mumdpomoit (JABKKJI) nocne aByx u Oonee MMHUIM CUCTEMHON TEpaIUu.

e B3pocnbiX ManMeHTOB C PEUUAMBUPYIOUICH WM pepakTepHON (POILTHUKYIAPHON TUMPOMON
(®JI) mocne aAByx win OoJee TUHUN CHCTEMHOM TeparuH.

4.2. Pesxum 103MpOBaHus U cNIOCO0 MPUMEHEeHUs!

Jleuenue npenaparom Kumpas ciieqyer npoBOAUTH TOJIBKO MO HAOIIOIEHUEM Bpaya, UMEIOIIErO OMbIT
JICYCHUsST TeMOOJIACTO30B M TIPOIICIIICr0 OO0y4YeHHE IMpoleaype MHPY3UH mnpenapara. MeIuimHCKoe
yupexaeHue, npoBojsiiee WHQPY3UU, AODKHO OBITh OOECredyeHO KaKk MHHHMYM OJHOM J030H
TOIMIN3yMaba Ha KaXJIOTO TMalMeHTa [JI HWCIOJIb30BAaHUS B Cllydae BO3HUKHOBEHHUS CHHJIpPOMA
BBICBOOOXK/ICHUSI ITUTOKMHOB, W OBITh OCHALICHHBIM I OKa3aHWUsS PEAaHMMAIlMOHHOW ITOMOIITH.
MenuiHckoe y4pexaeHue, Tae NpuMeHsercs mpernapaT Kumpas, DOKHO HMETh BO3MOXKHOCTH
OBICTPOTO MOTyUYeHHS (B T€UEHHE § YacOB) MOMOIHUTENBHBIX 03 TOIMIU3yMa0a.

N3rorosnenue u Boimyck npenapara Kumpast 00bI9HO 3aHUMaeT oT 3 10 4 HeJenb.
[Tpenapat Kumpas npeaHazHadyeH TOJIBKO I ayTOJIOTMYHOTO MpUMEHeHus (cM. paszen 4.4).

PexxuM n03upoBaHus

[Ipemapat Kumpast moctasmisieTcs B BUJi€ OJJHOM T03bI, PACCYMTAHHON Ha OHOKPATHOE BBEJICHUE.
Jlo3za ona nayuenmos 6 éozpacme 0o 25 nem ¢ B-knemounwvim OJIJI:
e Jlna mammeHToB ¢ Maccoil Tema 50 kr m Hmke: or 0,2 o 5,0x10° CAR-OTOXHTENBHBIX
KHU3HECTOCOOHBIX T-TMMQOIUTOB /KT MacChI TeNa.

e Jlma manmeHTOB ¢ Maccoi Tema Beime 50 kr: ot 0,1 1o 2,5x108 CAR-1OJI0KHTETBHBIX
KU3HECTIOCOOHBIX T-MM@onuToB (0€3 yueTa Macchl Teja).

o3za ona e3pocavix nayuenmog ¢ 18 nem no noxazaruio [JBKKJI u @JI:
e o1 0,6 10 6,0x10° CAR-NOJIOKUTENIBHBIX KU3HECTOCOOHBIX T-TuMdOIHUTOB (6e3 yueTa Macchl
Tema).

KoHIuoHrpoBaHKe Iepe)1 MPOBSACHUEM Tepaliu ( J'II/IMd)O,E[CHJIeTI/IDVIOH_[aH XI/IMI/IOTCDaHI/Iﬂ)

Jlo Hauvana JaUMQOJEIUIETUPYIONMIEH XUMHUOTEpANu CilelyeT MOATBEPAUTH JOCTYNHOCTH IpernapaTa
Kumpas.

WNndyszuro npenapata Kumpas npu npumeHeHun no mnokazanuio B-xnerounsrit OJUJI u JIBKKJI
2
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pEKOMEHyeTCs MNpOBOAUTH uepe3 2-14 nHe
xumuoTepanuu. [lpu npuMeHeHNU 1o MOKa3aHUIo ¢
yepes 2-6 aHeH mocie 3aBepiieHus TUMGOACTUICTUPYIONIEH XUMHOTEPaIiy.

JlumdoaenneTupyronas XUMHOTEpAlsi MOXET HE BBINMOJHATHCS, €CIM Yy MalieHTa HaliromaeTcs
3HAYHUTENbHAS IIUTOTICHUS, HAIPUMEP, YHUCIIO JICHKOIMTOB B TEUECHHE OJHOW Henenu nepea nHpy3uen
cocraBmsier <1000 kmetoxk/mMxyi. Ecnm  BpeMeHHOH  HMHTEpBal  MEXAy  3aBEpLICHHEM
muMQoaeTIeTUPYIOLIel XuMUoTepanuu U nHpy3uei npenapara Kumpas cocrapnser meHee 4 Hellenb, a
quCIo JIeHKouToB coctaBisier > 1000 kiIeTok/MKiI, TO Tepes MpoBeAcHHEeM WH(QY3uu MpemapaTa
KuMmpast manueHry cieayer CHoBa MPOBECTH JTUMQOICTLICTUPYIONYI0 XHMMUAOTEPAIIHIO.

B-xnemounwvin OJIJ1

Pexomenpyercs cienyroimas cxema TuMOoIeIUIETUPYIOIIeH XUMHOTEPAIIUH:

e ®nynapabun (30 Mr/mM?> BHYTPUBEHHO KaXIbIi JeHb B TedeHHe 4 MHeH) u ruKiodochaMu
(500 MT/M? BHYTPUBEHHO KaXK/Iblil JI€Hb B TEUYEHHE 2 JHEH, HauuMHas C NEpPBOM /103bl
baynapabuna).

Ecnu panee Ha ¢oHe nmpumMeHeHus mukiIodocdamuia y manpeHTa BO3HUKAI TeMOPPAarn4ecKuil IUCTHT
creienn 4 muO0 OblTa OTMEYeHa pePpakTepHOCTh K XUMHOTEpanmuu ¢ nukiIodochamMuaom,
NPUMEHSBIICHCS 32 KOPOTKOE BpeMsl 10 TUM(OIeIUIeTUPYIOIIEH XUMHOTEPAINH, CIIEAYET UCTIONIb30BATh
CIIEIYIOIIYIO CXEMY:

e Ilurapa6un (500 Mr/mM> BHYTPUBEHHO Kay/Iblii IcHb B TeueHue 2 aHeit) u arono3un (150 mr/m?
BHYTPUBEHHO Ka)K/bli JIeHb B TeUE€HUE 3 HEH, HaUMHAas C NEePBOM J103bl UTapaOuHa).

HABKKJI u @JI

PeKOMeHHyeTCH cJIeayromas cxema J'II/IM(I)OILCHJICTI/Ipy}OH_Ieﬁ XUMHUOTCPAIINH:

o Onynapabusn (25 Mr/M> BHYTPUBEHHO KaX/bIil IeHb B TeueHue 3 AHei) u nukinopochamua
(250 Mr/M?> BHYTpHBEHHO KaKIblii [1eHb B TeueHHe 3 JHEH, HauMHAs ¢ IEpBOM J03bI
¢nynapaOuna).

Ecnu panee Ha done npumenenus mukiodochaMuia y manueHTa BOSHUKAI TeMOpParuiyecKuil IUCTUT
crennenn 4 ubOo OblJa OTMeuYeHa pePpakTepHOCTh K XUMHOTEpanmuu ¢ LuKIodochamMuiom,
MIPUMEHSBIICHCS 32 KOPOTKOE BpeMsI 10 IMM(POICTUIETHPYIOIIEH XUMHUOTEPAITHH, CIIETyET UCIOIB30BATh
CIICAYIOLIYIO CXEMY:

e bBengamycrun (90 Mr/M> BHyTPUBEHHO KaK/blil IeHb B TeueHue 2 JHeil).

IIpemenukanus

JUis MUHUMH3aIMM HOTEHIMAJIbHBIX OCTPhIX HMH(Y3MOHHBIX peakIUil pPEKOMEHJIyeTcs NMPOBOAMUTH
MIpEMEIMKALMIO TallMEHTOB aleTaMUHO(EHOM/TIapaleTaMoyioM U Iu(EeHrHIpaMuHOM JHO0O0 JIPYyrum
6nmokaropom H1-rucramuuoBbIx perientopos 3a 30-60 MuHYT 10 Havana uHQy3un npenapara Kumpasi.
[IpodunakTryeckoro MpUMEHEHUs CUCTEMHBIX TJIIOKOKOPTHUKOCTEPOUIOB CIEAyeT M30erarh, Tak Kak
OHHU MOTYT BJIUSITh Ha aKTUBHOCTH npenapara Kumpas (cM. pazaen 4.4).

Knuangeckast OIICHKA 1nepca MpOBEACHUCM I/IHd)VSI/II/I

Y HEKOTOPBIX MAIMEHTOB ¢ ()aKTOpPaMU PUCKA, CBI3aHHBIMU C O€30MAaCHOCTHIO TIPUMEHEHUS IIpernapara
Kumpast, uadysuto cneayer oTIoxkuTh (cM. pazaen 4.4).

MOHHUTOPHUHT IIOCIIE I/IHd)VSI/II/I

* B reuenue nepBoix 10 qHel mocie nHGY3UHM TAIMEHTOB CIEAYET €KEeTHEBHO HAOII0IaTh HA MPEIMET
3
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IPU3HAKOB U CHMITOMOB CHHAPOMa BBICBOOOXKICHUS LMTOKAHOB!|HEBPONOI MHECKIX HaPYILUeHMI ) 1
OpYruX BUJOB TOKcHYHOCTH. Ilpu mosBien \
BBICBOOOXK/ICHUS! IUTOKMHOB U (MJIM) HEBPOJIOTUYECKUX HApYIIEHUI B TeueHue nepBbix 10 qHeit mocne
nH(Y3UU Bpad JODKEH PACCMOTPETh BOTPOC O TOCITUTAIN3AIINY.

* [To npomectBuu nepbix 10 qHei nocne nHdy3un manuenTa cieayeT HabI1aTh, KaK COUYTET HYKHBIM
Bpad.

» [lanmeHTOB crenyeT NpeaynpexaaTh O HEOOXOAMMOCTH HAXOXKICHUS B Mpeenax 2-4acoBO
JOCTYITHOCTH OT MEIULMHCKOTO YUYPEXKJICHHUs, TJIe MPOBOJMIACH Tepallusl, B TCUCHUE KaK MUHUMYM 4
HeJenb ociie nHpy3uu.

Oco0ble rpynibl MalueHToB

Ilayuenmul ¢ noueunol Uy ne4eHOYHOU HedOCMamoOyYHOCMbIO

[Tockonbky npenapar Kumpas siBiisseTcs BApUAHTOM KJIETOYHOM TE€pAIMH, €r0 BBIBEICHUE YEPE3 NTOUKHU
WM METa0O0JIM3M B MEUEHU HE OXKUAACTCA. Y MAIMEHTOB C HApYHICHUSAMH (DYHKIIUU [TOYEK WM MEYeHU
HCCJICIOBAHUI HE MPOBOJUIIN.

Ilayuenmui, ceponosumusHvle no eupycy ecenamuma B (BI'B), supycy eenamuma C (BI'C) unu eupycy
ummyHnooeguyuma wenosexa (BUY)

OmnbIT M3rotoBiieHus npenapata Kumpas 1 nauyeHToB JaHHOW KaTeropuu OTCyTCTBYyeT. MaTtepuan
neiikadepesa OT TaKWX MAMEHTOB HE OyIeT MPUHSAT JJIsl IPOU3BOCTBA npemnapata Kumpas. [lepex rem
KaK OCYIIECTBIIATH COOP KIETOK Ui U3TOTOBJICHUS IIperapara, He0OX0AUMO MPOBECTU CKPUHUHT-TECThI
Ha BI'B, BI'C u BUY B coOTBETCTBUU C KIMHUYECKUMU PYKOBOJACTBAMHU.

Axmuenuwiii netiko3 unu aumgoma yenmpanwvHot nepsHotl cucmemslt (L{HC)
OneiT npuMeHeHus npenapara Kumpas y naHHOW kareropuu orpaHudeH. lloatomy cooTHouieHue
TM0JIb3a/PUCK B CiIyyae MpuMeHeHus npenapara Kumpas He ycTaHOBIEHO.

Conymcmeyrowue 3abonresanus

[TanenTs! ¢ HapyeHusMu co croponsl LIHC unu ¢ HapymeHrneM QpyHKIUN OYEK, eUeHH, JIETKUX WIH
cepAla B KIMHUYECKUX MCCIIEJOBAHUSAX HE YUaCTBOBAIH. Y JaHHOW KaTeTOPUH MAlMEHTOB BO3pacTaia
BEPOSITHOCTh BO3HUKHOBEHHS HEKEJATENIbHBIX peakiHi, XapakTepHbIX s mnpenapata Kumpas,
o3ToMy TpeOyeTcst 0cOOeHHOE Ha0III0IEHUE.

Tayuenmui nodcunozo eo3pacma (65 nem u cmapuie)

B-knemounvii OJIJ1

OnelT npuMeHeHUs Ipenapara y TIAalMEHTOB JaHHOW KaTErOpUMM C PELMIAMBHUPYIOIIMM WA
pedpaxrepubiM B-knerounsim OJIJI orpanuuen. bezonacnocts u 3¢ dexruBHOCTS Npenapara Kumpas
HE YCTAHOBJICHBI.

HABKKJI u @JI

Koppexiust 10361 penapara y JaHHOM KaTeropuu MalueHToB He TpeOyeTcs.

CTHU

B-xnemounwvit OJIJ1
Ha manHbIii MOMEHT UMEETCSl OTPAaHUYECHHBIN ONBIT IPUMEHEHUS npenapaTta Kumpas y nereit mitaaiie 3

net. Vimeromuecs Ha JaHHBI MOMEHT JaHHbIE JJIsl JAHHOW TPYMITBl MAIlMeHTOB OMKCAHbI B paszaene 4.8
ns.1.

JBKKJI
bezonacHocth n 3 dexTuBHOCTD TIpenapara Kumpas y aeteit u moapocTkoB B Bo3pacte 10 18 jeT Ha
JAHHBIII MOMEHT HE yCTaHOBJIEHBI. JloCTynHbIE Ha JaHHBIM MOMEHT JIaHHbIE OMHUCaHbI B pazaene 5.1,
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OJIHAKO HMKAKHE PEKOMEHJIAIINH OTHOCHTENIBHO TIPHMEHEHHUS (¥ (AAHH DI | TP MTALHERTOBLHE (MOTY T

OBITb JAHBI.

DJl
bezonacHocTh U 3¢ dexkTuBHOCTD NpemnapaTa Kumpas y aereil u moapocTkoB B Bo3pacte 10 18 yer Ha
JaHHBI MOMEHT HE YCTAaHOBJICHBI. [laHHBIC OTCYTCTBYIOT.

Cnoco0 mpuMeHeHus

[Ipenapat Kumpas npennasHaueH TOJIbKO 7151 BHYTPUBEHHOTO BBE/ICHUSI.

Mepwi npedocmopodxcnocmu, npuHumaemvle nepeo npumeHneHuem npenapama Kumpas unu npu
obpawenuu ¢ HUM

[Mpemapar Kumpasi comepXUT Te€HETHYECKH MOAU(PUIIMPOBAHHBIC YEIIOBEYCCKUE KIIETKH KpPOBH.
[TosTOMy MEAMIIMHCKHE CIIEIHAUCTBI, padoTaronipe ¢ mpernaparoM Kumpas, TODKHBI TPUHUMATH
HaJJIeXkKAIEe MEPhI TPEIOCTOPOKHOCTH (HampuMep, paboTaTh B OUKAX U NEpUYaTKax), YT00bI H30exkKaTh
MOTEHIMAJIBLHON TNepenaud MH(EKIMOHHBIX 3a00JIeBaHMid, KaK MpH padoTe ¢ JIOOBIMU MaTepUaIaMu
YeJI0BEYECKOTO TIPOUCXOKICHUSI.

Iloocomoska xk unghyzuu

Lloomeeporcoenue nuunocmu nayuenma

[lepen Tem kak mpoBoauTh MHGY3UI0 Tpenapata Kumpas, cneayer yOenuThCs B TOM, YTO IMAIIUEHT,
KOTOPOMY TPOBOAMTCS WH(Y3UsS, COOTBETCTBYET MACHTU(UKATOPY IMAllMeHTa Ha MH(Y3UOHHOM(-BIX)
Menike(-ax) ¢ nmpenaparoM Kumpas.

Ocmomp u pazmopasicusarue uH@dy3uonno2o(-vix) mewka(-xos)
PasmopakuBate npenapatr Kumpas cieayeT ¢ yueToM BpeMeHHU, Ha3HAU€HHOTO Ui HHPY3UU. YKa3aHus
110 OCMOTPY U pa3MOPaXMBAHUIO MH(PY3MOHHOTO MEIIKa IPUBEICHBI B paszene 6.6.

Bpewmst Hauana uHdy3uM cieqyeT onpeAesauTh 3apaHee, a BpeMs Havaja pa3MOpakuBaHUs 110100paTh
TakuM oOpa3om, uToObl npenapat Kumpast Obl1 roToB sl MHQY3UHM K TOMY MOMEHTY, Korjaa Oyner
MIOATOTOBJIEH PELUIINEHT.

[Tocne pasmopaxuBanus npenapara Kumpas u qoBeneHus ero 10 KoMHaTHOU temmeparypsl (20-25°C)
ero cienyer BBeCTH HalMeHTy 30-MuUHyTHON MH(QY3uel (YUUTbIBask BO3MOXKHBIE MEPEPBIBBI B XOJ€
nH(py3un), ¢ TeM 4TOObI 00ECEeUNTh MAKCUMAJIbHYIO )KM3HECTIOCOOHOCTh KJIETOK, BXOJSIIUX B COCTaB
npernapara.

Ecnu nns oxnolt mHpy3un ObUTO mosydyeHO Oosee 0JHOro MH(GY3MOHHOTO MENIKa, BTOPOH MENIOK
CIIELYET PA3MOPO3HTH JIMIIb TOCJIE YCIENHOTO 3aBEPIIEHNs MH(Y3UU COIEPKUMOTO MEPBOTO MEIIKA.
Ecnu B Mmemke ¢ mpenapatom Kumpasi oOHapy>KeHbI TOBPEKACHUS HITH yTeUKa, HH(Y3UIO TIPOBOJUTH HE
CIIEyeT, @ MEILIOK CIIeyeT YTHIN3UPOBATh B COOTBETCTBUH C MPOLeAypaMu O100e30MacHOCTH.

Cnocob npumenenus

C npenaparom Kumpas He ciieyeTr npou3BOAUTh HUKaKUX MaHumysinuid. Hampumep, npenapar Kumpast
10 WMHQY3UH HE CIeAyeT MPOMBIBATh (OCAXKIATh W PECyCIIEHIUPOBATH B HOBOW cpeze). [lammeHTy
ClIeTyeT BBECTH BCE COJEPKUMOE MH(PY3HOHHOTO MEIIKA.

[Ipenapar Kumpas cienyeT BBOAWTH BHYTPUBEHHOW HMH(Y3HEH C HCIOIb30BAaHHUEM IILJIAHTOB [T
BHYTPUBEHHOTO BBEICHHUS, HE COJEpXKAIUX JIaTeKc, 0e3 JeHKouuTapHOro (GpuibTpa, IpU CKOPOCTU
okosio 10-20 mur/MUH TIO TEUCTBUEM CHIIBI TSDKECTH. [[71s1 3amonmHeHus miIaHToB mepen nHdys3uen, a
TaKXe JUIS UX MPOMBIBKH IOciie MH(Y3UH cIelyeT UCIOIb30BaTh cTepuibHbIi 0,9% pacTBOp HATpus
xsopupa. [locie BBenenus Bcero oobema npenapata KuMpast HHQY3MOHHBIN MEIIOK U3-1I0J1 ITpernapaTa
Kumpas cnenyer mpomeite 10-30 M 0,9% pacTtBopa HaTpus XJopuia JUlsi MHBEKIUH (oOpaTHOe

5
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3aIl0JIHEHHE), C TEM YTOOBI BBECTH MALUEHTY KaK MOpKHO OONBIEIKIGTOR. IEATE NEHOCTE 002 1)

Ecnu BBomuMBbIi 00beM mpenapara Kumpas cocrasisier < 20 Mil, B Ka4eCTBE aIbTEPHATUBHOTO METOa
BBEJICHUS MOKHO HMCIIOJIb30BaTh CTPYWHOE BHYTPUBEHHOE BBEJCHHUE.

4.3. [IporuBonoOKa3aHust

['Mnep4yBCTBUTENBHOCT, K THCArCHJICKICHIENy WIM K JI00OMY W3 BCIOMOTATENBHBIX BEIIECTB,
nepevyrciIeHubix B pasznene 6.1 (cMm. pazmen 4.4 OcoOble yka3zaHUS U MEpBHI MPEIOCTOPOKHOCTH TPU
npuMeHeHnn). CrenyeT NPUHUMATh BO BHUMAaHHUE IPOTHBONOKA3aHUS K JIMMQOACIUICTHPYIOIIEH
XUMHUOTCpPAIIUH.

4.4. OcoOble yka3zaHusi U MepPbI NPEAOCTOPOKHOCTH NPH MPUMEHEHUN

IIpocnexnBaeMoCThb

Uro06bl 0OecreuuTh MPOCISKUBAEMOCTh MpUMEHeHHs mpernapata Kumpas, uHdopmannoo o HoMepe
CepUH ¥ UMEHH MallieHTa, KOTOPOMY ITPOBOIUIIACH TEpAMUs, CIeyeT XpaHUTh Ha poTskeHun 30 JeT.

AyTOJIOTHYHOE TPUMCHEHUE

[Ipenapar Kumpas npenHa3HadyeH UCKIIFOUUTEIBHO JUIS AyTOJIOTMYHOIO IPUMEHEHUS, U HU IPH KAKUX
YCIIOBUSIX HE JIOJDKEH BBOJIUTHCA IpyruM nanuentam. llpenapar Kumpas He HOIKEH BBOAUTHCS, €CIU
uHpopManus Ha MHQOY3MOHHOM MEUIKE W JOKYMEHTAlMU Ui CEPHH, CONPOBOXKIAIOIICH Iperapar
Kumpas, He COOTBETCTBYET JIUYHOCTH ITALIUEHTA.

IIpuunns! Juisg nepeHoca HHQy3uK Ha 0oJiee O3AHUNA CPOK

B cBs3u ¢ pUCKaMH, CBA3aHHBIMH C IIPUMCHCHUEM IIpCIlapara KI/IMpaﬂ, I/IH(1)y3I/IIO CIIeay€CT OTJIOKHUTD,
€CJIKM y MaiuCHTa UMCIOTCA Kakue-JI100 u3 CIICAYIOUX COCTOSIHUH:

- HEpas3pelIEHHBIE CEPBLE3HBIE HEXKENATENbHBIE PEAaKIMHM HAa MPEIIECTBYIOUIYI0O XHMHUOTEPAIUIO
(0co0eHHO peakuu CO CTOPOHBI JIETKUX, PEAaKIIUU CO CTOPOHBI CEp/Ilia WU apTepuaibHasi THIOTEH3US);
- aKTMBHAas HEKOHTpOJIMpyeMmas MH(DeKIus;

- AaKTUBHas peakius «TpaHcraHTat npotus xo3siuHa» (PTIIX);

- 3HAUUTENIPHOE KJIMHUYECKH 3HAYMMOE YyBEIUYEHHUE JIEHKO3HOW Harpy3ku wWiM OblcTpoe
MIPOrpeccupoBaHre JTUM(POMBI NOCIE TUMPOIEIUIETUPYIOIIENH XUMHOTEPAITUH.

[lepenaya Bo30yauTens nHQEKIIHNA

Hecmotps Ha To, uto Kumpas tectupyercs Ha CTEpPUIBHOCTb M OTCYTCTBHE MHKOIIJIa3MEHHOMN
MHQEKIUH, CYLIECTBYeT PHUCK mepenaun Bo3Oyauteneidl mHdexkuuu. Bpaum, BBOasiue npemnapar
Kumpas, nomkHbl HaOMIOAATh MAlMEHTOB IO TMOBOAY NPHU3HAKOB M CHUMIITOMOB MH(EKIUIl mocie
IpUMEHEHMs IpernapaTta U Ha3HauaTh COOTBETCTBYIOIIEE JIEUEHUE, TPH HEOOXO0AUMOCTH.

,HOHODCTBO KpPOBH, OpraHa, TKaHH WJIN KJICTOK

[TaneHThl, KOTOPHIM ObUIAa MpOBeJeHa Tepamusi npenapatoM Kumpas, He IOMKHBI OBITH JOHOpPaMHU
KpOBH, OPTraHOB, TKAaHEW WJIN KIIETOK.

AKTUBHBIN JIeHiKk03 Win JuMdoMma IeHTpaibHoi HepBHOHU cuctembl (ITHC)

OneiT npuMeHeHns npenapara Knvmpas y nanmeHToB ¢ akTHBHBIM Jedko3oMm [[HC wnm akTuBHOM
mumdonmoii [THC orpanuyeH, mo3ToMy COOTHOILIEHHE IOJIb3a/PUCK B Cllyyae NMPUMEHEHUs IpenapaTa
Kumpas y manmeHToB 3TOM KaTeropuu He yCTaHOBIICHO.
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[Tocne nady3un npemapara Kumpas yacTo BO3HUKAI CHHIPOM BBICBOOOXAeHHS TUTOKHHOB (CBLI),
BKJIIOUAsl SIBJICHUS, MIPEICTABIISIONINE YTPO3Yy Ul KU3HHU WM MPUBOASILIKE K JIETATBHOMY UCXOAY (CM.
paznen 4.8). [loutu Bo Beex ciyuasx CBL Bo3uukan B teuenue 1-10 queit (Menrana BpeMeHH 10 Havasa
— 3 gus) nocne nHdy3uu npenapara Kumpas y neauaTpudeckux U MOJIOJIBIX B3POCIIbIX MAUEHTOB ¢ B-
kinerounbiM OJUJI, B Teyenue 1-9 nueil (mMenmaHa BpeMeHHM 10 Haudana — 3 JAHA) mocie HHPY3UH
npenapara Kumpas y B3pocnsix nanueHToB ¢ JIBKKJI u B Teuenne 1-14 et (Mennana BpeMeHH J0
Havana — 4 n1Hs) mocne nocie uHdy3un npenapara Kumpas y B3pocibix nanuentoB ¢ @JI. Mennana
BpeMeHH A0 paspewenust CBL cocrasisiia 8 gHel y neiMaTpuyecKux U MOJIOJBIX B3POCIIBIX MTAlIUEHTOB
¢ B-kierounsim OJIJI, 7 nueit y B3pocibix nanuentoB ¢ JIBKKII u 4 qus y B3pocibix nanueHtos ¢ OJI.

Cumnromsl CBI MoryT BKJIHOYATh JINXOPAAKY, 03HOO, MUAIITHIO, apTPAITHIO, TOIIHOTY, PBOTY, TUAPEI0,
nradopes, Chilb, aHOPEKCHIO, YTOMIISIEMOCTb, TOJIOBHYIO 0O0Jb, TUIIOTEH3UIO, OJBIIIKY, YYalICHHOE
MOBEPXHOCTHOE JIbIXaHWE, TUIOKCHIO W TaxXWKapAuio. Takxke MOKeT HaOIoIaThCs IUCHYHKIIHS
OpTaHOB, BKJIIOYAs CEPACYHYIO HEAOCTATOUHOCTh, HApYIIeHHE (DYHKIMH ITOYEK U MOPAKEHUE TICUYCHH C
COINyTCTBYIOIIMM TIOBBIIIEHHEM aKTHUBHOCTU acnapTtaramuHoTpancgepassl (ACT), axTUBHOCTH
anannHamMuHoTpanchepassl (AJIT) unu KOHIEHTpanuu oomero ommpyornHa. B HEKOTOpPhIX cirydasx Ha
¢done CBIL] MoryT BO3HHKATh TMCCEMUHUPOBAHHOE BHYTpUCOCyaArCcTOe cBepThiBanue (JIBC-cunapom) c
HU3KHMH KOHILEHTpausiMi (UOPUHOTeHA, CHHIPOM IOBBIIICHHOW MPOHHUIIAEMOCTH KaIMUIIPOB
(CIIIIK), cunapom aktuBaiuu MakpodaroB (CAM) u remodarouutapusiii tumdoructuonutos (I'JIT).
[TaneHTOB ClieAyeT TIIATENBHO HAONIOJATh HA NPEIMET NPU3HAKOB W CUMIITOMOB 3THX SBIICHUH,
BKJIIOYAs TUXOPAJIKY.

®daxTopamu pucka Tskenoro teuenus CBILl y nenguaTtpuyeckux U MOJIOBIX B3pOCIbIX NALIUEHTOB ¢ B-
kieTouHbIM OJIJI SBISIFOTCS BBICOKAs! OIyXO0JIeBasi HArpy3Ka 10 HHPY3UH, HEKOHTPOJIUpyeMas U ObICTPO
YBEIIMYMBAIOIIASICS OITyXOJieBasi Harpys3ka mocie JUMQOICTUICTHPYIOMEH XUMUOTEPAlu, aKTHBHAsS
uHGeKIMs U paHHee Havyao Juxopanku uian CBL nocne undysun npenapara Kumpas. ¥YcranosneHo,
YTO BBICOKAs OIyXoJjeBas Harpy3ka a0 uHpy3uum npenapara Kumpas ssigercs (axTopoMm pucka
pazsutus Tsxesnoro teuenus CBLI y B3pocneix nanuentos ¢ JJBKKJTL.

[lepen mpumenenuem npenapara Kumpas y nmeaparpuueckux M MOJIOJBIX B3pOCIBIX MAaIlMEeHTOB ¢ B-
kjeToyHbIM OJIJI Heo6X0AUMO MPUIIOKUTD YCUIIUS ISl CHUDKEHUS U KOHTPOJIS OITyXO0JIEBOM HAarpy3kH y
JAHHBIX MallUEHTOB.

ITpu Bcex mokazaHMsIX clieayeT 00ecreuuTh HaJUIeKallylo NpOoQMIAKTUKY M JedyeHHe MHGEeKIuil, a
TaK)Ke MOJHOE yCTpaHEeHHE JI0ObIX uMmeromuxcss uHpekuuil. Mudekuun Moryt Takke BO3HHKATh BO
Bpems CBIl 1 MOryT yBeIMUMBaTh PUCK OCJIOKHEHUH C JIETAIBHBIM HCXOJOM.

Jleuenue CBIL], ceéasannozo c npenapamom Kumpas

Jlns cHWXXEHUS pHUCKa BO3HUKHOBEHUS WM JiedeHHs ocioxkHeHuii CBIl (cM. Bblle) maiueHTsl,
npuMeHsonre npemnapat Kumpas, MoryT nmoiy4yarh Tepanuio Ha OCHOBE aHTUTEN K MHTEPJICHKUHY-6
(Hampumep, TOIMMIIM3YMad) BMecTe ¢ WU 0e3 COMyTCTBYIOIIETO MPUMEHEHUS KOPTHKOCTEPOUIOB.
Crparernn neuennss CBL] moryt ObITh BRIOpaHBI Ha OCHOBE MOCJEIHEW PENaKIUU peIeBaHTHBIX
HAI[MOHATFHBIX PEKOMEHIAIUN W/WIH MOAXOASIIUX MECTHBIX MHCTUTYIIHMOHABHBIX / aKaIeMHUYECKUX
pexkomennanuii. [lepen mady3ueit npemapara KuMpasi B MEIUITMHCKOM YUPEXKICHUH JOJKHA UMEThCS
KaKk MHHUMYM OJHAa J03a TOIMJIM3yMa0a Ha TAIlMeHTa B Cllydae HEOOXOAMMOCTH €ro BBEICHUS.
MenuImHCKOEe YYpEeKJICHHE JOJDKHO HMMETh BO3MOYKHOCTh IOJYYEHHS JIOMOJTHUTEIBHBIX 03
Tomn3yMaba B TeueHue 8 dacoB. Ilocrme BBemeHUs TOIMIM3ymMada U KOPTHKOCTEPOHJIOB KIIETKH,
BXOJSIIME€ B THUCArCHJEKJIEHIEN, MPOJOJDKAOT PAa3MHOXKATHCS M MEpCUCTHUpOBaTh. llanueHTOB ¢
KIIMHUYECKH 3HAYUMBIMH HApyIICHUSAMU (QYHKIMH Ceplla CcIeayeT BeCTH, PYKOBOJCTBYSCH
CTaHJIapTaMl HMHTEHCHUBHON Tepamuu; CIEAYEeT PacCMOTPETh HCHOJIb30BAHHE TAKUX METOJO0B, KaK
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sXokapauorpadus. AHTaroHucTsl Gpaxkropa Hekposa jormyxony (@HO) mwrs meven s CBIL; caszanaeno ¢

npenaparoM Kumpas, IpUMEHATh HE PEKOMEHYETCSH: :

HeBponoruueckue HeKeIaTeIbLHBIC PEAKIIUH

Ha ¢done npumenenust npenapara Kumpas MOTYyT BO3HHUKATh HEBPOJIOTUYECKHE HAPYIICHHS (TaKKe
U3BECTHBIE KaK CHHIPOM HEHPOTOKCHYHOCTH, ACCOLMHUPOBAHHON C UMMYHHBIMH 3(QQPEKTOPHBIMU
kietkamu (ICANS)), B wactHOCTH dHIEdANTONATHS, CIIyTAHHOCTh CO3HAHUS WJIM JIEIMPUHN, KOTOPHIC
MOTYT OBITh TSKEJIBIMH WIH MPEACTABIATh Yrpo3y Ais Ku3HU (cM. pasnen 4.8). B uucne apyrux
MIPOSIBIICHUN OTMEYAJIMCh TOHIKEHHBIM YpPOBEHb CO3HAHHUS, DMHICIITUYCCKHE CYyAOpOrH, adazus u
paccTpOMCTBO peyu. BOJBIIMHCTBO HEBPOJIOTMYECKUX HAPYIICHWI BO3HHMKAIU B TEUYEHHE 8 HEIEIb
nocne uHy3uu npenapara KuMmpas W HOCWIM TPEXOIAIIMiA Xapakrep. MenuaHa BpeMEHU [0
BO3HHUKHOBEHHS MEPBHIX HEBPOJIOTMUECKUX HAPYIIEHUI, BOZHUKAIOIIUX B JIF000€ BpeMs ocie HHPY3uu
npenapata Kumpas, cocrapisina 8 nHell y nanueHtoB ¢ B-knerounsiM OJIJI, 6 nHe#l y mauueHTOB ¢
JABKKJI u 9 gueit y nanuentoB ¢ @JI. Meauana BpeMeHH J10 pa3pellieHHs TAKUX HApYILIEHUN COCTaBIIsLIa
7 nuent y naruenToB ¢ B-kierounsiv OJIJI, 13 aueit y manuentos ¢ JIBKKJII u 2 gus y naruenTos ¢ OJI.
Heponoruueckue HapyiieHus: MOTyT BO3HUKaTh ogHoBpeMeHHO ¢ CBLI, nocne pa3pemenus CBL unu
B orcyrcTBue CBII.

[TanenToB ciexyer HaOIIOAATh Ha MPEIMET HEBPOJIOIMYECKMX HapyleHMH. i CHMXKEHMs pHcKa
BO3HHUKHOBEHUS WJIM JIEUEHUSI HEBPOJIOrHUecKuX HapyueHui (Bkitouas ICANS, cM. BbllIe), HAIUEHTHI,
npuMeHstomuye npenapar Kumpasi, MOryT nosyyaTh MOJAECP KUBAIOLIYIO TE€PANUI0 B COOTBETCTBUU C
pENEeBAaHTHBIMH ~ KJIIMHUYECKUMH  PEKOMEHJAIMSAMA W /WM TOIXOMSIIUMH  MECTHBIMHU
MHCTUTYLIMOHAJIBHBIMY / aKaJIEeMUYECKMMU PEKOMEHIAIUSMH.

Nudekunu u dedpriibHast HEUTPOLEHUS

[TanMeHThl ¢ aKTUBHOM HEKOHTPOJIUpPyeMoil MH(peKLuell He JOKHBI HAaUMHATh TEPAIUI0 IpernapaToM
Kumpas, nmoka nndekus He paspemmutcs. Jlo uHpy3un npemapara Kumpas npoduiaktuky uHQEKIHii
CleyeT IpPOBOAUTH B COOTBETCTBHUM CO CTaHAAPTHBIMH PEKOMEHAALMAMU C YYE€TOM CTEIECHHU
MPEIIECTBYIOIIEH UMMYHOCYTIPECCHUMU.

[Tocne nndy3uun npenapata Kumpas y nanueHToB 4acTo OTMEUYAIHCh CEphe3HbIe HHPEKIINU, B TOM YHCIIE
KHU3ZHEYTPOIKAIOIIHIE WK C JIETATBHBIM UCX0JIOM, B HEKOTOPBIX CIIYYasiX C MO3THAM HA4aJIoOM (CM. pa3ies
4.8). IMamenToB crneayeT HAOMIOIATh HA MPEIMET MPU3HAKOB U CUMITOMOB MH(MEKIMHU U MPOBOIHTH
HajuIexKaree JeueHune. [Ipu HEOOXOAMMOCTH 0 M BO BpeMs Tepamuu npemnapatom Kumpas ciemyer
MPOBOANUTH MPOPHIAKTUYECKYI0 aHTHOMOTHKOTEPAINIO U OCYIIECTBISATh HaJJsexallee HaOIoIeHue.
N3BecTHO, uTO MH(EKIIMH OCIOXHSIIOT TedeHue W JyieueHue comytcTByromiero CBI. Coobmianocs o
Pa3BUTUHU OMIMOPTYHUCTUYECKUX MH(DEKINIA [EHTPaTbHOM HEPBHOW CHCTEMBI, B HEKOTOPBIX CIy4asx C
MO3JHAM HadaJioM (BKJIOYAs TPOTPECCUPYIONIYI0 MYJIbTH()OKATBHYIO —JIeHKO3HIIe(aTonaTuio
BCJIe/ICTBUE peakTuBanuu BUpyca JlkoHa KaHHWMHTeMa) y MalMEeHTOB ¢ UMMYHOCYNpeccuei. Y
MalMEHTOB C HEBPOJOTUYCCKUMU HEKECIATCIbHBIMU ABJICHUAMU CIICAYCT IPOBOJAUTE COOTBETCTBYIOIIIUEC
JIMarHOCTHYECKHe 00CIeI0BaHusI.

[Tocne nady3un npenapata Kumpas y manueHToB yacto HaOmoganack heOpribHas HEUTPOTeHHS (CM.
paznen 4.8), KoTopasi MOXET BO3HHKaTh oJHOBpeMeHHO ¢ CBILI. B cnyuae ¢geOpriibHOI HEUTpOIIEHUU
HEOOXOAMMO YCTAaHOBUTH HAIMUYME WH(OEKIIMU ¥ HAa3HAYUTH HAJJICKAIIYI0 TEPANui0 aHTHOMOTHKAMU
IIUPOKOTO CIEKTpa NeHCTBHS, WH(OY3MOHHYIO TEpaluio W APYTYIO MOJAEPKUBAIOIIYIO TEpANuio, B
3aBUCUMOCTH OT KIIMHMYECKUX MMOKa3aHUH.

VY manueHToB, JOCTHUTIIMX IMOJIHOW peMHUCCHM Tocie MHQy3uu npenapata Kumpas, puck uHpeKIun
MOJKET YBEJIMYUTHCS U3-3a CHIKEHUS! YPOBHEM HMMYHOTIJIOOYJIMHOB, CBSI3aHHOTO ¢ UH(py3uel. Cneayet
CBOEBPEMEHHO pearupoBaTh HA MPHU3HAKH U CUMITOMBI HHPEKIUH, C YYETOM BO3pacTa MalUEHTOB U
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JnmuTenbHasl IUTONIEHUS

[{uTomenus y MalMEHTOB MOXET MPOJOJDKATECS B TEUYEHHWE HECKOJIbKUX HEJENb IO0Cie
muMQoeneTupyromed XxuMuorepanuu 1 uHQy3uHu mpenapara Kuwmpas, u ee ciemyer BecTH B
COOTBETCTBUH CO CTAaHAAPTHBIMH PYKOBOJICTBaMHU. Y OOJBIIMHCTBA MAlMEHTOB, Y KOTOPHIX LIUTONECHUS
coxpansuiach 10 28 nus nocie nH}py3uu npemnapara Kumpas, oHa pa3pemmiach 10 CTeNEHH 2 UIH HIDKE
B TEUEHHUE TpeX MecsleB nocie nHdy3uu. J[auTensHas HEUTPOIIEHUS COMPOBOXK/IATIACh MOBBIIIEHHBIM
puckoM uHpeKn. Muenonaabie GaKToOpbl pocTa, B 0OCOOCHHOCTH IPpaHyJIOUTapHO-MaKpoharaabHbIi
kojoHuectTumysmpytonmii - pakrop (I'M-KC®D), moryr ycyryomsare cumntombl CBI[, m ux He
pEeKOMEHAyeTCS MPUMEHATh B TEUEHUE MEPBBIX 3 HENeNb nocie nHdy3uu npenapara Kumpas i 1o
pazpemenus CBII.

BTODI/I‘-IHLIG 3JI0KaA4YCCTBCHHBIC HOB006Da3OBaHI/IH

VY mnanueHToB, MOJyYalOIIMX Tepanuio npenapatoM Kumpas, MOryT pa3BUBaTbCs BTOPUYHBIE
37I0KaYECTBEHHBIE HOBOOOPA30BaHUS WM PEIHMIUB UX OHKOJOTHYECKOTo 3abosieBaHus. T-KIeTOYHbIE
37I0Ka4eCTBEHHBIE HOBOOOPA30BaHMsI BO3HUKAIH ITOCIIE JICYCHUS TeMaTOJIOTHYECKHUX 3I0KaueCTBEHHBIX
HOBOOOpa3zoBanuii ¢ momompio BCMA- u CD19-HanpaBieHHON T€HEeTHYECKH MOIUGHUIIMPOBAHHON
ayTonorn4yHoid  T-KJIeTOUHOW WMMyHOTepanuy, Bkitodas npenapar Kumpas. T-xnetounsie
37I0KaYEeCTBEHHBIE HOBOOOpA30BaHUs M3 3pENbIX KIETOK, BKiItoyas CAR-IOJIOXHUTEIBHBIE OITyXOJH,
MOTYT MOSIBUTBHCS yXK€ 4epe3 HECKOJIBKO He/eNb MOcie WHPY3UH U MOTYT IPUBECTH K JICTAIILHOMY
UCXOJY.

OTUX NalMEeHTOB cleqyeT HalmonaTh B TEYEHHE BCEH JKM3HM JUIl BBIABICHHS BTOPUYHBIX
3JI0KQYECTBEHHBIX HOBOOOpa3oBaHMI, B TOM uucie T-kierouyHoro npoucxoxzaeHus. [lpu
BO3HUKHOBEHHWH BTOPUYHOIO  3JIOKAYECTBEHHOIO HOBOOOpPA30OBaHMs CleAyeT OOpaTUThCS K
MIPEACTABUTENIO JEPKATENs] PEruCTPAllMOHHOIO YAOCTOBEPEHUs Ui IOJYYEHHs HMHCTPYKIIMA,
Kacaromuxcs coopa MaTepuala naiMeHTa i ucciaenoBanus (cM. pazaen 7.1).

I'nnoraMMarinoOyJIMHEMUS

[Tocne undy3unm npenapara Kumpass y nanMeHTOB MOTYT BO3HUKATh TMIOraMMarjioOyJuHeMHs U
araMmMarsiooynunemusi. Ilocne mnpumeHenuss mnpenapatra Kumpas HeoOXoauMoO cCileIuTh 3a
KOHIIGHTPALUsAMH  HMMMYHOIJIOOYJIMHOB. Y  NAalMEHTOB C  TOHI)KEHHBIMH  KOHLIEHTPALMSIMU
MMMYHOIJIOOYJIMHOB CJIEyeT MPUHUMATh YIPEKIAOIINe MEPbI, B YACTHOCTU OCYIIECTBISATH MEPHI IO
NPENYNpPEeKACHUI0 UHPEKIMHU, a TakXKe MPOBOAUTh MNPOPUIAKTHUECKYIO aHTHOMOTHKOTEpanHio MU
3aMECTUTENbHYI0 UMMYHOTJIO00YJIMHOBYIO TEPAINIO, C YYETOM BO3pAacTa MalleHTOB U PYKOBOJCTBYSIChH
CTaHJAPTHBIMH PEKOMEHAALUSAMHU.

CHUHIPOM pacriajia OnyXoiau

B psine cnyuaeB Habmogancs cuHapoM pacnaja onyxoiu (CPO), koTopblilt MoxkeT ObITh TsKeNbIM. [l1s
MuHMMH3anud pucka CPO manyeHTs! ¢ MOBBIIEHHON KOHUEHTpAalUueld MOYE€BOW KUCIOTHI U BBICOKOM
OITyXO0JIEBOW HArpy3KoH JOJKHBI 710 MHGY3uM npenapata Kumpas noiaydars amionypuHOI WU APYTroi
npodunaktuyeckuii npenapar. llanueHToB HeoOXoauMo HaOMOAaTh Ha MpEeAMET MPHU3HAKOB U
cumntoMoB CPO M KynupoBaThb BO3HMKAIOIIME SIBJICHMS, PYKOBOJCTBYSCh CTaHAAPTHBIMU
PEKOMEHTallAsIMH.

ConyrcTByomme 3a001eBaHus

[TarmeHnTOB, B aHaMHE3€ Y KOTOPBIX UMEJIOCh aKTUBHOE HapylieHue co croponsl [IHC nnu Hapymenue

(GYHKIIUU TIOYEK, TEYEHH, JICTKUX WM CepJla, WCKIIYaTd W3 KIMHUYECKUX HCCIEeOBAaHUN. DTH

MAIUEHTHI, BEPOSTHO, OyayT Oosiee ysS3BUMBI B OTHOIICHHWH TOCJIEICTBHIA HEXEIATCIbHBIX PEaKIIHii,
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HDGZ[I.HCCTBVIOH.[&SI TpaHCILJIaHTaA CTBOJIOBBIX KJIICTOK

He pexomenyercs npoBoauTh HHQYy3uto npenapara Kumpas B redenne 4 MecsueB nocie auloreHHoN
TpaHcutanTanuu cTBosioBbIX KieTok (TCK), Tak kak maHHBIA mpenapar moxer ycyryomsrs PTIIX.
JleiikouuTadepes s n3roroBaeHus npenapara Kumpas cienyer npoBoAuTh He paHee, 4yeM depes 12
Hezenb nociue amioreHon TCK.

CepoJIorTHYeCcKHE UCCISIOBAHUS

B Hacrosmiee BpeMs HET ombITa IPOU3BOACTBA Npenapata Kumpas U1 ManueHToB ¢ MOJ0KUTEIBHBIM
pesysbTaTom ananusa Ha BI'B, BI'C u BUY.

Ckpunnar Ha BI'B, BI'C u BUY nomkeH ObITh NMpPOBENEH B COOTBETCTBHHM C KIMHUYECKUMHU
pEeKOMEHAALUUsAMU 10 cOOpa KJIETOK JUIsl WM3rOTOBJIEHMs Ipernapara. Y MalUeHTOB, IOJIyYaoLIMX
JIeKapCTBEHHBIE MpenapaThl, HarpaBJieHHbIE TPOTUB B-uMponnToB, MOKeT HAaOII01aTHCS pPeaKTUBAIIHS
BUpyca Trematura B, KoTopas MOXXeT BbI3bIBaTh (DYJIbMHUHAHTHBIM TeNaTUT, MEYEHOYHYIO
HEJIOCTATOYHOCTb U JIETAJIbHBIN UCXOJ.

IIpenmecTByromniasd Tepanust autureaaMy opotus CD19

OneiT npuMeHeHus npenapata Kumpas y nanueHToB, paHee MOJy4YaBIIMX TEpaIlvio, HAlpaBiICHHYIO
npotuB CD19, orpanuuyeH. HecMoTps Ha TO, 4TO aKTMBHOCTb THCareHJeKJeilena HalboJanach,
JaHHBIE B HACTOSIIEE BPEMsI CIUIIKOM OIPAaHUYEHbI, YTOObI IPOBECTH aJEKBaTHYIO OLEHKY
COOTHOILIEHUS MOJIb3bI M PUCKa Y 3TUX nanueHToB. [Ipenapar Kumpas He pekoMeHayeTcs NpUMEHSTh Y
MAIMEHTOB, Y KOTOPBIX BO3HUK peunauB CD19-neratuBHOro seiiko3a mnocie Tepanuu, HalpaBIeHHON
npotus CD19.

BausHne Ha pe3yabTaThl CEPOTOTMUCCKOTO UCCISIOBAHUS

[lockonbKy JEHTUBUPYCHBIH BEKTOp, HMCHOJIb3yeMbId Uil co3naHusl npernapata Kumpas, umeer
HYKJICOTHIHYIO IMOCIEA0BATENbHOCTh, KOTOpas Ha HEOOJIBIIIOM MPOTSHKEHUN UJCHTUYHA HYKJICOTHTHOM
nocaenoBaresbHOCTH BUY, HEKOTOphIE KOMMEPUYECKHE TECTHI Ha HYKJIEMHOBBIE KUCIO0THl BIY Moryt
JIaBaTh JIOKHOIOJIOKUTEIbHBIC PE3YJIbTATHI.

BcnoMmorarenbHbIE€ BEIIECTBA

[Ipenapar Kumpas cogepxkutr ot 24,3 no 121,5 mr Hatpust Ha 103y, 4TO SKBUBajIeHTHO 1-6% oOT
pexkoMentyemoro BO3 1151 B3pocioro 4eaoBeka MaKCUMMAaJIbHOTO €XKEAHEBHOTO MOCTYIIEHUSI, PABHOTO
2 r HaTpu4.

[Ipemapat Kumpas cogep uT kanuii B konudectse MmeHee 1 Mmmodib (39 Mr) Ha 703y, TO €CTh, [0 CYTH,
«HE COJIEPXKUT KaTTU».

ITpenapat Kumpas cogepxur 11 mr gexcrpana 40 u 82,5 mr JIMCO na 1 M. CooO1ianock o pa3BUTHH
TSOKEIIBIX PEaKIUi TUTIEPUyBCTBUTEIBHOCTH, BKIIIOYAs aHAPWIAKTHYECKUE peakuuu (cM. pazzaen 4.8
Hexenatenbuble peakuuu). W3BecTHO, 4YTro o00a ATHX BCIOMOTraTeNlbHBIX BELIECTBA IOCTE
MapeHTEePAIbHOTO BBEJCHHS CIIOCOOHBI BBI3bIBATH aHA(PUIAKTHUECKYIO peakiio. Bcex mamueHToB
clielyeT IpUCTaIbHO Ha0JI01aTh HA MPOTSHKEHUN MHDY3UH.

BnusHue Ha cCIOCOOHOCTh YIPaBJIATh TPAHCIIOPTHBIMHA CPEACTBAMHU U Da60TaTB C MEXaHU3MaMH

B cBs3u ¢ BbIpakeHHBIM BIUsiHUEM mpenapata Kumpas Ha crmocoOHOCTh YHPaBisATh TPAHCIIOPTHBIMU
CpeAcTBaMH M paboTaThb C MEXaHHW3MaMH, MallMeHTaM B Te4YeHHe § Henenb Iocie UHOY3Uu
PEKOMEHIYETCsI BO3/IEP)KUBATHCSI OT YIPABJIEHWS aBTOMOOWJIEM U BBINOJIHEHHS] ONACHBIX JIEHCTBUH,
Harnpumep paboThl ¢ TSHKETBIMU UM MOTEHIIMAIBHO OMACHBIMA MEXaHWUYECKMMU MHCTPYMEHTaMH (CM.
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L L

4.5. B3aumopeiicTBHe ¢ JPYrHMH JIEKADCTBEHHBIMH TMipenaparaMu #W JApyrue BH/bI
B3aMMOJAEHCTBUSA

HccnenoBanuii papMakOKMHETHUECKUX WM (DapMaKOAMHAMUYECKUX JIEKAPCTBEHHBIX B3aMMO/ICHCTBHIMA
THCareHIeKieinena ne npoBoauiu. OQHOBpEeMEHHOE TPUMEHEHHE PEnapaToB, CIIOCOOHBIX MOJABIISATH
¢yskuuto T-numpounToB, B O(QUIMATBLHOM HCCICIOBAaHUM HE H3ydaid. BBeneHHe HM3KHX 03
CTEPOHJIOB B COOTBETCTBHHU C aJrOpuTMOM JsiedeHus: CBLl He BiMseT Ha HKCIAHCHIO U MEPCUCTEHINIO
kieTok CAR-T. OgHOBpeMEeHHOE TPUMEHEHHUE MIPENapaToB, CIIOCOOHBIX CTUMYIUPOBaTh (yHKIuo T-
TMM(GOLUTOB, HE H3y4danH, 3P (PEKTH TAKOTO TPUMEHEHHST HEU3BECTHBI.

JKuBbIe BakIIMHEI

be3zonacHOCTh UMMYHU3ALMH )KMBBIMU BaKIIMHAMU BO BpEeMs WM OCJe Tepanuu npenapatoM Knmpas
He n3yvyayiyd. BakiuHamnuro »KuBbIMY BaKIIMHAMU HE PEKOMEHYETCS IPOBOJUTH B TEUEHUE KAK MUHUMYM
6 Heenb 10 Havaa JIMMQOAeTIIETUPYIOLIEH XMMUOTEpanuu, BO BpeMs Tepanuu npemnapatoM Kumpas u
710 BOCCTAaHOBJIEHHSI MYMMYHOJIOTHYECKUX [T0Ka3arenel nocie nHpys3uu npenapara Kumpas.

4.6. PepTHIBLHOCTD, 0EPEMEHHOCTb U JIAKTALMS

>KCHIIII/IHI>I C ACTOPOAHBIM IMTOTCHIIMAJIOM (KOHTDaHeHHI/DI Y MY>KYUH U )KCHHH/IH)

Jlo Hayana Tepanuu npenapatom Kumpas y >KEHIIMH C COXpaHEHHBIM PENPOAYKTUBHBIM MTOTEHIIUATIOM
CJIEy€eT ONpPEIENIUTh CTaTyC OEPEMEHHOCTH.

JUis TalMeHTOB, MOMYyYaloUMX JMMQOICIUIETUPYIOIYI0 XUMHOTEpANHio, CIeAyeT YYHUThIBATh
uHpOpPMALHIO 0 HEOOXOAUMOCTH TpUMEHEHHS 3()()EKTUBHBIX METOAOB KOHTpAENINY, YKa3aHHYIO B
UHCTPYKUUAX 10  MEAMLMHCKOMY INPHUMEHEHHMIO IIPENaparoB, HCIOJIb3YEMBIX B CXEMe
TUMOIETIIETUPYIOIIEH XUMHOTEPATIHH.

Z[aHHI)IX o MNpUMCHCHHUIO IIpCriapaTa KI/IMpaSI, Ha OCHOBC KOTOPBIX MOXKHO ObLIO OBI JaTb
PEKOMEHAAIHNIO OTHOCHUTCIBbHO MOIUTCIIBHOCTU KOHTPALCIIHWKU II0CJIC €ro MNPUMCHCHHA, HMCECTCA
HECAO0CTAaTOYHO.

bepemeHHOCTH

JlanHbIe 0 MpUMeHeHuH npenapata Kumpas y OepeMeHHBbIX JKEeHIIWH OTCYTCTBYIOT. MccnenoBanuii Ha
KUBOTHBIX C LI€JIbIO OLIEHKH TOr0, MOXKET JH npenapaT Kumpas npuyuHUTH Bpea IUIOAY B CIydyae ero
IIPUMEHEHHs Yy O€pEeMEHHBIX )KEHIIMH, He IPOBOIMIH (cM. pa3zen 5.3). HensBecTHo, MOXKET 1M npenapar
Kumpass momajgate B opraHu3M IUIOAA dYepe3 IUIALlEHTy M CHOCOOEH JM OH BbI3bIBATh Yy IUIOAA
TOKCHUYECKHE DPEaKLMHu, BKItoyass B-kierounyro auMmdornuronenuto. VY OepeMEHHBIX M KEHIIHMH C
COXPAaHEHHBIM PENPOIYKTUBHBIM MOTEHIMAIOM, HE UCIOIb3YIOIMIUX METOIbl KOHTPALEIIINH, TpenapaT
Kumpas npuMeHATh HE pEeKOMEHAYETCSl.

bepeMeHHBIX KEHIIUH ClIeAyeT MPEeaynpexaaTb O BO3MOXKHBIX PUCKaxX A miojga. Bo3MOXHOCTH
OepeMEeHHOCTH TIoCTIe Tepanuu npenaparoM Kumpas cienyeT oOCyIuTh ¢ JedaliiuM BpadoM.

Y OepeMeHHBIX  JKEHUIMH,  HoidyuuBIIMX  mpemapar  Kumpas, MOXET  BO3HHUKATH
runorammariooynuaemMus. HoBOpOXXIEHHBIM, MaTepy KOTOPBIX HPOIUIM Tepanuio IpernapaTom
Kumpasi, mokazaHo onpezeneHne KOHIIEHTPAil UMMYHOTJI00YJTMHOB.

JlakTanus

HewnsBecTHo, monamaroT 1M KIETKH, BXoAsmue B npenapar Kummpas, B rpynHoe Mosoko. Puck st
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pebeHKa, HaXOSIIErocs Ha TPYAHOM BCKapMIIMBaHU|, HEe MOXKET OB THHCKIFORGH: MleHITHH [KOPNSIIIX

TPYIBIO, CIEAYET NPEIYNPEekaaTh O BO3MOKHOM pPHeke—Asi—peberia;—HaxoAfHoroei—Ha—FpyHoM —

BCKapMJIMBAHHU.

[Tocne BBeaenwus nmpemapata Kumpas Bompoc o rpyJHOM BCKapMIIMBAHHUH CJIEYET OOCYIUTH C JICUalTiM
BpayoM.

DepTiIbHOCTD

Jannble mo BiusHUIO npenapara Kumpas Ha (epTHIBHOCTH OTCYTCTBYIOT. B HccienoBaHusix Ha
’KUBOTHBIX BIHMsIHHE npenapaTta KuMpast Ha (pepTHIBHOCT 000UX IMOJIOB HE OLIEHUBAJIH.

4.7. BuusiHMe HA CHOCOOHOCTH YNPABJATH TPAHCHOPTHHIMM CpeaAcTBaMM M padoraTth ¢
MeXaHMu3MaMu

[Ipenmapatr Kumpas oka3bIBaeT BbIpaK€HHOE BJIMSIHHE Ha CIIOCOOHOCTb YIPAaBISATh TPAHCIOPTHBIMU
CpEICTBaMH M paboOTaTh C MEXaHU3MaMHU.

[Tockonbky npenapat Kumpast MOKeT BbI3bIBATh HEBPOJIOTMUECKUE HAPYIICHHMS], BKIIFOYAsi U3MEHEHHOE
IICUXMYECKOE COCTOSIHUE WJIN MPHUMAJKH, TallEeHThI, I0JIydatolue ITOT IIpenapar, B TeUeHUe 8 HelleNb
nocie MHPY3UHM MOTYT OTMEYaTh M3MEHEHHE WM CHI)KEHHE YPOBHS CO3HAHUSA U CIIOCOOHOCTH K
KOOpAMHAIMK JBMKeHUH. [ToaToMy B TedeHue 8 Hemenb mocie WH(PY3UU MalueHTaM PEeKOMEHIyeTCs
BO3JICP>KUBATHCS OT yNPABJICHHsI aBTOMOOHIIEM U BBITIOJIHEHUSI ONACHBIX ACWCTBUMN, HAallpuMep paboThl
C TSDKEJIBIMU WM MOTEHLIMAIbHO OMACHBIMU MEXaHUYECKMMU UHCTPYMEHTaMHU (CM. Takxke paznen 4.4).

4.8. HexkesnaTeibHbIe peakuum

Pesrome mpoduiist 6e300acHOCTH

OneHka 0e30MIaCHOCTH OCHOBaHa Ha JaHHbIX 424 TMalMEHTOB (JeTed M MOJIOABIX B3pOCibIX ¢ B-
kietouyHbM OJIJI, manuento ¢ JABKKJI u @®JI), nonyuuBmmx npenapatr Kumpas B Tpex 06a30BbIX
MHOTOLICHTPOBBIX KIMHUYECKUX UCCIIETOBAHUAX.

B-knemounwviii OJIJ1

HexenaTenbHble peakiiu, OMUCAaHHBIE B 9TOM pasjiene, ObLTH OTMEUEHBI y 212 MarueHToB, MOTyYUBIINX
uHdy3uto mnpemapara Kumpas B 06a3zoBom kinuHudeckoMm wuccienoBanuun CCTLO19B2202 u
JornonauTeabHbIX uecaeaoBanusx CCTL019B2205) u CCTL019B2001X.

Haunbonee dacThiMM HEreMaTOJOTHYECKUMH HEXenaTeNlbHbIMU peakiusamu sBisuck CBL (75%),
unpexunu (70%), runorammarnoOynunemus (49%), nuxopanka (43%) u cHmkenue anmneruta (28%).

Haubonee yacTeiMu TeMaTOJOTMUECKUMHU JAOOPATOPHBIMU OTKIOHEHUSIMA OT HOPMBI SIBJISUIUCH
CHIDKeHHE KonnyecTBa neidkoruToB (100%), cHIKeHHe KOHIIeHTpauu remorioouHa (99%), cHikeHue
KonumdecTBa HeHTpoPmioB (98%), cHmkeHue konudecTBa JUMQPOIUTOB (98%) U CHIDKEHHE KOJIMYECTBA
TpoMOOoHTOB (95%).

Hexenartenbapie peaknuu creneHn 3 u 4 Obutn oTMedeHBl y 86% mammenTtoB. Haubomnee wactoit
HEreMaToJIOTHYECKO HexenareapbHou peakiueit crenenu 3 u 4 sensuicst CBL (37%).

Haunbonee wacTpiMu TeMaTOIOTHYECKUMH JTAOOPATOPHBIMU OTKJIOHCHUSIMH OT HOPMBI CTeneHu 3 u 4
SBIISJTUCh CHIDKEHUE KONWYecTBa JEHKOHHUTOB (97%), cHuxkeHune kommdecTBa JuMmdouutoB (94%),
CHIKEHHUE KOJIM4YecTBa HEUTpohuiioB (96%), cHkeHne KoaudecTBa TpoMOonuToB (70%) 1 CHIKEHHE
KOHIIEHTpaluu reMornoduHa (46%).

Hexenatenbnbie peakiuu crenenu 3 u 4 B niepBbie § Henenb nocie nHdy3un ormedanuch vame (78%
MAIMEHTOB), YeM IO MPOIIECTBUH § Heaenb nocie nndysuu (49% nanueHToB).
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ABKKJI (NOCNEOOBATENBHOCTE 0021)

HexxenarenbHble peakiiiu, OMMCAHHBIEC B ’TOM Pa3/iclies-ObH-0FMedeHby—--5-HaHHeHFO B, HO Y HBHH

I/IH(bYSI/IIO Imperapara KI/IMpa}I B OJHOM FJ'IO6aJ'IbHOM MHOTI'OLIECHTPOBOM MEXKAYHAPOAHOM HCCICA0OBAHUN

— 0Oa3osoM kimHHYeckoM ucciegosanuu CCTL019C2201.

Haunbosnee dacThiMM HETeMaTOJOTHYECKUMH HEXKelaTeIbHbIMU peakiusamu sBismuck CBL[ (57%),
uHopexun (58%), muxopanka (35%), auapes (31%), TomHota (29%), yctanocts (27%) ¥ THIOTSH3US
(25%).

Haumbonee yacThiMH T€MaTOJOTHYECKUMH JTAOOPATOPHBIMU OTKJIIOHEHHSIMH OT HOPMBI  SIBIISLTUCH
cHIbKeHue konnyectBa JumdouutoB (100%), cHukeHHe KoauuecTBa JIeHKoUuToB (99%), cHuXKeHHe
KOHI[eHTpanuu reMoriobuHa (99%), cHwkeHue KoiudectBa HeHTpoduinoB (97%) u CcHmKeHUE
KoJHr4ecTBa TpoMoo1uToB (95%).

HexenarenbHble peakuuu cteneHd 3 U 4 Obutn oTMeueHsl y 88% mauuentoB. Haunbosee wacTeiMu
HEreMaToJIOTMYECKUMU HeXeNaTeIbHbIMU peakuusMu cteneHu 3 u 4 apisch undexuuu (34%) u CBL]

(23%).

Haubonee yacteimu (>25%) rematonoruueckuMu J1abopaTOPHbIMU OTKJIIOHEHUSIMH OT HOPMBI CTEIIEHU
3 U 4 ABISUIMCH CHIDKEHHME KojmdyecTBa JUMQonuToB (95%), cHMKEHHE KoimdecTBa HeHTpoduios
(82%), cHmxeHnue komuvecTBa JeHkouuToB (78%), CHIDKEHHE KOHIIEHTpaluu remorinoduna (59%) u
CHUKEHHUE KOJIMYeCTBa TPOMOOIUTOB (56%).

HexenatenbHble peakiuu cteneHu 3 u 4 B nepBbie 8 Henenb nocie nHpy3un oTMedanuch vaiie (82%
MAIMEHTOB), YeM 10 MpoIIecTBUH § Henelb nmocie nadysun (48%).

DJl

HexemarennHbIe pC€aKkuru, OITMCAaHHBIC B 3TOM pPa3aciic, OBLJIM OTMEYEHDI y 97 MManMEHTOB, MOJTYYHUBIINX
uHOy3uro npenapara Kumpas B 0JHOM r100a5HOM MHOTOLIEHTPOBOM MEX/1yHApOIHOM HCCIIEI0BaHUU
— npojoipkarouiemcs 6a3oBoM kirHU4YeckoM uccaenoBanuu CCTLO19E2202.

Haubonee yacThiIMH HEreMaTONOTHYECKUMH HEKeIaTeIbHBIMU peakiusMu (>25%) sasrnsmucs CBI]
(50%), uadexruu (50%) u ronoHas 6076 (26%).

HaunOonee wyacTbIMM IeMaTOJOTHYECKUMHU JIAOOPATOPHBIMU OTKJIOHEHHUSMH OT HOPMBI SBIISUIMCH
CHIDKEHHE KOHIIEHTpaluu reMoriaoouHa (94%), camxenue koiaundectBa TMM@ouuToB (92%), CHIKEHHE
Kosn4ecTBa JeUKouToB (91%), cHkeHue KonmdecTBa HeUTpohuinoB (89%) U CHUKEHHE KOINYECTBA
TpoMOOIIUTOB (89%).

HexenarenbHble peakuuu cteneHd 3 U 4 Obutn oTMeueHbl Yy 75% mauuentoB. Hanbosee wyacTeiMu
HEreMaToJIOrMYeCKUMHU HeKeNaTeNIbHBIMU peakuusaMu cteneHu 3 u 4 seisuich nHpexkunu (16%).

Haubonee vacteimu (>25%) rematonoruueckuMu J1abOpaTOPHBIMU OTKIIOHEHUSMH OT HOPMBI CTEIICHH
3 1 4 SABISUTMCH CHIDKEHHUE KOJu4ecTBa JIUMQPOIUTOB (87%), CHUKEHNE KOJIYecTBa JIeHKouuToB (74%),
CHIDKEeHUE konudecTBa HelTpodunos (71%), cCHIKEHHE KOTU4ecTBa TPOMOOIIUTOB (26%) U CHIKEHUE
KOHIIEHTpaluu remorioouna (25%,).

HexxenarenbHble peakiiuu creneHu 3 U 4 B nepBble § Henenb nocie nHpy3un orMmedanuck vaie (70%
MalUEeHTOB), YeM I10 TIpoiecTBun § Hepenb nocie nHdy3uu (40%).

TabnuuHoe pe3loMe HeXKellaTelIbHbIX peaKIIni

HexenatenbHble peakiiuy, OMMCaHHBIC B 3TOM pasjene, Oblin oTMeueHbl y 79, 115 u 97 nanueHnToB B
MHOTOIICHTPOBBIX 0a30BbIX KiuHuUYeckux wuccnenaoBanusax (CCTLO19B2202, CCTLO019C2201 wu
CCTLO19E2202), y 64 u 69 manuentoB B mononHUTENbHBIX uccieaoBanusx (CCTLO19B2205]) u
CCTLO019B2001X).
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Hexenarenbuble nekapcrBerHbie peakiuu (HJIP) U3 stux KJi[I][H}I‘}:[p’pKI/IP{ ,Igcpqq;:pnammm[ (Taﬁnnpq D
CTPYIIIMPOBAHBI B COOTBETCTBUU C KJIacCHU(UKAINOH : B :
KaXJIOTO CHUCTEeMHO-OpraHHoro kimacca HJIP mepeunciieHbl B TIOPSIIKE YMEHBIICHUS YacTOTHI
BCTPEUAEMOCTH, C UCIOJIb30BAaHUEM CIIEAYIONIEH Tpajanuu: o4eHp 4acto (>1/10); gwacro (=1/100, Ho
<1/10); mewacto (=1/1000, O <1/100); penko (>1/10000, mHo <1/1000); ouenp peaxo (<1/10000);
qacTOoTa HEU3BECTHA (Ha OCHOBAaHUU UMCHOIIUXCA JaHHBIX OLICHUTH HeBOBMO)I(HO). B npeaciax Ka)KHOﬁ
yactotHoM rpymmbl HJIP npencTaBieHsbl B MOPSIKE YMEHBIICHUS CTENICHH CEPhE3HOCTH.

Taoauma 1. HJIP, orMeuaBmiuecs: B KIMHHYECKHX MCCJIET0BAHUAX

CucremHo- UccaenoBanus B2202 (N=79) + C2201 (N=115) + 2205J (N=64) + 2001X
OPraHHbIi KJacc (N=69) + E2202 (N=97)
OueHb YacTo Yacro Heuacro Peaxo
(=1/10) (=1/100-<1/10) {(=1/1000 -1 (=1/10000 —
<1/100) <1/1000)
Nudexunn u | Uadekmumu, I'pubkoBBIC
nHBa3nK " BBI3BaHHBIC nHpeKIH
HEYTOYHEHHBIM
BO30yIUTEIIEM
BupycHsie
uHpeKun
bakTtepuanbubie
uH(pEKIUN
JloO6pokayecTBEHHBI Bropuunsie
€, 3JI0KaueCTBEHHBIE 3JI0KAY€CTBEHHBI
u HEYTOYHEHHbIE e
HOBOOOpa30BaHUs HOBOOOpa3oBaHU
(BKJIIOYAst KUCTHI H s T-
TIOJIHIIBI) JTUMQOIUTAPHOT
0
IIPOUCXOXKICHUS
Hapymenus co | Anemus JlenkoneHus B-knerouynas
CTOPOHBI  KpOBU ¥ | DeOpuiibHas ITanuuTonenus arrasus
TUMpaTHIeCKOH HEHUTPOIICHHUSI Koarynonarus
CHCTEMBL Heiitpornenus JlumdorneHus
TpombonuTonenus
Hapymenus co | Cunapom Wndy3unonnas
CTOPOHBI MMMYHHOM | BHICBOOOXKICHHSI | peakuus
CUCTEMBI LUTOKUHOB Peaxnus
l'umorammarinoOyn | «TpaHCILIaHTAT
vHeMHus) IPOTUB X03AMHA»")
I'emodarouutapu
13171
TUM(POTUCTUOIIHUT
03
Hapymenus CHmxeHne l'mnomarauemusa | ['unepmaraueMust
MeTa0oa13Ma n | afmcTuTa FI/IHOEUIB6YMI/IHGM
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4

TUTaHUS lunokanuemust us (NOCNEOOBATENREHOCTE 0021)

I'unodocharemus | ['uneprimremmsT
['unonarpuemus
[Munepypukemust
[lNunepkansuuemus

5)

Cunapom pacmnajna
OITYXOJIN
INunepkanuemust
I'unepdocdaremu
PRl
I'unepuarpuemus

I'unepdepputune
mus’)

['unoxanpremMus

IIcnxuueckne HyBCTBO TpeBOru
HapyumICcHUsA Henupuit®

PaccTpoiictBO
cua’)

Hapymenus co |Tonosras 60m16'? | TonoBokpyxenne! | Mmemuueckuii

CTOPOHBI  HEpBHOI | Dunedanonarus' | uHpapKT
CHCTEMEI Hepp[(bepplqe(;Kag TOJIOBHOI'O MO3Ta

HeiiponaTus'>) ATtakcus'”
Tpemop'¥ Cunapom
Hapymenue HEUPOTOKCUYHOCT

JIBUTATEILHOU H,
dynxrun'> aCCOIMUPOBAHHON
c MMMYHHBIMU

o €] CKTOPHBIMU
Paccrpoiicta b p* x
17) KJIETKaMu
peun

Hespanrus

[puctyn'®

18)

Hapymenus co PaccrpoiictBo
CTOPOHBI oprasna 3penus’?)
3peHUs

Hapymenus co | Taxukapaus>? Cepneunas KenynoukoBas
CTOPOHEI cepAra HEJIOCTATOYHOCTH | AKCTPACHCTOIHS
2)

OcTranoBKka
cepaneOueHus
OubpuIAUs
npeacepaui

Hapymienus co | Kpoomsmustane? | Tpom603%) [IpunuBEI KPOBH
CTOPOHBI COCYZ0B | ['mmotensus? Cunapom

I'uneprensus MOBBIIECHHON
IIPOHULIAEMOCTH
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KaluJuigpos (NOCNEOOBATENBEHOCTE 0021)
Hapymenus co | Kamens>® boib B [OCTpPhIn
CTOPOHBI Onpimika?” pOTOl"J'IOTKezg) pecnupaToOpHbIA
JIBIXaTeIbHOU T HHOKCHS Orexk nerkux?? JUCTpecC-
CHUCTEMBI, OpraHOB 3A705KeHHOCTD CHUHIPOM
IPYyIHOM KIETKH U Hoca Wndunbrpanus
CPEAOCTCHUA I1neBpanbHbIi JICTKAX
BBITIOT
VYuameHHoe
MMOBEPXHOCTHOE
JIbIXaHUE
Hapymenust co | napes Cromatut
CTOPOHBI TomHoTa B3nyrtue xxuBoTa
KEITy NOHO- PBota Cyx0CTb BO pTy
KHIIIEYHOTO TPaKTa 3anop Actut
Bonb B sxuBoTe’”
Hapymenus co I'unepOnmmpyOounn
CTOPOHBI TICUCHH H eMHS
JKEITIEBBIBOISIIINX
nyTei
Hapymenust co | Cpmp>V 3yn
CTOPOHBI KOXH H Dpurema
MTOAKOXKHBIX TKaHEH Tunepruapos
Hounas
MOTJIUBOCTh
Hapymenus co | Aptpanrus Muanrus
CTOPOHBI CxkenetHo-
MI)IHIC‘-IHOI\/JI, KOCTHOM MBIILIEYHAS 60][],32)
U COEIMHUTEIHHON
TKaHU
Hapymienus co | OcTpoe nopaxeHue
CTOpPOHBI TIOYEK M | HOYeK™>)
MOYEBBIBOISIIINX
nyTei
O6mue Hapymenus | JInuxopaaka I'punmonono6Hoe
U peakiuu B MecCTe | VeranmocTh Y 3a00jecBaHUe
BBEJICHUS Ortex ACTeHHS
Bomp’® Cunzpom
MOJIMOPTaHHOMN
HEJI0CTaTOYHOCTH
O3H00
JlaboparopHsble u | CHUKeHue [ToBbiieHne
WHCTPYMEHTAJIbHBIC | KOJTMYECTBA KOHIICHTPAILINH
JTaHHBIE auMdouToB* OounpyOuHa B
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Camwxenne KpOBHU (NCCNEOOBATENEHOCTE 0021)
KOJINYCECTBA CHIKEHIT BeCa
JeUKOIUTOB™® CHIDKEHHE
CHumxeHue KOHIICHTPALIUU
KOHICHTPauu ¢ubpuHorena B
remMoryiioouna* KPOBHU
Cumxenue [ToBwimeHwMe
KOJIM4YC€CTBa MCXKAYHapOOHOI'O
HeUTpoduIoB* HOPMAJIN30BaHHOT
CHmxenue O OTHOLICHUS
KOJIM4YECTBA TloBrIIenue
TPOMOOIUTOB* KOHLIEHTpauuu D-
[ToBbIIeHNE numepa pudprHa
AKTUBHOCTH VY minHenue
MEYCHOYHBIX AKTUBUPOBAHHOTO
depmentos®” 9aCTUYHOTO
TPOMOOIIJIACTUHOB
Oro BpeMEeHU
VY nnHenue
MIPOTPOMOUHOBOIO
BpEMEHU

Y TlpexncrarieHHble HHPEKIMA M HHBA3MH OTPAXKAIOT IPYIIINOBBIE TEPMUHBI BHICOKOTO YPOBHSL.

2 FI/IHOFaMMaFJ'I06yJ'II/IH€MI/I$I BKJIIOYACT CHHIXKCHHUC KOHHICHTpAUIWH I/IMMyHOFJ'IO6yJ'II/IHa A B KpOBH, CHHIKCHHC

KOHIICHTpAalul HMMYyHOrIoOynnHa G B KpPOBH, CHIDKCHHE KOHIEHTPALMM HMMYyHOTI00ynnHa M B KpOBH,
THIIOTaMMario0yIMHEMHI0, IMMYHOAe(UIUT, BapraOenbHbIi HEKITaCCHOUINPYEMbIH UMMYHOIC(OUIIUT U CHIKECHHE
KOHIEHTPAI[A IMMYHOTJIOOYJINHOB.

%) Peakius «TpaHCIUIaHTaT IpoTHB Xo3suHa» (PTIIX) Brmowaer PTIIX, PTIIX B skenymo4Ho-KumedHoM TpakTe, PTIIX
B KOXe.

Y Tunoans6yMUHEMHS BKJIHOYAET CHUKEHHE KOHIEHTPALMK allbOyMHHA B KPOBH, THII0AIb0YMUHEMHUIO.

5) TUnepyprKeMHs BKIIFOYAET MOBBINIEHUE KOHIIEHTPAIIWM MOYEBOH KHMCJIOThI B KPOBH U THIIEPYPHKEMHIO.

% T'umepdocdaTeMus BKIIOYAET IOBBINIEHNE KOHIEHTpamuy (oc(opa B KPOBU H THIEPPOCHATEMHIO.

) T'uneppeppUTHHEMHS BKIFOUAET rUTIEP(PEPPUTUHEMHIO, TOBBIIIEHHE KOHIEHTPAIMH ()EPPUTHHA B CHIBOPOTKE KPOBH.
® Jlenupuii BKIIOYAET KUTAIMIO, JEIUPHil, TALTIOUWHALMIO, 3PUTENBHBIA Ta/UTIONMHO3, Pa3lApaXUTENBHOCTh |
HEYCUITYUBOCTb.

%) PaccTpoiicTBa CHA BKJIIOYAIOT OECCOHHMILY, KOIIMAphl U PACCTPOHCTBO CHA.

10 Toji0BHas GOJIb BKIIKOYAET FOJIOBHYO GOJIb M MUTPEHb.

) JHuedanonarus BKIIOYAET aBTOMATU3M, KOTHUTHBHOE HAPYILIEHUE, COCTOSHUE CITYTAHHOCTH CO3HAHMS, CHUIKEHUE
YPOBHS CO3HAHUsI, HApYLIEHHE BHUMaHHUs, SHIe(AIONaTHIO, JIETAPTHI0, HAPYIICHHE MaMsITH, U3MEHEHHUS TICHXUYECKOTO
COCTOSIHUS, METa0ONMYECKYyI0 3HIEe(aJonaTuio, COMHOJEHTHOCTh M IATOJIOTMYECKOE MbIIUIEHHE. DHuedanonaTus
SIBJIAETCS. JIOMMHMPYIOIIEH XapaKTEpPUCTUKON CUHApPOMA HEUPOTOKCUYHOCTH, acCOLMMPOBAHHONM € HMMMYHHBIMU
3¢ GEKTOPHBIMH KIETKAMH, HAPSLy C APYTHMH CHMIITOMaMH.

12) T0n0BOKpYXEHHUE BKIIOYAET IOJIOBOKPYIKEHHUE, TIPE-CHHKOIIE U CUHKOIIE.

13 Tlepugepuueckas HEHPOIATHS BKITKOUAET JIU3ECTEUIO, THIIEPECTEIHIO, TUNIECTE3HIO, MEPU(EPHUECKYIO HEHPOTIATHIO,
NApECTE3MIO M EPUPEPHUECKYIO CEHCOPHYHO HEHPOTIATHIO.

19 TpeMOp BKIIIOYAET AMCKUHEUIO U TPEMOP.

15 Hapy1ieHue aBuraTenbHol GpyHKIUH BKITHOYAET MBIILIEYHBIE CIA3Mbl, OJEPTMBAHUE MBILIL, MHOKIIOHYC U MHOTIATHIO.
19 TIpucTyn BKJIFOYAET TeHEPATH30BAHHbIC TOHUKO-KJIOHUIECKHE TIPUIIAIKM, TIPUCTYII M SIIMIEHTHYECKUH CTaTyC.

1) Hapyuienus peun BKIIOYAKOT aasuio, AM3apTPHIO M HAPYIIEHHS PEYHN.

13 Heppanrus BKIIOYAET HEBPAITHIO U HIIHAITHIO.
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) ATaKcns BRIIOHACT aTakCHIO H AMCMETPHIO. (NOCNEAOBATENBHOCTE 0021)

L

20) PaccTpoMCTBO 3peHHs BKIIIOYAET IIOMYTHEHHE B T10JI€ 3P CHUS-PacCTPOIiCTRO-ZPEHIS

21) Taxukap/us BKJIIOYAET CUHYCOBYIO TaXMKAP/IHIO, CYIIPABEHTPUKYJIAPHYIO TaXUKAP/IMIO, TAXUKAPIMIO.

22) CepneuHasi HEJIOCTATOYHOCTh BKJIIOYAET CEPAEYHYI0 HEIOCTATOYHOCTh, 3aCTOHHYKO CEPJEYHYI0 HEJOCTATOYHOCTD,
JUC(HYHKIUIO JIEBOTO JKENTyI04YKa U TUC(YHKINIO TPABOTO KEITyI0UKa.

23 KpoBOM3IMAHUE BKJIHOYAET TAKME MPOSBJIEHHS KaK KPOBOM3IMSHHE B 3aJHUH IIPOXOJ, KPOBSIHHUCTHIE Iy3bIPBKH,
HaJlM4¥e KPOBM B MO4Ye, KPOBOHM3JIMSHHE B MeCTE€ YCTAaHOBKM KaTeTepa, BHYTPUMO3TOBOE KpPOBOU3JIMSHUE,
KpPOBOU3NIMSHHE B (MJIM MOJ) KOHBIOHKTHBY, YIIHO, IUCTHT T€MOPParnyecKuii, AMCCEMUHUPOBAHHOE BHYTPUCOCYANCTOE
CBEpTHIBAHUE KPOBH, KPOBOTEUECHHUE U3 TyOJICHAIBHOM S3BbI, DKXUMO3, SIIUCTAKCHUC, YIINO TJ1a3a, KeJlyJOYHO-KUILIEUHOEe
KPOBOTEUCHHE, KPOBOTOUMBOCTh JIECEH, TeMapTpo3, TeMaTeMe3UC, reMaToXe3uio, reMaToMy, reMaTypuro, TeMONTH3HC,
OOMIIPHOE MEHCTpyalbHOE KpPOBOTEYEHHE, I€MaToMy B MECTE HHBECKINH, MEXMEHCTPyalbHBIE KPOBOTCUCHHS,
KPOBOU3/IMSHHUE B TOJICTYIO KHIIKY, KDOBOM3IHSIHHUE B T'y0Oy, MEJIECHY, KDOBOTEUEHHE B TOJIOCTh PTA, KPOBOU3IHSHHE B
CIIM3UCTBIE OOOJIOYKH, KPOBSHHUCTBIC ITy3BIPHKH POTOBOM IIOJIOCTH, NMEPHOPOUTANBHYIO T'€éMaToMy, NMEPUTOHEAIBHYIO
reMaToMy, IIETEXHH, TTIOTOYHOE KPOBOTEUCHHE, TTOCIIETIPOIIEYPHOE KPOBOTEUCHHNE, JIETOTHOE KPOBOM3IHSIHUE, ITyPITypy,
PEKTaIbHOE KPOBOTEYEHHE, KPOBOMZIHMSHHE B CETYATKy IVa3a, KPOBOM3IHMAHHE B OOIACTH CTOMBI, HOAKOXXHYIO
remMaTomMy, CyOmypasJbHYyI0 TeMaToMy, CyOQypaibHOE KPOBOTEUECHHE, KPOBOM3IMSHHE B JIYHKY 3y0a, TpaxeaiabHOE
KpPOBOTEUCHHE, T'eMaTOMYy BCIIEACTBUE TPaBMBI, KPOBOTOYAIIYIO OIyXOJIb, KPOBOTCUEHHE H3 BEPXHHUX OTJIEIOB
JKeITy TOYHO-KUIIEYHOT 0 TPaKTa U BarHHAJIbHOE KPOBOTEUEHUE.

29 T'MNOTEH3Hs BKIIOYAET TUMIOTEH3UIO U OPTOCTATUYECKYH THIIOTEH3HIO.
25 TpoM003 BKIFOYAeT TpoMbO3 IIIyOOKUX BEH, SMOOJHIO, JIETOYHYIO SMOOJIUIO, TpPOMOO03, TpOMOO3 IIOJIOM BEHBI H
BEHO3HBI TPOMOO3.

26) Kamrenb BKIIOYAET KAIIENb, MPOJYKTHBHBINA KAIENb W KAIIENb, BHI3BAHHBIN TATOJIOTHEH BEPXHUX JIBIXATENBHBIX
My TEH.

20 OpplKa BKIIKOYAET OCTPYIO JBIXATENbHYH HEJOCTATOYHOCT, OJIBINIKY, OJIBILIKY HANpPSKEHHs, PECMPaTOPHbI
JUCTPECC U JbIXaTeIbHYI0 HEIOCTaATOYHOCTb.

28) Bonb B poTornotke (opoapuHreanbHas) BKIIOYAET OOJIb BO PTY U GOJIb B POTOTIIOTKE.

2 OTex NETKUX BKITKOYAET OCTPBIA OTEK JIETKUX M OTEK JIETKHUX.

39 Bonpb B JKMBOTE BKIIIOYAeT a0JOMHUHANBHEIN JUCKOM(OPT, 60JIb B )KMBOTE, 60JIb B HIDKHHX OTHENAX KUBOTA, OOIb B
BEPXHUX OT/EIaX JKUBOTA H KEITyTOUHO-KUIICYHYIO OOITh.

3 Cpimb BKIIOYAET JEPMATHT, aKHE(OPMHBIH AEPMATHT, KOHTAKTHBIA IEPMATHT, CHIIb, MaKyJONAIyJIE3HYIO CHIIb,
TMAITYJIE3HYIO CHINb U 3y ISy CHIIb.

32) CkesneTHO-MBbIIIeUHAs 00JIb BKJIIOYAET OOJb B CIIUHE, 6OIb B KOCTAX, 00Ib B GOKY, CKEJIETHO-MBILIIEUHYIO GOIb B
IPYIHOMN KJIETKE, CKEJIETHO-MBIIIEYHYIO 00J1b, 00JIb B 111ee, 00JIb B TPY/AN HEKApAHAIbHOTO IPOUCXOXKICHUSL.

33 Octpoe MoBpeskIeHHE MOYEK BKJIOYAET OCTPOE MOBPEXKIEHUE T10YEK, aHYPHIO, a30TEMHIO, OTKIOHEHHE OT HOPMBI
KOHIIGHTPAI[NN KpeaTHHWHA B KPOBH, MOBBIIMIEHHE KOHIEHTPAIMM KPEaTHHWHA B KPOBH, IOBBIIICHHE KOHIICHTPALUU
MOYEBUHBI B KPOBH, IIOUYEYHYIO HEJJOCTATOYHOCTh, AUCPYHKIIMIO TIOUEUHBIX KaHAJIbLIEB M HEKPO3 MOYEHHBIX KaHAJIbIIEB.
%) YcTanocTs BKIIIOYAET YCTAI0CTh U HEJIOMOTaHHE.

35 OTek BKIIOYAET OTEK JIUIA, 3a[E€PKKY KMAKOCTH B OPraHU3ME, PACIIPOCTPAHEHHEIH OTEK, THIIEPBOJIEMUIO, JTOKAILHEIN
OTeK, IepuepUIeCKUil OTEK, MEPUOPOUTANEHBINA OTEK U MepH(EepHIECKYI0 OTETHOCTb.

39 Bonb BKJIIOYAET 6OIb M 60Ib B KOHEYHOCTH.

37) [ToBBINIEHHE AKTUBHOCTH MEYEHOYHBIX ()EPMEHTOB BKIIOYAET IoBhImIeHHE akTuBHOCTH AJIT, ACT, moBbleHHE
AKTUBHOCTH MICNIOYHOH (ochaTassl B KPOBH, NOBBHIIICHHE AKTHBHOCTH II€YCHOYHBIX (EPMEHTOB, ITOBBIIICHHE
AKTUBHOCTH TPaHCaAMHHA3.

* YacToTa OCHOBaHa Ha JAa0OPAaTOPHBIX MAAaHHBIX. [laIMEHTHI YYWUTHIBAIOTCS TONBKO JUIS HAWUXYALIEH CTEICHH,
HaOJII01aeMOH 1oCIe NCXOAHOTO YPOBHSI.

** CoxpamenHo ICANS. CuMITOMBI WM IPU3HAKH MOTYT IIPOTPECCHPOBATh M MOTYT BKIIOUYATh ada3uio, H3MECHEHNE
YPOBHSI CO3HAHUS, HAPYIICHNS KOTHUTUBHBIX HaBBIKOB, MOTOPHYIO CI1a00CTh, CyJJOPOTH, OTEK TOJIOBHOTO MO3Ta.

Onuncanue OTACIBHBIX HEXCIIATCIbHBIX DeaKHI/Iﬁ

CBI]
B knuHMYECKMX HMCCIENOBaHUSIX Yy JETEH W MOJOJBIX B3POCHBIX ManueHToB ¢ B-knerounbim OJIJI
(N=212) CBII 6bu1 otmeueH y 75% mnarmuentoB (37% co crenensto 3 wiu 4; 0,5% (1 manueHT)
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HAOITIONIAJICS JIETANBHBIH HCXOJT). (NOCNENOBATENBHOCTE 0021)

L L

B nponoimkaromemest kinnHnyeckom ucciienopanuu y naumeHToB ¢ JABKKJI(N=115) CBLl opu1 oTmMeuen
y 57% nauuentoB (23% co cTenenbto 3 win 4).

B nmponomkaroniemMcsi KITMHUYECKOM uccnenoBannu y nanueHto ¢ @JI (N=97) CBIL] 6bu1 oTMeueH y
50% nanuenToB. He 6bu10 coobmenuii o CBII co crenenpro Tshkectn 3 niu 4.

st ouenku crenenu Tsoxectd CBL y aeteit u Mmonoabix B3pocibix nanueHToB ¢ B-kinerounsiv OJIJI u
y mnaruentoB ¢ JIBKKJI wucnones3oBanu mkamy Penn: cremens 1: jerkue peakiuu, TpeOyromue
MOJIJICPKUBAIOIIEH Teparuu; CTEICHb 2: YMEPCHHbBIE PEaKkIuu, TPeOYyIIne BHYTPHUBECHHON TEpaIvy;
CTEMEHb 3: TSHKEJbIE peaKIiu, TPeOyIole MPUMEHEHHUS Ba30IIPECCOPHBIX CPEACTB B HUZKOU J103€ WU
BCIIOMOTATENIbHON KHCIOPOJHON Tepamnuu;, CTENeHb 4: YrpoKarollue >KU3HH PEakiuu, TpeOyromme
MIPUMEHEHHUS Ba30IIPECCOPHBIX CPEACTB B BHICOKOM J103€ WM UHTYOAIMH; CTENIEHb 5: CMEPTh.

st ouenku crenienu TsxecTy CBL B uccnenoanuu no nosoay ®JI ucnonb3zoBanu mkany Lee: crenenn
1: nerkue oOmme peakuuu, TpeOyIOIIMe TMOACPKUBAIOIICH Tepanuu; CTENeHb 2: CHMITOMBI,
TpeOyromue yYMEpEeHHBIX BMEMIATEeNIbCTB, TAKUX KaK HU3KOMOTOYHAs KHUCIOPOJHAs Tepamnus WK
MIPUMEHEHHUE Ba30IMPECCOPHBIX CPEJICTB B HU3KOW J03€; CTENeHb 3: CHUMIOTOMBI, TpeOyroriue
arpeCcCUBHBIX BMEIIATEIbCTB, TAKUX KAK BBICOKOIIOTOYHAS KHCJIOPOJHAs TEPANMs WM IIPUMEHEHUE
Ba30IIPECCOPHBIX CPENICTB B BBHICOKOW J03€; CTENEeHb 4: yrpoKaroulie >KU3HU CUMITOMBI, TpeOyroIiue
UHTYOalluu; CTETIEHb 5: CMEPTh.

Aunroput™m knrHuYeckoro Beaenus CBII npencrasnen B pasaene 4.4.

Unghexyuu u gpebpunvhas neimponenus

VY 36% nanuentoB ¢ B-xierounsim OJIJI nocie nHby3un npenapara Kumpas oTMeqainch TsKEINbIe
UHGEKIUK (CTETICHHU 3 WITH BBIIIE), KOTOPBIE MOT'YT IIPEACTABIISATh YIPO3Y JUIS )KU3HHU WIIN 3aKaHYMBATHCS
neTajabHbIM ucxonoM. OOIas yacToTa BOSHUKHOBEHHS (Bce crernieHn) coctaBuia 70% (HeyTOYHEHHbBIE
— 55%, Bupycubie — 31%, Oakrepuanbubie — 24% u rpudkoBsie — 12%) (cm. pazgen 4.4). YV 41%
MAIMEHTOB B T€UCHHE 8 Heelb mocie nH(y3uu npenapara Kumpas Bo3HUKIA HHPEKIUS KaKOTO-TH00
THIIA.

VY 34% nanuentos ¢ JIBKKJI otmeuanuce Tskenbie MHGEKIUH (CTENEeH! 3 U BBIIIE), KOTOPBIE MOTYT
MPEJCTaBIATh yrpo3y Ul KU3HM WM 3aKaHYMBAThCA JIeTalbHBIM HcxojoM. OOmias dvacroTa
BO3HUKHOBEHHUS (Bce creneHu) coctaBuina 58% (HeyrouHeHHble — 48%, Oakrepuanbhbie — 15%,
rpubkoBeie — 11% u BupycuHsle — 11%) (cm. pasgen 4.4). YV 37% nanueHToB B TeUeHHE § HENENb
BO3HUKJIa HHPEKIUS KaKoro-JIn0o THa.

VY 16% mnanuentoB ¢ @JI ormeuanuch Tsokenble uHpekuuu (crenenu 3 unu 4). OOwmas vacroTa
BO3HUKHOBEHHUs1 (Bce creneHu) coctaBuwia 50% (HeyTouHeHHble — 36%, BupycHole — 17%,
OakTepuanbHbie — 6% U rpubKoBBIe — 2%) (cM. pazaen 4.4). ¥V 19% naiueHToB B TeueHUE 8 HENEIb
BO3HUKJIa HHPEKIUS KaKoro-JIn0o THa.

Tsoxenass ¢ebpunbHas HeWTponenus (crenenu 3 unu 4) HaOmromanack y 26% neredl M MOJOIBIX
B3pociibIX nanueHToB ¢ B-knetounsiM OJIJL, y 17% nanuentos ¢ AIBKKIJI u y 12% nanuenros ¢ ®JI.
Jlnst neuenust heOpuIbHOM HEUTpOTIEHUH 10 U TTociie nH(y3uu npemapara Kumpast cm. pazaen 4.4.

Jnumenvnas yumonenus
[IpeamecTByromas XuMuoTepanus 1 Tepanus npernaparom Knmpas o4eHb 4acTo IPUBOJIAT K Pa3BUTHIO
LIUTOIICHUHU.

VY Bcex mered W MOJOJBIX B3pOCHBIX MarueHToB ¢ B-knetounbim OJIJI B kKakoil-TO MOMEHT IOCIE

uH(py3un npemnapata Kumpas ormeuanack nuronenus crenenu 3 win 4. [lutonenuto crenenu 3 wiu 4,

HE pa3pemmBIIyIOCcs K THIO 28 mocne uHby3un npenapara Kumpas, ycTaHaBIWBadd Ha OCHOBAaHHUH
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JTAHHBIX J1a0OPaTOPHBIX HCCIAEAOBAHHUM, BKIIOYABIIAX CHprHHQq | KQNAHeErRp [JleikownTen)(50%5),
Heiirpoduios (56%), mumbpountos (43%), TpomOO
remoryiobuna (11%).

VY Bcex B3pocnbix narnuentoB ¢ JIBKKJI B kakoii-ro MmomeHT mocie uH(py3uu npenapata Kumpas
oTMeyvanach HuTornenus crenenu 3 win 4. llutonenuto crenenu 3 uiu 4, He pa3pelIUBIIYIOCA K THIO 28,
YCTaHABJIMBAJIM Ha OCHOBAHWUHU JaHHBIX JaOOpPATOPHBIX HCCIEIOBAaHWN, BKJIIOYABIIMX CHIDKEHHOE
KoanuecTBO TpoMOonuToB (39%), mumdbonutos (29%), neiitpodunos (25%), neiikonutos (21%), a
TaKXe CHIDKCHHYIO KOHIIEHTpaluio remorioouna (14%).

Y 99% B3pocnbix narueHToB ¢ GJI B kakoil-To MOMEHT nociie uHQy3uu npenapara Kumpas ormeudanach
uuronenus creneHu 3 win 4. luronenuto crenenn 3 unu 4, HE pa3pelIUMBIIYIOCS K JHIO 28,
YCTaHABIIMBAJIM Ha OCHOBAHHM JIAaHHBIX JIaOOPATOPHBIX HCCIEAOBAHUN, BKIIOYABIIMX CHUXEHHOE
KkoraecTBO JuMponuToB (23%), TpomboumToB (17%), Helitpodunos (16%), neiikorutos (13%), a
TaK)Ke CHIDKEHHYIO KOHIIEHTpaIuio remoriaoouHa (3%).

Heeponozuueckue nescenamenvhvie peakyuu
BosibIIMHCTBO HEMPOTOKCUYECKUX SBJICHUNM BO3HUKAIM B T€UEHHE 8 Heleb Nociae UH(Y3UU U HOCHIIU
MIPEXOAIIUN XapaKTep.

VYV 32% nereil 1 MonOIBIX B3pOCbIX HanueHToB ¢ B-kierounsiM OJIJI B Teuenue 8 Hemenb mociie
nHy3nn npenapata KumMpas oTMedanuch cepbe3HbIE HEBPOJIOTMYECKHE HEXKeNaTeNbHBIC pPEeaKiu,
BKJIFOUAs MposiBiieHus sHIedanonatuu u (nim) aeaupust (y 10% — crenenu 3 wiun 4). Y 20% nanueHToB
c JABKKIJI B Teuenue 8 Henmenb nocne uHQy3uum mnpenapata Kumpas oTmedanuch NpOsBICHUS
sHiedanonatuu u (win) genupus (y 11% — crenenn 3 umm 4). YV 9% nanuento ¢ @JI B Teuenue 8§
Hezenb nocie nHdy3un npemnapara Kumpas orMedaivch nposiBIeHUS SHIIe(aaonaTud U (HiTi) JeITUpUs
(y 1% — crenenu 3 unu 4). Cpean HEBPOJOTHYECKUX HEXKENATeIbHBIX peakiuil y manueHToB ¢ OJI
CHHJIPOM HEWPOTOKCHYHOCTH, aCCOUMUPOBAHHON ¢ MMMYyHHBIMH 3¢ dexkropasiMu kiaetkamu (ICANS)
otmeyancs y 4% naruenTos (y 1% — crenenu 3 unu 4). Bee cinyyan ICANS 6bu1M OTMEUEHBI B T€UEHHE
8 Hezenp nocne HQPy3uu npenapara Kumpas.

T'unocammazcnodyrunemus

['mmorammarnoOynuHemMust orMedanach y 49% nanueHToB, MOJyYrBIINX Tepanuio npenaparomM Kumpas
s peunauBupyomero wim pedpakreproro OJUJI, y 17% mnanueHToB ¢ perUaAMBUPYIOUIEH WM
pedpaxreproit JIBKKJI u y 17% nanuenrtoB ¢ penuausupytouieit uinu peppaxrepuoit OJI.

Y OepeMeHHBIX  JKEHIIMH,  NOody4yMBIIMX  mpemapar  Kumpas, MOXET  BO3HHUKATH
rUIoraMmario0yauHemMus. Y HOBOPOXKIAEHHBIX, MaTepH KOTOPBIX Mosty4ainy npenapat Kumpas, cienyer
OIpeIeNIUTh KOHLEHTPAIIM1 UMMYHOTJIO0YJINHOB.

Hmmynozennocmo

B KIMHMYECKHMX HCCIIEOBaHUAX T'yMOPAJIbHYIO MMMYHOTE€HHOCTb THCAr€HJICKJIECHIENa OLEHUBAIH,
u3Mepsis KOHLIEHTpaluo aHTuTel npotus MeluHOro CAR19 (anti-mCAR19) B cbiBOpoTKE 710 M ITOCTIE
BBEJICHUS MpenapaTa. Y 60onbIIMHCTBa naiueHToB aHTU-mCAR 19 anTuTena Opiii 00Hapy>KeHBI ele 10
BBesleHus mpernapara — y 84,0% nereit u monozasix B3pocibix manuentoB ¢ OJUJI (B2202, B2205J,
B2001X), y 93,9% B3pocnbix manuentoB ¢ JABKKIJI (C2201) u y 66,0% B3pocnbix manuentoB ¢ OJI
(E2202).

Wunynuposannsie Tepanueii anTu-mCAR19 anturena Obin oOHapysxeHsl y 40,5% neteit 1 MOJIOABIX
B3pocasix nanuentoB ¢ OJUJI (B2202), y 8,7% B3pocasix nanuentoB ¢ JIBKKII u y 28,7% B3pocibix
nanueHTos ¢ @JI. Hu panee cymecTByromue, HU HHAYLIUPOBAHHbBIE TEPANUEN aHTUTEIA HE BIUSUIM Ha
KJIMHUYECKHI OTBET, a TakKe Ha SKCIAHCUI0O M NEPCUCTEHIUIO THcareHiekieinnena. Her Hukakux
JAHHBIX O TOM, YTO HAJIMUUE paHEE CYLIECTBYIOLIMX MM MHAYLHMPOBAHHBIX Tepanuel aHTU-mCAR19
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aHTHUTEN BIUET Ha 6€30MacHOCTh Wi 3 derTuBHOCT npenaparaKuMpast L ATENEHOCTE 0021)

T-KkJIeTOYHBIN UMMYHHBIN OTBET HE HAOIIOJAJICS HH Y JIETEH W MOJIOJBIX B3POCIBIX MAIUEHTOB C B-
kieroudbiM OJIJI, HU y B3pOCHBIX MAMEHTOB ¢ penuauBupyomei niu pedpakrepuon JIBKKII, Hu y
B3POCIBIX NTAaUEeHTOB ¢ DJI.

C€TH

be3onacHocTh THCareHiekiennena y 1ereil B Bo3pacte OT 3 JIET U CTapllie ¢ pelUAUBUPYIOIIMM WU
pedpakrepubiM B-kinetounsim OJIJI Op11a onieHena y 212 narmueHToB B 6a30BoM uccienoBannu B2202
W BCIIOMOTATeIbHBIX HccaenoBanusax B2205J u B2001X, B KOTOpBIX OOJBIIMHCTBO NAUeHTOB (81%)
o Mutanme 18 ser (65/79 B B2202, 54/64 8 B2205J u 52/69 B B2001X). YacroTa, TN U TSKECTh
HEXKEIIATeIbHBIX PEAKINi y JIeTe OoTpaxkeHsl B mojpasnaene «Pesrome mpodumns 6e30macHOCTH» U B
Tabymmne 1 BeIIE.

beszomnacHocTh mpUMEHEHUsT TUCATCHIICKIICHIIeNa y BCeX JIeTell B Bo3pacTe J0 3 JieT Oblia OIICHECHA B
HaOmonaTenbHOM HccienoBanun B2401 (n=43), roe oOumuii ombIT 0O€30MAaCHOCTH TPHUMEHEHUS
THUCarcHJCKJICHIIela B IICJIOM  COOTBETCTBOBAJI  HM3BECTHOMY  mpodmio  0e30macHOCTH
THCareHJIeKIeHIIeNa.

HOCTDCFHCTD&HHOHHLIﬁ OIBIT IIPUMCHCHU A

Crnenyromue HeXeNaTeNIbHbIE PEAaKUMM IOJIY4YEHBI BO BpEMS IMOCTPErMCTPALMOHHOIO INPUMEHEHUS
npenapata Kumpas B BUJE CHOHTAHHBIX COOOIIEHMH, U3 JUTEPATYpPHBIX HCTOYHUKOB, MPOTPAMM
pacIIMPEHHOr0 AOCTYIA U APYTUX HEPETUCTPALIMOHHBIX KIMHUYECKUX HCCIeN0BaHui. BBuay Toro, uro
O JIaHHBIX HEXeNaTeJIbHBIX PEAKIHUSAX COOOLIANOCh CIHOHTAHHO OT IMOIYJIALWHA HEYCTaHOBJIECHHOIO
pazMepa, HE BCErJa IPEICTaBISIETCS BO3MOXKHBIM HAJI€KHO OLIEHUTb MX YacTOTy WIM YCTaHOBUTH
IIPUYMHHYIO CBA3b C IPUMEHEHUEM THCAT CHIICKIICHIIENA.

YacToTa HEeM3BECTHA: aHa(bI/IJ'IaKTI/I‘{eCKI/IC pe€aKuuu, HeﬁpOTOKCI/I‘IHOCTb.

Coo011eHne 0 MOI03PEBAEMBIX HEXKEIATEIBHBIX PEAKIIHIX

Baxwno COO6H.I3.TB 0 MOAO3PCBACMBIX HECKCIIATCIIBHBIX PCAKIUAX IMOCJIC PETUCTPpAllUU JICKAPCTBECHHOTO
npemnapara € MOEJIbIO o0OecreueHus HEIIPEPBIBHOTO MOHUTOPUHIA COOTHOIICHHA «II0JIb3a — PHUCK»
JICKApCTBCHHOT'O IIpcIapara. MeauiuHCKUM pa60THI/IKaM PCKOMCHAYCTCA COO6H_IaTB 0 JOOBIX
MMoAO3pPCBACMBIX HECKEIIATCIIbHBIX PCAKIUAX JICKAPCTBCHHOI'O ITpeTiapaTa 4€pe3 HAllUOHAJIbHBIC CUCTCMbI
COO6H_ICHI/I$I 0 HCXKCIIATCIIbHBIX PCAKIUAX IT'OCYyAapCTB — YJIICHOB EBpa3HﬁCKOFO OKOHOMHYCCKOT'O COrO34a.

Poccutickas ®@eoepayus

®denepanpHas ciyx0a mo Haa30py B chepe 31paBoOXpaHeHUs

Anpec: 109012, r. MockBa, CnaBstHCKas IJ1011a1ib, 1. 4, cTp. 1

Tenedon: +7 800 550-99-03

DnekTpoHHas nmodra: npr@roszdravnadzor.gov.ru, pharm@roszdravnadzor.gov.ru

Caiit B UH(GOPMaIMOHHO-TEIIEKOMMYHUKAITMOHHOMN ceTH «HTEepHETY:!
https://www.roszdravnadzor.gov.ru

4.9. Ilepeno3npoBka

He nmpumenunmo.
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5. PAPMAKOJIOTMYECKUE CBOMCTBA (NOCNEAOBATENEHOCTE 0021)

L

COOTBETCTBYET QRCHEFTHOMY QTYETY

5.1. ®apmakoanHamMHuYecKHe CBOCTBA

dapmakoTepaneBTUUYeCKass TIpyINna: IPOTUBOOIYXOJIEBBIE CPEIACTBA; JPYyTHE MPOTUBOOIYXOJIEBBIE
CPEACTBA; MpenapaTsl s POTUBOOITYX0JIEBOM KJIIETOYHON U TEHHOM TEpaIlvi.

Kong ATX: LO1XLO04.

MexaHu3M AelCTBUS

Tucarennexneiiien — 3TO Openapar A ayTOJOTHYHONH HMMMYHOKIJIETOYHOW MPOTHBOOIYXOJIEBOM
TEpanuy, BKIIOYAIOMIEH MEepernporpaMMHUpPOBaHUE COOCTBEHHBIX T-TMMQOIUTOB malMeHTa c
WCIIOIb30BAaHUEM TPAHCTEHA, KOJUPYIOIIEro xuMepHbId aHTHUreHHbld pernentop (CAR) c menbro
OoOHapy>XeHHsI M OJIMMHHALMU KIETOK, sKkcrpeccupytomux CDI19. CAR-peuentop cocrout wus
¢dbparMeHTa MBIIIMHOTO OJHOLENOYEHYHOrO aHTHUTena, pacno3Hatomiero CDI19, koTopsiii ciaut ¢
BHYTPUKJIETOUHBIMHM CUTHAJIbHBIMU JoMeHaMmu u3 4-1BB (CD137) u CD3 zeta. Komnonent CD3 zeta
KPUTHYECKH Ba)XCH JUI 3allyCKa aKTUBAUHU T-TUM(OIMTOB U UX NMPOTUBOOIYXOJIEBOM aKTUBHOCTH, a
KOMITOHEHT 4-1BB yBenuuuBaeT sKCaHCHIO U IEPCUCTEHITUIO TUcareHiekieinena. [locne cBsi3piBanms
¢ kieTkamu, skcnpeccupyromumu CD19, CAR-penentop nepenaet currai, TpedyeMblid A1t SKCIaHCHH
T-mumMpoUMTOB ¥ EPCUCTEHIINM THUCATCHIIEKIIeIena.

Kimmanueckas 3dbdhekTUBHOCTE U 0€30I1aCHOCTD

Ocmputit iumgpoodracmuwiii aetixos (OJ1J1)

bezonacHocte M 3¢ ¢dexkTuBHOCTH Tepanuu mpenaparoMm Kumpas y nereil U MOJOIBIX B3pOCIbIX
MAUEHTOB /0 25 JIeT BKIIOUUTENbHO C PEUAMBUPYIOIIMM WK pedpakTepHbiM B-kierounsiv OJIJI
olieHHBanu B ogHOM 0OazoBoM (B2202, N=79) u aByx nmoareepxaaromux (B2205J, N=64 u B2101J,
N=60) OTKpPBITBIX HEKOHTPOJIHPYEMbIX HccienoBaHusax ¢assl I/Il, B KoTopbIX mpenapar moayduiv B
obmeit cnoxkHocty 203 mamMeHTa. Y BCeX MallMEHTOB HEOOXOIMMBbIE MaTepHalibl ObUIM COOpaHBI C
MTOMOMUIBIO JIEHKoLUTadepes3a u 3aMOPOKEHBI 10 BKIIIOUEHUS B UCCIIEI0BAaHUE UM HA ATAIE BKIIOUEHUS.

bazoBoe nccnenosanue B2202 (ELIANA) — MHOroneHTpoBoe HEKOHTpoaupyemoe uccienoBanue 11
da3pl y nereil W MOJOIBIX B3POCIBIX IMAMEHTOB C PEIHMIUBUPYIONIAM WIN pedpakTepHbIM B-
kierounbiM OJIJI. B uccnenoBanue O6bulM BKIIOYEHBI 97 ManMeHToB, a MHQY3uto npenapara Kumpas
HOJTYy9rITd 79 manueHToB; juis 8 nanuenTos (8%) npemapar KuMpast H3roTOBUTE HE yIaI0Ch; TIPUYHHBI
BBIBEJICHHUsSI M3 MccienoBaHus 10 MHOY3uM npenapata Kumpas Brimrouanu cmeptb (n=7; 7%) win
HexenaTesnbHble sBiIeHUs (n=3; 3%) BO BpeMs OXHMJaHUS NpOU3BOJACTBa mpemnapara Kumpas B
KJIMHUYECKOM MCCIEeOBaHMU. MenuaHa ATUTEIbHOCTH HAOMIOAEHUS B paMKax MCCIel0BaHMS,
OTIpeIeNIIeMOro Kak Bpemsi oT mH(py3un npenapata Kumpas 10 naThl 3aBepiuieHus] HaOIIOACHUS WIIH
BBIOBITHS U3 HETO JI0 1aThl ITpeKpalleHus coOopa TaHHbIX, cocTaBuia 28,5 mecsues (quanazoH: 0,4-65,5).
MenunaHa BpeMeHHU OT WHQY3uH npenapata Kumpas 10 maTel mpekparieHus coopa JaHHBIX COCTaBHIIA
79,4 mecsma (quanasos: 59,7-90,3).

OcHoBHast ucxomHas WHGOpPMAIHS, Kacalomascs BKIOYEHHBIX B HCCICIOBAHUE TMAIEHTOB U
NAIMEeHTOB, NOTYYMBIIUX HH(Y3UI0, IpUBeAeHa B Tabmuie 2. bonpmmHacTBO nanuenTos (69/79, 87%) B
oxxuganuu uHQy3uu npenapata Kumpas nonydanu nepexoanyto tepanuto. 76 u3 79 namuenton (96%),
NOJYYMBIIUX HHOY3HIO Ipenapara Kumpas, Takxke noiaydanu TUMQPOIETNIETUPYIONTYI0 XUMUOTEPAIIHIO
mocjie BKJIFOUEHHS B MICCIIEIOBaHWE W 10 WHQY3UH OJHOKPATHOM 03Bl mpemnapara Kumpas (ycrnoBus
MpoBeeHUs TUMOIETUIETUPYIONIEH XUMHOTEepanu cM. B pasjene 4.2).
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Tabauma 2. HccaenoBanue B2202: Hcxoanasi pHpopMads o- BRIFGHEHHBIM| (HATREHTAM |1

manMeHTaM, MmoJay4IuBIInM I/IH(l)y3I/IlO

Brirouenbt Honyunsiiu nHPpy3HuI0
N=97 N=79
n (%) n (%)
Bo3pact (roasr)
Cpennee 3HAYCHHE (cranmaptHoe | 12 (5,48) 12 (5,38)
otkionenue (CO))
Menuana (MUHUMYM — MaKCUMYyM ) 11 (3-27) 11 (3-24)
Karteropusi Bo3pacra (roasi) — n (%)
<10 ner 40 (41,2) 32 (40,5)
> 10 mer u < 18 ner 40 (41,2) 33 (41,8)
> 18 ner 17 (17,5) 14 (17,7)
Ioua - n (%)
My>K4rHbBI 54 (55,7) 45 (57,0)
Kenmunsl 43 (44,3) 34 (43)
Craryc 3a00.1eBanus — n (%)
[epBuuHO-pedpakTepHOE! 8(8,2) 6 (7,6)
PenuusHOe 3a601eBaHme> 89 (91,8) 73 (92,4)
TpaHcnjaHTanus CTBOJOBBIX KJIETOK B
npourioM — n (%)
0 39 (40,2) 31(39,2)
1 50 (51,5) 42 (53,2)
2 8(8,2) 6 (7,6)
' IlepeuunO-pedpakTepHOE 3a00J€BaHME: OO BKIIOYEHHS B HCCIENOBAHHE Yy IIANMEHTa HE OBLIO
MTOJITBEPKICHO TIOTHON MOP(OIIOTHIECKOH PEMHUCCHH.
2 PGI.[HZ[I/IBHO@ 3a00JIeBaHUE: A0 BKIIIOYUCHHSA B HCCJICAOBAHUC Yy IALlMCHTA OBLI II0 KpaﬁHeﬁ MEpe OAUH
peunuanB.

D¢ (hexkTUBHOCTh yCTaHABIMBAIN Ha OCHOBAaHUM OLICHKH MEPBUYHON KOHEUHOW TOUKH, OOIIEeH YacTOThI
pemuccun (OYP), koTopas BKiIO4YaeT HaWIy4Inid oomuit otBeT B hopme nonHoi pemuccuu (I1P) nnu
MIOJTHOM PEMHCCUU C HETIOJIHBIM BOCCTaHOBJIEHUEM (OpMEHHBIX 31eMeHTOB KpoBu (IIPH) B Teuenue 3
MecAleB mocie MHQY3uH, KaKk OmpeaesieH0 He3aBUCHMMBIM HaOmonatenbHbiM komutetoM (HHK), a
TaKKe BTOPHYHBIX KOHEYHBIX TOYEK, BKJIIOYAs JJIUTENBHOCTh peMuccuu (/IP) u 1omo manueHros,
nocturmux [P wnmm I1PH ¢ MunumanbHOl octarounoi Oonesnbio (MOB) <0,01%, kak ompeneneHo
METOZOM TNPOTOYHOM LUTOMEeTpuHu (HeratuBHbI cratryc MOB). PesynbraTtsl 3(QekTuBHOCTH MO
JTAaHHOMY MCCIIEZIOBaHUIO TMpezcTaBieHbl B Tabmuie 3. Bo Bcex moarpynmax OYP Obuta mpumepHo
onuHakoBoil. Bocemu marnmentam (10,1%), y xotopsix Obuia pocturnyrta IIP/ITPH mocne uHdy3un
npenapaTta Kumpas, B ¢pasze pemuccuu Obuta mpoBeeHa TpaHCIIAHTAIUS T€eMOIOATHYECKUX CTBOJIOBBIX
KJIETOK; U3 HUX 6 manueHtaMm (7,6%) TpaHCIulaHTanus Oblja MpoBeJeHa B IepBble 6 MeCsIeB Mocie
uady3un (B ¢aze pemuccun). MHby3uo mpenapara Kumpas npoBoauwian B KBATH(PHUIIUPOBAHHOM
MEIULUHCKOM YUPEXJACHUH KaK TOCTIUTAIM3UPOBAHHBIM, TaK U aMOyJIaTOPHBIM MallUEHTaM.
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Tabauna 3. Hccaenosanue B2202: pesyabrarh] oneHkH [IQGEKTHBHOCTHEY |ASTEH M MOTOIBIX
B3pPOCJIBIX MAIHEHTOB €  PelUIAHUBHPYIOLI )
aumdodaacTHbIM Jelikozom (OJ1JI)

IMepBUYHAs KOHEYHAsI TOYKA BruiroueHHbIe IManueHTsl,
NAIHEHTHI NOJTy4YHBIINE
N=97 HHY3HUI0
N=79
Oo6mas yacrora pemuccuu (OYP)'2, n (%) 65 (67,0) 65 (82,3)
95% A1 (56,7, 76,2) (72,1, 90,0)
p<0,0001 p<0,0001
TIP3, n (%) 49 (50,5) 49 (62,0)
[IPu*, n (%) 16 (16,5) 16 (20,3)
KiwueBasi BTopuyHasi KOHeYHasi TOUYKA N=97 N=79
[P umu I[P ¢ MOBb-HeratuBHbIM KOCTHBIM | 64 (66,0) 64 (81,0)
mozrom™, n (%) (55,7, 75.3) (70,6, 89,0)
95% N p<0,0001 p<0,0001
Juureabnocts pemuccun (JAP)’ N=66 N=66
beccoObrTuitnas BepositHocTh (%) uepes 12|67.4 67,4
MECSIICB
beccoOwitnitnass BepositHocTh (%) uepe3 30 (56,2 56,2
MeCSIICB
Menuana (mecsibl) (95% JAN) 46,8 (17,8, HI1O%) 46,8 (17,8, HIT1O)
Jlpyrasi BTOpM4Hasi KOHEYHAasl TOYKA N=97 N=79
O6uas BebkuBaeMocTh (OB)®
BepositHocts  BhDkMBaHuS (%) uyepe3 36|52.8 63,5
Mecsa
Menuana (mecsitbl) (95% JIN) 47,9 (19,4, HI1O) He JIOCTUTHYTa
(45,6, HITO)

TpeOyercs, 4TOOBI cTaTyC pEMHUCCHU COXPAHSJICS B TEUCHHE MUHUMYM 28 THEH B OTCYTCTBHE KIMHUYECKHX
MPU3HAKOB PEUANBA.

HomunansHOE OHOCTOPOHHEE TOYHOE p-3Hau€HHE, OCHOBaHHOE Ha HyleBod rumotese Ho (OUP <20%)
MPOTHUB anbTepHaTHBHOI rumnote3sl Hy (OYP >20%).

I1P (monmHyI0 PEeMHCCHIO) ONpeneNsaiN KaK CcoAep)kaHue OJIacTOB B KOCTHOM Mo3sre < 5%, comeprkaHue
6mactoB B KkpoBH < 1%, OTCyTCTBHE MIPHU3HAKOB OJKCTPaMEAyJUIAPHOTO 3a00JeBaHMS U IOJIHOE
BOCCTaHOBJIGHHE (OPMEHHBIX DJJIEMEHTOB B mepUdepudeckodl KpoBU (KOJMYECTBO TPOMOOLMUTOB
> 100 000/mx1 u abcomrotHOe KonmuecTBo HelTpodmioB [AKH] >1000/mkin) B 0TCYyTCTBHE IIEepeIUBaHUS
KPOBH.

[TPH (OTHYIO PEMHUCCHIO C HETIOJIHBIM BOCCTAHOBJICHHEM (DOPMEHHBIX 3JIEMEHTOB KPOBH) OTIPEACIISIIN KaK
coJiepkaHue 0J1acTOB B KOCTHOM Mo3re < 5%, copepxanue 611actoB B KpoBu <1%, OTCYyTCTBHE IPH3HAKOB
9KCTpaMeayJUIIPHOro 3a00JIeBaHUsI PU OTCYTCTBHHU IIOJHOTO BOCCTaHOBJICHUSI (POPMEHHBIX 3JIEMEHTOB
nepudeprnieckoil KpoBH, ¢ IIepeIMBaHUEM KPOBU MIIM 0€3 TaKOBOTO.

HeratuBnsiii ctatyc MOB (MUHUManbHOW OCTaTOYHON 00JIE3HHM) ompeaesuin kak ypoBeHb MOB < 0,01%
(10 TaHHBIM MPOTOYHON IUTOMETPHH).

HomunansHOE 0THOCTOPOHHEE TOYHOE P-3HAYCHHE, OCHOBAaHHOE Ha HyneBo rumoreze Hy (vactota MOb-
HeraTHUBHOH pemuccun <15%) npotus ansTepHaTHBHON THITOTE3BI Ha (>15%).

JP onpenensinm xak Bpemst oT Hadana [1P wiw [TPH 10 perinBa nim cMEpTH 0T HMEIOIIErocs 3a00JIeBaHus,
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3 Mmecq1a.

OB ompenensiy Kak BpeMs OT JaThl nHY3uH penapaTta Kumpas 10 1atel cMepTH 110 10001 IpUanHe IS
MAIIMEHTOB, MTOYYUBIINX MH(Y3HIO, U KaK BPEMSI OT IaThl BKIFOUCHHS 10 JaThl CMEPTH 10 JIF000H MpHYIHE
JUTS TAIIUEHTOB, BKIFOUYSHHBIX B MCCIICIOBAHNE.

He momnexur onenke

[ToarBepknatomee wuccinenoanue B2205]J (ENSIGN) — MHOromeHTpoBo€ HEKOHTPOJIHUPYEMOE
uccnenoBanre Il ¢aspl y ngereld W MOJOABIX B3pPOCIBIX MAMEHTOB C PEUUAMBHPYIONIUM HWIH
pedpakrepubiM B-kierounsiv OJIJI. DTO mcciaenoBaHue UMENIO CXOAHBIA JTU3alH U MIPUMEPHO TaKYIO
e TOIYJIALUIO BKIIOYCHHBIX MAallMEHTOB, 4TO U 0a3oBoe uccienoBanue B2202. OcHoBHOE pa3nuune
MEXIYy JIByMS HCCIECJOBAHMSIMH COCTOSJIO B  OINPEACTICHUH IEPBUYHONM KOHEYHOM TOUKH
spdextuBHocTr, OYP, kotopyro B uccrnempoBanuu B2205] onennBanu B TeueHHe 6 MECSIEB IMOCIE
nH(}y3un npemnapara Kumpas, a B 6a30BoM HcciieJoBaHUN — B TedeHHUE 3 MecsneB. M3 75 BKITTOUEHHBIX
nanueHToB uHQy3uto npenapara Kumpas nomyunnu 64 nanuenTa; aus 5 nanuentos (6,7%) npenapar
Kumpass u3rotoButh He yaanoch, a 6 manueHtoB (8,0%) ymepinu, He HOXKAABIIUCH W3TOTOBICHUS
npenapata Kumpasi B paMkax KJIMHUYECKOTO HMcciefoBaHusa. MeanaHa JUIMTEIbHOCTH HAOJIOIEHUS B
pamMKax HcCCIeIOBaHUs, OIpenesieMoro Kak BpeMs OT uH(y3uu mpemapata Kumpas 10 gatbl
3aBEpIICHMs] MCCIEOBAHUS WM BBIOBITHS W3 HETO N0 JaThl NPEKpamieHuss cOopa JaHHBIX JUIS
OKOHYATEJIbHOTO aHayu3a, coctaBmwia 12,2 mecsaneB (amama3on: 0,4—49,3). MeaumaHa BpeMEHH OT
nH}y3un npemnapara KuMpast 1o 1aTel npekparieHnus coopa qaHHbIX coctaBuia 31,7 mecsies (anana3oH:
17,6-56,0).

JUid manueHToB, MOTY4YUBIIMX MH(Y3HI0, MeAuaHa Bo3pacta coctaBwia 12,5 ner (namamazon: 3-25);
cpeau 3TUX manueHToB 06110 34 (53,1%) xenmunst 1 30 (46,9%) myxuuH, y 10,9% umenocs nepBU4HO-
pedpakTepHoe 3aboneBanue, a 'y 89,1% — peruauBaoe 3a0oneBanue; y 43,8% mnamnueHToB paHee ObLia
IIPOBE/IeHA 10 KpaifHell Mepe OJJHa TPAHCIUIaHTAlMsI TeMOIIOTHUECKUX CTBOJIOBBIX KJIETOK. B BbIOOpKE
BKJIIOYCHHBIX IMAlMCHTOB MCXOJHBIC XapaKTEPUCTUKH 3a00JEBAHUS CYIIECTBEHHO HE Pa3IHYAINCh Y
NAIMEeHTOB pa3HOro Bo3pacTta (MenuaHna Bozpacta 13,0 ner, quanaszon: 3—25 net) u nona (46,7% xKeHIH
n 53,3% MyXuuH), MAUEHTOB C NEepBUYHO-pedpakTepHbIM 3aboneBanueM (10,7%) u manueHToB,
KOTOPBIM paHee Oblia MpoBejeHa TpaHciulaHTauus (42,7%). BonbIIMHCTBO MAalMEHTOB, MOJTYYHMBIINX
undysuto (57/64, 89,1%), B oxxumanun nHy3uu npenapara Kumpas rnomxyyani nepexoaHy0 Teparuio.
60 u3 64 mnamuentoB (93,8%), momyuuBmMX uHQY3u0 npenapata Kumpas, Takke MDodydanu
TUMQONIETVIETUPYIONIYI0O XUMHUOTEpANHUI0 IMOCHe BKIIOYEHUS B HCCIEAOBaHWE U J10 UHQY3UHU
OJTHOKpATHOH 11036l ipenapaTta Kumpas.

O} heKTHBHOCTh YCTAaHABIMBAIN HA OCHOBAaHUU OIICHKM MEPBHUYHON KoHeuHOU Touku, OYP, xoTtopas
BKJItOUana B ceOs Haumyumuii oomuit orBet B Buje [IP unu [1PH, KoTOophle coXpaHsUCh B TEUEHUE TIO
KpaifHell mepe 28 nHell B TedeHue 6 MmecsueB mnocine uHQy3uu, kak ompeneneHo HHK, a takxe
BTOPUYHBIX KOHEUHBIX TOYEK, BKJIto4as [IP, nomto manuentos, nocturmux [P nnu [TPH ¢ HeraTuBHBIM
crarycom MOb u OB. Cpenu namnuenTtos, nonyuuBuMx uHoysuto, [P win IIPH Bo3Hukmu y 45
nanuentoB (OYP cocraBuna 70,3%; y 59,4% Bosznukna I1P, a y 10,9% — I1P#x). I1IP/TTPu ¢ MOB-
HEraTUBHBIM KOCTHBIM MO3roM Obuta oTMeueHa y 43 marmueHToB (67,2%). Menuana JIP He Oblia
JIOCTUTHYTa, a OeccoObITHHiHAs BEpOSATHOCTH uepe3 12 mecsmeB cocraBmia 70,5%. BeposTHOCTH
BBDKMBaHMs depe3 24 Mecsaua coctaBmia 54,7%, a pacuetHas mennada OB cocraBuna 29,9 Mecsues
(95% HU: 15,1, 42,4). PesynwptaTsl orienku OB ObLTM TOATBEPKIAEHBI TOTIOJHUTEILHBIMU aHATM3aMHU
OB, B KOTOpBIC OBUTM BKIIOYEHBI MAIMEHTHI, IEPEIe/IINe B OTIeIbHOE UCCIeI0BAHUE C ITTUTEIbHBIM
nepuonoM HaOmoaeHus (Meauana OB — 29,9 mecsues [95% JAUW: 15,2, HIIO] ¢ BeposSTHOCTHIO
BBEDKHMBaHMS Uepe3 24 Mecsa, cocTapisitonieit 57,6%; MenuaHa JJIMTeTbHOCTH HAOII0ICHUS HA TIPEIMET
OB cocraBuia 25,9 mecsineB). Cemu nanuentam (10,9%), y kotopsix O0bi1a gocturayta [1P/ITPH mocne
uH(py3uu npemnapata Kumpas, B haze peMUCCHH B X0/I€ UCCIIeIOBaHUs ObLIa MPOBEACHA TPAHCTIAHTAITUS
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reMOIIOTHYECKHUX CTBOJIOBBIX KJIETOK; M3 HUX 5 maumenTam (7)8%6) mpaHompanrpiis OHld TIPQBRASHA B
nepBbie 6 MecsieB nocie nHy3un. CoriacHo ore :
(n=75), OYP cocrauna 60,0% (ITP, 50,7%; I1PH, 9,3%; MOb-HeraTuBHbIN KOCTHBIH MO3T, 57,3%).
OO01mast BBDKUBa€MOCTh B MOMYJISIINH BKIFOUCHHBIX MAIIMEHTOB COOTBETCTBYET JTAHHBIM TSI TOMYJISIIUN
MalUEeHTOB, MOJIYYUBIITUX HH(PY3HUIO.

Ocobble 2pynnvl nayueHmos
Huxkakux pasnuunii B 93p(HeKTHBHOCTH Wik 0€30IaCHOCTH MEX/Ty Pa3HBIMH BO3PACTHBIMHE HOATPYIIIIAMU
BBISIBJICHO HE OBLIO.

Lllayuenmul ¢ akmuenvim neuxozom [[HC

N3 yetpipex nanueHToB ¢ akTUBHBIM Jieliko3oM [THC (to ects [THC-3), BKIIIOUEHHBIX B UCCIIEI0BAaHUE
B2101J, y Tpex Bo3uuk CBIL] (cTenenu 2-4) u npexoasiire HEBpOJIOTHIECKUE HApyIIeHHs (cTeneHu 1-
3), KoTophle paspemmianuch B TedeHue 1-3 mecsaueB mocie uHpy3uu. OOUH MalMeHT ymep OT
MIPOTPECCUPOBAHMS 3a00JIeBaHMsI, a y OCTaIbHBIX 3 manueHToB Bo3Hukia [IP wmu IIPH, u oHu
OCTaBaJIMCh B JKUBBIX yepe3 1,5-2 rona nociae HHPy3uH.

Juggysnas B-kpynnokiemounas aumpoma

bezonacHocTh M 3 GEKTUBHOCTH Tepanuu npenapatoM Kumpas y B3pOCHBIX IalMEHTOB C
petmauBupytomeir win pedpaxrepuoit JIBKKJI, kotopble momyuywid >2 JIUHUA XUMHOTEPAINHH,
BKJIIOYABIIEH PUTYKCHMa® M aHTPALMKIWH, WIH y KOTOPBIX BO3HUK PEIHIHMB IOCIE ayTOJIOTHYHOU
TpaHCIUIAaHTAIMK TeMonodTudeckux cTBOJOBBIX KieTok (TI'CK), omeHuBanu B pamKax OTKpPBITOTO,
6azoBoro, HekoHTposmpyemoro uccienoanus 11 ¢aszer C2201 (JULIET). B uccnenopanmne C2201 He
BKJIIOUAIM TMAalUeHTOB ¢ B-kpymHoknerouHoit numdpomoii, Ooraroit T-kieTkamMu/TUCTHOLUTAMU
(THRLBCL), nepBu4HO# KOXKHOH B-KpymHOKIETOYHOH TMM(BOMOI, TIEPBUYHON MeIHacTUHAIBFHON B-
kpynHokietouyHoit  numpomoit  (PMBCL), EBV-nonoxurensHoit JIBKKJI  moxwunsix, ¢
Tpanchopmanmenr Puxrepa u mumdomoii bepkurra.

WNndyzua npenapara Kumpas Obuia mpoBenena 115 u3 167 BkmoueHHBIX B uccienoBanue C2201
nanueHToB. [IpubnusurensHo 31% nanueHTOB MpeKkpaTHId y4acTUe B HCCIEAOBAHUU 10 MHQPY3UU
npenapara Kumpas. nsa 13 nmanuentoB (8%) mpenapar Kumpas u3rotoButs He ynanoch. K unciy
JPYTUX MPUYMH NPEKpalleHNs yJacTHs B MCCIe0BaHuuU 10 nH(py3uu npenapata Kumpas oTHocHIuch
cmepTh (n=16; 10%), pemeHue Bpaua/mporpeccupoBaHue NepBUYHOro 3aboseBanus (n=16; 10%),
pemenue namuenTa (n=2; 1%), HecoOmtoaenne TpedoBanuii npotokosa (n=1; 1%) w1 HexxenaTeapHbIe
aBneHust (n=4; 2%), KOTOpble BO3HUKIIM, [TOKa MALMEHT 0KUJaJl U3rOoTOBIEHUs mpenapara Kumpas B
pamMKax KIMHUYECKOIo UCClIeJoBaHus. MeauaHa JIUMTENbHOCTH HAOII0eHHs B paMKaX HUCCIIeI0BaHus,
orpeJiesIIeMoro Kak Bpems oT MH(y3uu npenapata Kumpas 1o naThl 3aBepluieHUs] HaOIIOACHUS WIH
BBIOBITHSI U3 HETO JI0 JAaThl IPEKpaIieHus: cobopa TaHHbIX, cocTaBuia 7,7 mecsues (quanason: 0,4-50,0).
Menuana BpeMeHHu oT uHGy3uM npenapata Kumpas 10 naTel npekparieHus: coopa JaHHBIX COCTaBUIIA
74,3 mecsneB (nuanazoH: 58,1-86,6). B HacTosee Bpems UCCIIeI0BaHKE MPOAOTKACTCS.

OcHoBHas UcXo/iHasi MH(POPMaLIKs, KACAIOIIAsACs BKIIOUEHHBIX MALMEHTOB U MAIMEHTOB, MOJTYYHUBIINX
uH(y3ut0, puBeJeHa B Tabnuie 4. Y BceX MalMEHTOB HEOOXOJMMbIE MaTepuanbl ObLIH COOpaHbI C
MIOMOIIIBIO JIeHKoIUTadepe3a 1 3aMOPOKEHBI /10 BKIIOYCHHUS B UCCIICIOBAaHUE WIIM HA 3TAIle BKIIIOYCHMUS.
bonpmuucTBO manmentoB (103/115, 90%) monydanu mepexoHYI0 Tepanuio I CTaOWUIM3alun
3abosneBaHus. TUI U JUIMTENBHOCTD MEPEXOTHON TEpamuy Bpad OMpPEeIisii M0 CBOEMY YCMOTPEHHMIO.
Jlumbonennerupyomyo XxuMuoTepanuio 10 uHGy3un npenapara Kumpas nomyuyamu 107/115
naiuentoB (93%). OJHOKpaTHYIO BHYTpUBEHHYI0 MH(DYy3uio mpenaparta Kumpas (0,6-6,0x10% CAR-
MOJIOKUTEIBHBIX KU3HECTOCOOHBIX T-TUM(OIMTOB) MPOBOIMIN B KBATU(PHUIIMPOBAHHOM MEIUILIUTHCKOM
YUPEXIEHUH KaK TOCTIUTATM3UPOBAHHBIM, TaK U aMOYJIaTOPHBIM MaIlMEHTaM.
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Tabauna 4. Hccaenosanue C2201: ncxognas HHopMAMA M0~ BKIIQOHEHNBIY| (MATReATIM | 1
nanueHTaM, NoJyYUBIIUM HH(}Y3HI0 '

Brirouenbt Honyunsiu nHPpy3HuI0
N=167 N=115
n (%) n (%)
Bo3spacr (roawr)
Cpennee 3HA4YCHHE (cranmapTHOE
OTKJIOHCHHE) 56 (12,9) 54 (13,1)
Meaunana (MUHUMYM — MAKCUMYM) 58 (22-76) 56 (22-76)
Karteropusi Bo3pacra (roasi) — n (%)
<65 ner 120 (71,9) 89 (77.,4)
> 65 ner 47 (28,1) 26 (22,6)
Ioua - n (%)
My>K41HbBI 105 (62,9) 71 (61,7)
JKeHimuHbI 62 (37,1) 44 (38,3)
IIpexmecTByronas TPAHCIIAHTAIUSA
reMONMO3THYECKHUX CTBOJIOBBIX KJIETOK
(TCK) —n (%)
Her 93 (55,7) 59 (51,3)
Ha 74 (44,3) 56 (48,7)
3adoneBanne cragum  III/IV  npm
BKJIIOYEHHH B ucciaeaoBanmne — n (%)
Her 36 (21,6) 27 (23,5)
Ha 131 (78.4) 88 (76,5)
Yucao NnpeaecTBYIMNX JIMHUM
NnpoTuBoonyxoJiesoi Tepanuu — n (%)
1 6 (3,6) 54.3)
2 73 (43,7) 51(44,3)
3 52 (31,1) 36 (31,3)
>4 36 (21,6) 23 (20,0)
Crartyc 3a00s1eBanust — n (%)
PedpakrepHocTs Kk TOCTenHEW ITUHUU
Tepanuu 98 (58,7) 63 (54,8)
Peuugu Ha ¢oHe mnocnenHedt TUHUU
Tepanuu 69 (41,3) 52 (45,2)

OddextuBHOCTh Npenapata KuMmpasi ycTaHaBIMBaiM Ha OCHOBAHHWHM OIEHKH TEPBUYHON KOHEYHOMN
TOYKH, 4acTOThl Hamiyduiero obmero orBera (UOO), koTopslil BkitoyaeT monHbiii orBer (I10) u
gactuyHbeld otBeT (YO), kak ompeneneHo HHK, a taxke BTOpUYHBIX KOHEUYHBIX TOYEK, BKJIIOYAs
mATeNbHOCTh oTBeTa (J10) (Tabmuma 5).
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Tabauna S. Hccaenosanue C2201: pesyabratbl  oueHRH " DO PERTUBHOCHEN (Y TB3POCBIX
NALMEHTOB C pelUIMBUPYIOLIEeH WM pedpakT i i
CHCTEMHOM Tepanuu

Bxiaroyennnie ITanmeHTHI,

NanueHThI NoJIyYMBIIHE

N=167 HHY3UI0
N=115

IlepBuYHAast KOHEYHAs TOYKA' N=147 N=99

Yacrora o6mero orsera (HOO) (ITO+Y0)?, n (%) |54 (36,7) 54 (54,5)

95% AN (28,9, 45,1) (44,2, 64,6)

I10, n (%) 41 (27,9) 41 (41,4)
YO, n (%) 13 (8,8) 13 (13,1)
OtBeT yepe3 3 mecsia N=147 N=99
YOO (%) 40 (27,2) 40 (40,4)
10 (%) 34 (23,1) 34 (34,3)
OtBeT yepe3 6 MecsIeB N=147 N=99
YOO (%) 34 (23,1) 34 (34,3)
I10 (%) 31 (21,1) 31(31,3)
JumureabHocTh oTBeTa (J10)3 N=54 N=54
Menuana (mecsipl) (95% JAN) He nocturnyta (10,0, | He mocturayra (10,0,
HIIO) HIIO?)

BepositHocTh oTcyteTBus penmnuBa (%) uepes 12 |63.,4 63,4

MecsI1IeB

BepositHocTs oTCyTCTBHS peuuauBa (%) yepe3 24 | 60,8 60,8

MecsI1IEeB

BepositHocTh oTCyTCTBHs peuuauBa (%) uepes 36 (60,8 60,8

Mecsia

BepositHocTs oTCyTCTBHS peuuauBa (%) yepe3 54 60,8 60,8

MecsIIeB

Jlpyrue BTOpu4YHbIe KOHEYHbIE TOYKH N=167 N=115

O6as BebkuBaeMocTh (OB)*

BepositHocTh BekuBanus (%) uepes 12 mecsiue (41,0 48,2
BepositHocTh BekuBanus (%) uepes 36 mecsima 29,4 36,6
BepositHocTh BeKuBaHus (%) uepes 60 mecsaues | 25,5 31,7
Menuana (mecsisl) (95% JAN) 8,2 (5,8, 11,7) 11,1 (6,6, 23,9)

1 Ananus HepBH‘lHOﬁ KOHEYHOM TOYKHM ObLI OCHOBaH Ha JAHHBIX BCEX IMAIMCHTOB, AJIsI KOTOPBIX Mperiapar KI/IMpaSI
OBUT M3TOTOBJICH Ha npeanpuaTiHn komnannu «Hoeaptucy B CLIA.

2 YOO — mpoueHT TAlMeHTOB ¢ HamwlydmuMm obmum oteetoM (HOO), Brmouarommm [10 mmm YO, koTopbie
YCTaHOBIIEHBI Ha OCHOBe KpurepueB orBeTa Jlyrano (Cheson 2014); manmeHTOB, He HOIYYHMBIINX HHQY3HIO,
otHOCHIH K Kateropuu «HOO HemsBecTeHn» (TO €CTh CUUTAIHN UX HE OTBETHBIINMH Ha TEPAIHIO).

3 JO onpenensn kak BpeMs oT MoMeHTa gocTwkeHus 10 wnmun YO mo penmamsa mimm cmepta oT JIBKKII (B
3aBUCHUMOCTH OT TOTO, YTO HACTYITUJIO PaHBIIIE).

4 OB ompenensian Kak BpeMsi oT naThl mH(QY3uH npemnapara Kumpas 1o maTel cMepTH 1o Jr000# MpWYHHE IS
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MAIMEeHTOB, Nmoay4YuBmuX uHOYy3uo (N=115), u kak Bpems ot JATEY (BKTOYQHI] AOT ATHE, ¢NICPIH] O Imp‘ﬁqﬁ
MIpUYKHE JJIs1 TAllUeHTOB, BKIIOYEHHBIX B ucciaenoBanug (N=167) ) - )

He noiexut oreHke.

VY 16 u3 41 nanmenTtos, nocturimux 10, mepBoHavYaIbHO B Ka4eCTBE 0OIIETr0 OTBETa 3a001eBaHUs ObLT
nocturayT YO, xoTopslii co BpemeHeM ymyumwics 10 [10; y GonpmuacTBa narueHToB (13/16) takoit
nepexoq YO k I1O cayuduncs B teueHue 6 mecsieB nociie MH(Y3uu TUcareHiekieinena. Bo Bcex
noarpymnmnax YOO Obl1a MpUMEPHO OJUHAKOBOM.

Donnuxynaprasn aumgpoma (DJI)

bezonacHocTh 1 3 peKTUBHOCTH Tpenapara Kumpas y B3pOCIbIX MallMEHTOB C PEIUIUBUPYIOMIEH WITH
pedpakrepHoit (p/p) bommukyaspHoi mumbomoit (DJI) ObutH OIICHEHBI B OTKPHITOM MHOTOIIEHTPOBOM
HecpaBHHTETbHOM HccienoBanuu 11 gaser (E2202, N = 97).

B 6a3oBoe ucciaenoBanne E2202 (ELARA) Obuid BKIIIOUEHBI MAIMEHTHI, Y KOTOPBIX HaAOJIOaach
pedpaKTEepHOCTh WU PELUUINB B TCUCHHUE 6 MECAIEB IMOCIE 3aBEPIICHUS BTOPOH WM Oojee Mmo3aHei
JUHUHU CUCTEMHOU Teparnuu (Bkitouyas aHTu-CD20 aHTUTEN0 U anKUIUPYIOUIU penapar), peuauB BO
BpeMsl WIM B TeueHHE 6 MecsALEB I0CiIE 3aBeplIeHHUs. MHojaepxuBarouiel tepanuu antu-CD20
aHTUTENaMHU I[I0CJI€ KaK MHUHHUMYM [IByX JIMHUW Tepaluyd WIA PEUUJUB TOC]I€ ayTOJIOTMYHOU
TpaHCIUIaHTAIMU TemonodTudeckux cTBONOBBIX KieTok (TI'CK). B wuccrmemoBanue He BKIIOYAIH
MAIUCHTOB C AKTUBHBIMH WM CEPhE3HBIMH HH(EKIUSAMHU, TPaHCHOPMHUPOBAHHONH TUMGPOMON WIH
JIPYTUMH arpecCUBHBIMU TuMpoMaMu, B TOM uucie nanueHToB ¢ OJI 3b crenenu, panee nepeHecuInx
aimorennyr TI'CK, nim y koTopsix 06110 3a0051€BaHke ¢ akKTUBHBIM mopakenuem [THC.

N3 98 manueHToB, BKIIIOUEHHBIX B MCCIIEOBAaHHME, KOTOPBHIM MPOBOJIWIM Jelikadepe3, 97 manueHToB
noJryanu uHQy3uto npenapata Kumpas. OQuH NanueHT TOCTUT MTOJIHOTO OTBETa 10 Hadajaa MHQY3HUH,
91O OBUIO CBA3aHO C MPEAUISCTBYIONIEH IOCIEIHEH ITUHUEH Tepanud, U BIOCIEACTBUM OH ObLI
HCKJIIOYEH U3 MCCIEIOBAaHUS IO PEIICHUIO Bpaya, MPUHATOMY Iepel MH(Py3uen. Y BcexX MalreHTOB
MPOIYKTHI Neiikadepe3a ObLIM COOpaHbI ¥ IOJIBEPTHYTHI KPUOKOHCEPBAIIUMU JI0 UITH BO BPeMsl BKIIFOUCHHS
B uccienoBanue. [Ipenapat Kumpas 011 1oCTaBIICH 171 BCEX BKJIFOUEHHBIX B HCCIICIOBAHUE MAIIIEHTOB.
Meaunana IIUTENFHOCTH MOCIEAYIOMIET0 HAOMIOACHHS B UCCIICIOBAHUH, ONIPEIEISIEMOT0 KaK BpeMs OT
uH(py3un npemnapata Kumpas 10 naTel 3aBepiieHHs] HAOMIOJEHUS WIM BBHIOBITUS W3 HEro 10 AaThl
mpekpaiieHus: coopa AaHHbBIX, cocTaBisuia 18,6 mecsaues (auanaszon: 1,8-29.9). Meauana BpeMeHH OT
uH(py3un npenapara Kumpas no natel mpekpaieHust cOopa naHHbIX coctaBisuia 20,8 Mecsies
(munamnazon: 14,4-29,9). UccnenoBanue NpoaoKaeTcsl B HACTOSIIIEEe BpeMs.

Cpenu 97 mauueHToB, Moiy4YMBIINX MH(PY3uo npenapata Kumpas, y 94 manueHTOB MCXOIHO OBLIO
noJyiaroneecs M3MEpeHuto 3a0ojieBaHME MO JIaHHBIM HE3aBUCHMMOIO HaO0JIIOJaTeIbHOIO KOMHUTETa
(HHK), u onu BKITtOUEHBI B IOMYJISILIKIO 17151 aHanu3a s dexrtuBroctu ([TAD).

OcHoBHast ucxojnHas HH(pOpMalMs, Kacaroolascs MNOMYyJIAIUN BKIOYEHHBIX MNanueHToB u IIAD,
npencrasieHa B Tabaune 6. [IpumepHo monoBuHa nauueHToB (44/94; 47%) nonydanu nepexoaHyro
Tepamnuio Ui crabunuszanuu 3a00JeBaHUs B MEpUOJ MEXIY Jelkadepe3oM U BBEACHUEM Ipenapara
Kumpas, 1 Bce manmeHTHl MONyYadd XUMHOTEpaneBTHYeCKylo TuMdozeriennto. Beem manmeHTam,
KOTOpBIM ObuIa IpoBeneHa uMHQY3us, npernapar Kumpas BBoAWIM B BUAE BHYTPUBEHHON HH(Y3UU
OJTHOKPATHOH J103bI B KBATH(PHUIMPOBAHHOM MEIMIIMHCKOM YUPEXICHUH, KaK TOCITUTAIHN3UPOBAHHBIM,
Tak U aMOynatopHbiM (18%) maruenTam.
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Tabauma 6. HccaenoBanue E2202: Hcxoanasi pHpopMads . o- BRIFGHEHHBIM| (HATREHTAM |1

mAD

Bxarouyennbie |IlanmeHTsI 1019

MalHeHThI aHaJu3a
N=98 3¢ eKTUBHOCT
n (%) u*

N=94

n (%)

Bo3spact (roasi)

Cpennee 3nauenue (ctangaptaoe orkionenue (CO)) 56,5 (10,34) 56,4 (10,54)

Menuana (MUHUMYM — MaKCUMYyM ) 57,5 (29-73) 57,0 (29-73)
Karteropusi Bo3pacra (roasi) — n (%)
<65 ner 74 (75.5) 70 (74.5)
> 65 ner 24 (24,5) 24 (25,5)
o - n (%)
My>K4rHbBI 65 (66,3) 64 (68,1)
JKeHimuHbI 33 (33,7) 30 (31,9)
3adoneBanne craguu III/IV npu Briawuyenunu B |84 (85,7) 81 (86.,2)
ucciaenosanue — n (%)
Bricokasi onenka mo mkaie FLIPI ! —n (%) 59 (60,2) 57 (60,6)
MaccuBHas JumM@pagenonaTust uexoano? —n (%) 62 (63,3) 61 (64,9)
Yucao NpeAmecTBYOIMX JIMHUM
NMPOTUBOOIYX0J1eBOM Tepanuu — n (%)
2 24 (24,5) 24 (25,5)
3 21 (21,4) 19 (20,2)
4 25 (25,5) 24 (25,5)
>5 28 (28,6) 27 (28,7)
Menunana (MUHUMYM — MAaKCUMYM) 4,0 (2,0-13,0) 4,0 (2,0-13,0)
Crartyc 3a00s1eBanust — n (%)
PedpakrepHOoCTh K IOCTEIHEN TMHUN TEPATTAN 76 (77,6) 74 (78,7)
Pennaus Ha oHe mocnenHen TMHUN TEPATUU 17 (17,3) 17 (18,1)
JIBoiinas pedgpakreprocts’ —n (%) 67 (68,4) 65 (69,1)
IIporpeccupoBanue  3a0osieBaHusi B TeueHue |61 (62,2) 61 (64,9)
24 mecsine (POD24)* —n (%)
[IpenmecrByomas TpaHcnjanranus | 36 (36,7) 35(37,2)
reMono3Tu4eckKux cTBo10BbIX Kj1eToK (TT'CK) —n (%)
IIpenmecrByomee npumenenne uaruduropa PI3K —|21 (21,4) 19 (20,2)
n (%)

*  TlanmeHTHI, MOTyYUBIINE HHPY3HIO, Y KOTOPHIX HCXOIHO OBLIO MOIAIONIeecs H3MEPEHHI0 3a00IeBaHHE IO

oleHKe He3zaBHCHUMOro HabmiomarensHoro kKomwurera (HHK), BkiIroueHHBle B MHOMyJSIIMIO IS aHAM3a

s dextuaOCTH (ITAD).
1

FLIPI BxmogaeT 5 Me4eHHBIX nporHocTmdeckux ¢akropos; FLIPI = cymma (rie mpOTHOCTHUYECKHI
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daxrop = «/la»); nuskuii: coorBercTBue 0-1 KpUTEPUIM; CpeIHMI: 1GOQTRCTCTRIE £ KPUTRPUAN; BEICOKAMT 1 1 |
COOTBETCTBHE 3 WK GOJIee KPUTEPHSIM. ' B

Iy

MaccusHas mumbaaeHonaTus onpenenena cornmacHo HHK, xak Buzyanuzarus, AeMOHCTpHUPYFOIIas Jiro00e
Y37I0BO€ WIIM BHEY3JIOBOE OIYyXOJeBoe 0Opa30BaHHME AWAMETPOM > 7 CM WIH KaK MHHUMYM 3 Y3JIOBBIX
odara NopaKeHHs, KaXKIbIH 3 KOTOPBIX HMEET JHaMeTp > 3 cM.

JBoiiHas pedpakTepHOCTH ONpeeIeHa Kak MaleHThl ¢ OTCYTCTBUEM OTBETa WM PELUAMBOM B TCUCHHE
6 MecsmeB nocie Tepanun aHTH-CD20 1 anKiTHpyomuMe IIpernapaTaMi, JIIo0as cxema JIeUeHNs

POD24: mamueHTsl ¢ TMEPBUYHON pedpakTepHOCTHIO MM MPOTPECCHPOBAHUEM 3a00JICBaHUS B TCUCHHE
24 mecseB OT Hayalia MMepBOX IMHUH Tepanu, coaepxamieit antu-CD20 MAT.

DO} heKTHBHOCTh OICHUBAIM 10 TEPBUYHOW KOHEYHOM TO4YKe, 4acTore mojHoro otera (UIIO),
pETUCTPUPYyEMO ¢ MOMEHTA HH(Y3UH J0 TIPOTPECCHUPOBAHUS 3a00JI€BaHHS WIIH Havajia HOBOM Teparnu.
UITIO Obuta ompeneneHa HHK Ha ocHoBe kputepueB kimaccudukanuu Jlyrano (Cheson 2014).
BropuuHbie KOHEUHBbIE TOYKU BKJIIOYAIU 4acToTy obmiero orsera (UOO), nmutensHocTh otBera ([10),
BBDKMBaeMOCTh 0e3 mporpeccupoBanus (BBII), obmyro BepkuBaemocts (OB). Menawana BpemeHU ¢
MOMCHTA BKJIIOUCHHS B HCCIIEJOBaHUE 0 MHQY3UU cocTaBiisia 46 mHel (awamason: ot 23 mo 127).
[TepBas onenka 3a0oneBanus Obla 3aIUIaHUPOBaHa Yepe3 3 Mecdla mocie nHpy3uu.

Tabmmna 7. Hcciaenoanme E2202: pesyabrarbl OHeHKH J(PQEeKTHBHOCTH Yy B3POCJbIX
NANMEHTOB ¢ penuauBMpywoueil nin peppakrepuoit ®JI nocjie AByX uiu 0osiee JMHUNA Tepanuu

BriroueHHbIe ManueHTHI s
NmanueHTbl aHaJIu3a
N=98 3ppexTUBHOCTH™
N=94
Yacrora mosnoro orsera (YIIO) !, coruacuo
HHK
n (%) 67 (68.,4) 65 (69,1)
95% U (58,2; 77.4) (58,8; 78,3)

Yacrora obmero orsera (H00) 2, coraacno HHK

n (%) 84 (85,7) 81 (86,2)
Juureasnoctsb orBeTa (J10)3, cornacno HHK N=84 N=81

Menuana (mecstpl) (95% JAN) HIIO (20,9, HITO) HIIO (15,6, HITO)

beccoOwiTHitHas BepoATHOCTH Yepe3 9 mecsiies, | 75,9 (64,8; 83,9) 76,2 (64,9; 84,3)

% (95 % JH)

JU = nosepurensueiii nHTEpBai, HITO = He MOAIEXHUT OIleHKE

* [MauuenTsl, mony4yuBlIe MHQY3HIO, Y KOTOPBIX HMCXOJHO OBUIO IMOJAAIONIEECS W3MEPEHHIO 3a00JIeBaHUE 110

OIleHKe He3aBUcHMOro HaOmogatensbHoro komureta (HHK), BritoyeHHBle B MOMyNALMIO U aHAIN3a
adpdexrunoctu (ITAD).

! [TepBuunoii koneuno# Toukoit 6puta UITIO cormacno HHK, koTopasi ycTaHOBIE€Ha Ha OCHOBE KpPUTEPHEB OTBETa
JIyrano (Cheson 2014) u ompenensiemasl Kak A0Js MAIMEHTOB ¢ HaumydmmM obmum otBerom (HOO) B Buze
nosHOro oTBeTa (I10). ITarmenT, He MOTyYHBIINIA HHY3HIO, PACCMATPHUBAJICS KaK HE OTBETHBINUI HA JICUCHUE.

2 YOO ompenensmm kak gomio manueHToB ¢ HOO B Buae [1O wnm wactuanoro otBeta (YO). INamuent, e
MOJTY4MBIIUHI HH(Y3HIO, pacCCMATPUBAJICS KaK HE OTBETHBIIHI Ha JIeUeHHE.

3 JO onpenensnu kak BpeMs ot MoMeHTa goctrxerus [10 unu YO no peunansa uiau cmeptu ot OJI, B 3aBUCUMOCTH
OT TOTO, YTO HACTYIIMJIO PaHBIIE.

Bce manmenTsi, oTBeTHBIINE HA Je4eHHe, 1ocTurm neporo oteera (I10 i YO) npu nepBoit oneHke

3a0oneBaHus, MPOBEICHHOM mocie HHPy3uH, uepe3 3 mecsia. M3 65 manueHToB, y KOTOPhIX B KOHEUHOM

urore O0b11 mocTUTHYT [10, y 15 manuentos (16 %) nepBonavdanbHo Habmomancs YO. Y GonpmmHCTBA

narueHToB nepexo oT YO k 10 npownsomien B TeueHne 6 MecsieB nocie nHPy3un. Hu ouH manueHr,
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noJyYuBLIMK MHPY3uio npenapata Kumpast, He Hy)Jascs B TPAHCIUANTAUNH 8§ BpeMsoTaeTa, (IO mm

4o).

BepositHocTs coxpanenusi orBera ([O) > 9 mecsueB coctaBmsia 76 % (95 % AU: 64,9; 84,3), a
BEPOATHOCTh COXPAHECHHS OTBETa B TE€UCHHE > 9 MecsieB y manueHra, nocrurmiero 10, cocrapmusiia

87 % (95 % AU: 75,6; 93,3).

AHanu3 B MOJTpyMIax B 1ejoM nmokasain cradmibayto YITO Bo Beex moArpyImax, BKI0UYas CIEAYIONNe
MIPOrHOCTUYECKHUE MOATrPYIIBI BEICOKOTO pucka: Beicokuit 6amn FLIPI (UI1O 63 %), npenmectByromas
TI'CK (UI1O 66 %), POD24 (U110 59 %) u nBoitnas pedpakrepaocts (UI1O 66 %).

Oco0Oble T'PYIIIBI ITAITWMEHTOB

HmeeTcss HEMOCTATOYHO JAHHBIX JJISI TOTO, YTOOBI YCTAHOBUTH, UMEIOTCS JIM KaKue-JTH0O0 pa3iudus B
¢ dexTrBHOCTH MM 0€30MMaCHOCTH MEX]y Pa3HBIMH BO3PACTHBIMH MOJATPYIIIIAMH; OJHAKO JaHHBIC 11O
KIIMHUYECKOU TMOJIb3e M Oe3omacHocTr Y moKuiIbix nanueHToB ¢ JIBKKII u @JI crapme 65 net (23% u
24,7% oT uccieayeMoi momyJsinu) ObUTA COTOCTAaBUMBI C TaHHBIMH ISl BCEH MOMYJISIUH.

€T

Hccneoosanue B2401

HaGmonarenproe wuccnenoanue (B2401) mpoBoamnock s cOopa JTaHHBIX O JOJITOCPOYHOMN
6e3omacHocTH U 3PPEKTUBHOCTU TUCATEHJICKJIeHIeNa y MalueHTOB, U3 peecTpoB MexayHapOoaHOTrO
LIEHTpa HCCJEN0BaHUI TpaHCIUIaHTauuu KpoBu M KocTHoro Mmo3sra (CIBMTR) u Espomneiickoro
oO1mecTBa TpaHCILIaHTalMKU KpoBU U KocTHOro mo3ra (EBMT). B uccienoBanue Obl1n BKIIOUEHBI 617
(CIBMTR: 570; EBMT: 47) nereii u MOJOIBIX B3pPOCIHBIX MALMEHTOB C PELUIUBUPYIOLIUM HIH
pedpakrepubiM B-knetounsiM OJIJI Ha MOMeHT mpekpaieHusi cOopa naHHbiX. [Ipou3BoacTBo
npenapata Kumpasi 11 naiueHToB B Bo3pacTe A0 3 JIET U ¢ HU3KUM BECOM OBLIO OCYLIECTBUMO; 43
naruenTa (CIBMTR: 40, EBMT: 3) na MomeHT uHdy3un 0bi1u Miaame 3 net. Menuana BpeMeHU OT
nHy3un npenapara Kumpas 10 nmaTel mpekpamieHusi cOopa NaHHBIX JETeH M MOJOIBIX B3POCIBIX
NAIMEeHTOB ¢ PEUUANBUPYIOIIMM WK pedpakrepHbM B-kitetounsim OJIJI coctaBuna 11,8 mMecsnes s
CIBMTR u 9,0 mecsues miags EBMT.

Cpenu manueHToB B BO3pacTe 110 3 JIeT, BKIYEHHBIX B TPYIIY HcciaenoBaHus 3¢ GekTuBHOCTH (n=33),
[TP (Bxmrouast [1PH) B Buge HOO Owuta 3apeructpupoBana y 26 namuentos (78,8%) (95% IAU: 61,1,
91,0), u Bce 15 manuentoB ¢ 1P (Bkmtowas [IPH) u ¢ coobmenupiMu ganabiMu MObB 6buin MOB-
HETaTHBHBIMU BO BpeMsl IMocienyromiero Habmonenus. [Ipeamonaraemeiii nmokasatens AP Ha 12-m
Mecsie coctaBui 62,7% (95% AU: 35,0, 81,3).

OO6mmit ypoBeHb 0O€30MACHOCTH Yy MAIMEHTOB B BO3pacTe J0 3 JIET C PEeUUIAUBUPYIOMIUM WIA
pedpakrepubiM B-kierounsim OJIJI B 11€710M COOTBETCTBOBAN M3BECTHOMY MPOGMII0 0€30MacHOCTH
THCareHJICKJICHIIeIIa.

Hccneoosanue C2202

Uccnenosanue 11 daszer Tucarennexneiinena (C2202, BIANCA) 6buto npoBeneHo y 33 ManueHTOB C
peruauBHUpyomIel unu pedpakrepHoi 3penoi B-knerounoi HexomkkuHcko mumpomoii (HXJII) y
JETEN ¥ MOJIOJIBIX B3pOCibIX. M3 33 manueHToB, KOTOPBIM BBOJAWIIM THCATECHIIEKIIEHIIEN, Y 28 MalleHTOB
(24 nanimenTa B Bo3pacte 3-17 net u 4 nanpienta B Bo3pacte 20-22 net) 10 uH}y3uu ObUI0 Moaaaronieecs
M3MEpEHUI0 3a00IeBaHUE, U OHH BKJIIOUEHBI B TpyIITy Ajs aHanuza s¢dexktuBHoctH (ITAD).

B uccnenoBanue ObLTH BKIIFOUEHBI TAIIMEeHTHI ¢ TuM¢omoit bepkurra (n=15), IBKKJI (n=8), nepBuunoit
MeanacThHaIbHOU B-kpynHokieTounoit numpomoii (n=3), tumdomoii cepoii 30ub1 (n=1) u 1uMPpomMoit
BbICOKOH cTteneHu ¢ nepectpoiikamMu reHoB MYC u BCL2 (n=1). Cpenu 3TuX ManMeHTOB MeIUaHa
Bo3pacTta coctaBmwia 14,0 et (muanason: ot 3 xo 22 net), 9 (32,1%) obutn xeHmmHaMu 1 19 (67,9%) -
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g nereit ¢ OJII.

Pesynbrarel [TAD nokazanu, uto YOO coctaBuna 32,1% (95% AU: 15,9, 52,4), npu stom [1O cocTaBun
7,1%. Ananu3z noarpynin rnokasain 6osee Hu3kyro YOO y nanuenTos ¢ tuMpomoii bepkurra (20%, 95%
JU: 4,3, 48,1) o cpaBuenuto ¢ manuentamu ¢ JABKKII (37,5%, 95% JAU: 8,5, 75,5) unu npyrumu
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MyXuMHaMHu. MenuaHa 4nciia npeaecTByOIUX TWHIH TepainCocranmial [(awanason: T+3)3117,0%
MalUEHTOB TIEPEHECIId OJIHY MPEIIIECTBYIOUIYIO '
KJIeToK. Bce manuenTsl, 3a UCKI0YeHHeM oJ1HOTO (96,4%), moiydann NepexoJHyI0 XUMUOTEpAIHio B
OKUJIAaHWH BBEJICHUS THCATeHJIeKIeiena. [laruenTs! momy4anu o100peHHY0 103y THCAareHIeKIeniena

JMarHo3amMu, BKIIFOYeHHbIMU B uccienoanue (60,0%, 95% IAU: 14,7, 94,7).

OOm1as oneHKa 0€30MaCHOCTH y AETEH W MOJIOJBIX B3pocibiX nanueHToB ¢ CD19+ penuauBupyromei
i pedpakreproi 3penoi B-kinerounoit HXJI, KoTOpsIM BBOAMIIN THCATCHIICKIICHIICN B UCCIICIOBAHUH
(C2202, cooTBeTCTBOBAJIa U3BECTHOMY MPOQHIII0 OE30MACHOCTH THUCAreHIeKeiena. Hukakiux HOBBIX

CHUTHAJIOB 0€30I1aCHOCTH 3aMeYeHO0 He OBLIO.

5.2. apmakoknHeTHYECKHE CBOIICTBA

ITocne ungy3un npenapara Kumpas y nereil 1 MOJIOABIX B3POCIBIX MALMEHTOB C PELUANBUPYIOIIUM
wm pedpakrepabiM B-kierounsiv OJIJI, y manmMeHTOB C peUuAMBHPYIOUICH WM pedpakTepHOM
JABKKIJI u permauBupyomeid win pedpaxteproit OJI kieTku, BXOASIIME B THCATCHJICKICHIIEN, Kak
[IpaBWJIO, CHayajla OBICTPO Pa3MHOXKAJIUCh (IKCIAHCHA), a 3aT€M HUX KOHLEHTpPalus MEIJIEHHO
CHMYKQJIaCh, IPUYEM CHI)KEHHUE OIUCBIBATIOCh OMIKCIIOHEHIMAIbHON KpUBOi. Bricokas BapuabenbHOCTD
MEX/1y MalMeHTaMU JIJIs BCEX MOKa3aHUi Oblia cBsi3aHa ¢ mokaszaTensaMu Bosaeictsust in vivo (AUCo-2sx

u Cmax)-

Kierounast KMHETHKA V J€TEH U MOJIOABIX B3POCIBIX MaueHToB ¢ B-kinerounsiv OJ1JI

OcHoBHbBIE TIapaMeTpbl KIETOYHOW KWHETHKH THCAreHJIeKiellena y JeTeil W MOJIOABIX B3POCIBIX
nanueHToB ¢ B-kierounsiM OJIJI mpuBenensr B Tabnuiie 8§ Hmke. [1o JaHHBIM KOJUYECTBEHHOM
nonuMepasHoit nienHoi peakuuu (kI1L[P), makcumanbHas skcnancusi (Cmax) y manuentoB ¢ [1P/TTPu
(n=114) 6bu1a NpUbNU3UTENLHO B 1,5 pa3 BhIlIe, UeM y NAMEHTOB, HE OTBEeTUBLINX Ha Tepanuio (HO)
(n=10). Y nanueHTOB, HE OTBETUBIIMX HA TEPAIHIO, SKCIIAHCHUS BO3HUKAJIA MO3/{HEE U JOCTUTaa OoJee

HU3KHUX ypoBHEH, yeM y nanueHTos ¢ [1P/T1Ph.

Taoauua 8.

(uccnenoBanusi B2202 u B2205J)

ITapaMeTpbl KJIETOYHON KHHETHKH THCAreHJIEK/JIedueJa y Jeredl M MOJIOABIX
B3pPOCJIBIX MANMEHTOB ¢ peuuIuBUpPyOmUM win pedpakrepubim B-kierounsim  OJIJ

ITapameTtp

HroroBas cratuctuka

ITammuenTs!,
OTBETHBIIINC Ha
tepanuto (ITP/T1PH)

N=114

ITammmeHTHI, HE
OTBETHUBIIINE Ha
tepanuto (HO)

N=12

Crnax (KOTIHIIA/MKT)

Cpennee
reOMETPHUECKOe
3nauenue (KB%), n

32900 (173,8), 114

21 900 (80,7), 10

Trax ¥ (cyT)

Menuana [MuH;MaKc], n

9,85 [5,70; 54,8], 114

20,1 [12,6; 62,7], 10

AUCo-28x Cpennee 286 000 (194,9), 114 232 000 (104,5), 8
(komuit/MKr*cyr) | T€OMETpUYECcKoe

srauenue (KB%), n
Tin (cyT) Cpennee 40,0 (436,8), 72 3,78 (222,0), 4
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FCOMETPUICCKOC (NCCNEOQBATENEHOCTE 0021)
3nauenue (KB%), n
Thocn Mennana [mun;makc],n [ 190[17,8;1860], 114 28,8 [13,9; 888], 11

Knerounas kugeTnka y B3pocinlx nanmenTon ¢ JABKKIJI

OcHOBHBIE MMapaMeTphl KJIIETOYHOW KMHETUKH THcarenekieinena y naiuenton ¢ JIBKKJI npusenens B
Tabiune 9 Huxe.

Tabmmna 9. IlapameTpbl KJIETOYHOIl KHMHETHKHM THCAareHjekjeineja Yy ManMeHTOB C
peunuauBupyoeil niau pegppakreproi JABKKJI

[TapameTp Hrorosas cratucruka | [TarueHTsl, [TaumenTsl, HE
OTBETUBIILINE Ha | OTBETHUBIIIME HA TEPAIIUIO
teparmuto (IT0O u HO) | (C3/I13/Hen3BecTHO)
N=44 N=71
Chax (konmit/mMkr) | Cpennee 6 070 (256,8), 44 5000 (391,7), 67
F€OMETPUYECKOE
3HaueHue (KB%), n

Tmax (cyT) Menmmnana [MuH;MaKc], | 9,02 [5,78; 27,7], 44 |8,84 [0,994; 26,7], 67
n

AUCo-28, Cpennee 63 000 (177,7), 43 52300 (321,4), 62

(xonmit/MKr*cyr) | T€OMETPHYECKOe
3nauenue (KB%), n

T (cyT) Cpennee 151 (487,5), 31 11,6 (196,2), 49
TEOMETPHYECKOE
3nauenue (KB%), n

Throcn Menuana [Muna;Makc], | 930 [17,1; 1 830], 44 |41,9 [0,994; 1 480], 67
n

C3 — crabunpHOe 3aboneBanue, [13 — mporpeccupyromee 3a00JIeBaHNe

KieTroyHas KMHETHKA V B3pOCabIX HarimeHToB ¢ DJI

OcHOBHbBIE TapaMeTpbl KJIETOYHOM KWHETHKH THcareHiekieinena y manueHtoB ¢ ®JI mo HOO
npuBeieHbl B Tabnuie 10 Hike.

Cpennee reomerpuueckoe 3HaueHne AUCo.28; Y MallMEHTOB C JOCTUTHYTHIM OTBETOM ObLIO B 2,9 paza
BBIIIIE TTO CPABHEHHIO C TEMH, KTO HE JIOCTHUT OTBETA, B TO BPEMsI KaK CpeHEe reOMETPUIECKOE 3HAUCHHE
Cmax Ob110 B 2,1 pa3a Bblllle y MAI[MEHTOB, JOCTHUTIINX OTBETA, 10 CPABHEHHUIO C TEMM, KTO HE JOCTHUT
OTBeTA.

Ta6amna 10. ITapamerpsl KJIE€TOYHOH KHHETHKHM THCAreHJeKJIedneJa Yy ManMeHTOB C
peuuauBUpyOLeil win pegpakrepHoi ®JI

[TapameTp Hrorosas cratuctuka | [1arueHTsl, ITamueHTsI, HE
OTBETUBIIIHE Ha | OTBETUBIIME HA TEPATTHIO
tepanuto (ITO u HO) | (C3/I13/HensBecTHO)
N=81 N=12

Crax (xommmit/mMkr) | Cpennee 6 280 (331), 67 3000 (1 190), 8

reoOMEeTPUYECKOe
3nauenue (KB%), n
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Tmax (CyT) Meauana [MuH;Makc], 9,9|2 [2,62; 28[0136 71N E [1X310 (70 I35 165008 T (03 1)

n
AUCo.28, Cpennee 57 500 (261), 66 20 100 (18 100), 7

(komuii/MKr*cyr) |TEOMETPUYECKOE
snauenue (KB%), n

T (cyT) Cpennee 43,8 (287), 43 24,4 (180), 6
TEOMETPHUECKOE
snauenue (KB%), n

Trocn Menuana [muH;Makc], [ 191 [19,9; 558], 73 107 [18,7; 366], 10
n

C3 — crabmnsHOe 3a00neBanme, I13 — mporpeccupyroriee 3adoeBaHme

Pacopenenenne

Y gereli W MOJOIBIX B3pOCHbIX mamueHToB ¢ B-knerouneim OJIJI ObulO  TOKa3aHO, dYTO
THUCAreHJICKJICHIIeNT TTPUCYTCTBYET B KPOBU M B KOCTHOM MO3T€ B TE€UEHHE 10 5 JIeT U 6 MecsIIeB,
cootBeTcTBeHHO. K 11HIO 28 copepkaHue THCcAareHiIeKyeiiena B KOCTHOM Mo3re coctaBiisuio 50% ot ero
coJiepKaHus B KPOBH, B TO BpeMs Kak yepe3 3 1 6 MECSIIEB €ro Co/IepKaHne B KOCTHOM MO3Te COCTaBJISIIO
67% ot ero coxepxaHus B KpoBu (uccinemoBanus B2202 u B2205J). ¥V gereld 1 MOJIOABIX B3POCIBIX
nanuenToB ¢ B-kinerounsim OJIJI THcarennexenen Takyke NPOHUKaI B CIMHHOMO3TOBYIO KHAKOCTh U
nepcuctuponan B Heit 10 1 roaa (uccnegoanue B2101)J).

V¥ B3pocnbix nanuentoB ¢ JIBKKJI (uccnemoanme C2201), y KOTOPBHIX BO3HUK TOJHBIA OTBET Ha
Teparnuio, TUCareHiIeKenen oOHapyKUBaiIcs B epuPpeprudecKoi KpoBH J10 5 JIeT, a B KOCTHOM MO3Te
— 10 9-ro Mecsma. M y maneHToB, OTBETUBIIMX HA TEPANUIO, U Y TIAIIMEHTOB, HE OTBETUBIIIUX Ha HEE,
coJiep>KaHue mpernapaTra B KOCTHOM Mo3re K JIHIo 28 coctaBisuio 70% oT ero coaep:kanus B KPOBH, a K
Mmecsiy 3 — 50%.

Y B3pocibix mnanueHtoB ¢ ®DJI (uccnenoBanme E2202) u MONHBIM OTBETOM Ha Tepamwuio,
THUCAreHJIeKIIeHIIe] OOHapYKUBAJICA B TIepU(eprueckoil KpoBH 10 18 MecsiieB, a B KOCTHOM MO3Te — JI0
3 MecsitieB. 'y manueHTOB, OTBETUBIIMX Ha TEpaluio, W Yy MAlMEHTOB, HE OTBETHUBIIHUX Ha Hee,
coJiepKaHue Tpernapara B KOCTHOM MO3re K Mecsily 3 cocTaBiisiio mouTu 54 % oT ero couep:kaHus B
KpPOBH.

OnUMUHALNS

KpuBast BoiBeneHuss mnpemapata Kumpas onucbiBaeT OHMIKCIOHEHIMAIbHOE CHUXKEHHE €ro
KOHIEHTpaluu B epudepruieckoil KpOBU U KOCTHOM MO3T€.

JIn"elHOCTh (HEINHEHHOCTS)

OueBHIHOM cBsI3U MexX Ty 103011 npenapata v 3HaueHUAMU AUC 285 MM Ciax HE BBISBIIEHO.

Oco0bIe T'PYIIIBI TAITWMCHTOB

Toowcunvle nayuenmuol

JlnarpaMmbl pazdopoca JaHHBIX 110 KJIETOYHOH KMHETHKE B 3aBUCUMOCTH OT Bo3pacta (ot 22 1o 76 ner 'y
nanueHToB ¢ JIBKKJI u ot 29 no 73 ner y mauuentoB ¢ ®JI) He mO3BOIMIM BBISBUTH 3HAUUMOM
B3aUMOCBSI3U Mex 1y napamerpaMu kineTouyHoH KUHETUKH (AUCo-285 1 Cmax) 1 BO3PACTOM.

Llon
[Ton He sABIsIETCS 3HAUUMBIM (DAKTOPOM, BIUSIONINM Ha SKCIIAHCHUIO TUCATCHJIEKJIeHIIeNa y MalueHTOB C
B-xnerounsim OJIJI, JIBKKIJI n ®JI. Cpean monyduBmuX Tepanuio npenapatoM Kumpas ydacTHUKOB
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uccinenopanus B2202 sxkenmmubl cocraBmsumn 43Po, a MyRUMHE 187G Nepetn Y9aCTHmnkoB

uccaenoBanuss C2201 JKEHIIMHBI COCTABISUIH 3 8%r—a—MEy I ————6 20— P e AH—Yy e FHHH OB

uccienoanus E2202 sxenuuubl coctaBisuiv 34%, a myxunHbsl — 66%. KpoMe Toro, B ucciaeoBaHuu

E2202 Obuto mokazaHo, YTO CPEIHHE T€OMETPUYECKHE 3HAYCHHUs MapaMeTpoB KCHOZUIUHN (Cmax H

AUC-28,) Optn Ha 111 % 1 106 % BbIlIe COOTBETCTBEHHO Y MallMEHTOB KEHCKOTO I0J1a M0 CPABHEHHIO

C MalMeHTaMu MYKCKOro moja. TeM He MeHee, MHTEepIpeTalrs SKCIaHCUH B 3aBUCMMOCTH OT I10Jia

3aTpyIHEHA U3-3a NePEeKPHIBAIOIINXCS AUANa30HOB U BHICOKOM BapuabeIbHOCTH MEX/Ty MallUeHTaMHU.

Paca/>muuuecxas npunaonesxicnocms

NmeroTcss  orpaHWYeHHBIC  JaHHBIC, CBHJCTEIbCTBYIOIIME O  BIUSHUW  PaCchl/3THUYECKOU
MIPUHAJUICKHOCTH Ha 3KCnaHcuio npenapara KuMpas y nereit 1 Moioabix B3pociibix namnueHTos ¢ OJIJI,
JBKKIJI u ®JI. Cpenu ygyacTHUKOB HccienoBanus B2202 nosns npencraButeneld 6e10il eBporneouIHoM
pacel coctaBisuia 73,4%, azuatoB — 12,7%, a MallMeHTOB APYTrod 3THUYECKOW MPUHAJICKHOCTH —
13,9%. Cpenu ydactHukoB ucciegaoanuss C2201 moss mpeacTaBUTeNed OO €BPOICOUTHOM Pachl
cocraBisia 85%, azuatoB — 9%, TUI] HErPOWIHOW packl Wwin agpoamepukanineBs — 4%; paca Tpex
nanueHToB (3%) Obina HemsBecTHa. Cpenu ydacTHUKOB uccienoBanusi E2202 nons npencraButeneit
Oenoil eBpomeonIHOM pacel cocraBisna 75%, asmatoB — 13%, auil HErpoMaHOW pachkl WK
adpoamepuxanieB — 1%; paca 10% manneHToB ObLiIa HEM3BECTHA.

Macca mena

Jist marmmenToB ¢ OJIJI, IBKKJI u ®JI pa3znoro Beca (OJUJI: 14,4—137 kr; JIBKKJI: 38,3—186,7 kr; ®JI:
44,3-127,7 xr) ObUTM TOCTPOCHBI AMarpaMMmbl pazbpoca nanHbix KIILIP, oTpaxkaronux mapameTpsl
KJICTOYHOM KMHETHMKH B 3aBHCHMOCTH OT MAacChl Tela, ATH JUarpaMMbl HE BBISBHIM OYCBUIHOM
B3aMMOCBSI3U MEXIY MapaMeTpaMu KJIECTOUYHON KMHETUKU U Maccou Tena.

IIpeowecmeyrowas mpancnianmayus

[IpenmecTBytomasi TpaHCIUIAHTALIMSL HE BIIMSUIA HA SKCIIAHCHIO/MEPCUCTEHINIO mperapara Kumpas y
JETeW U MOJIOJBIX B3pOCIbIX nannueHToB ¢ B-kinerounsiM OJIJI, y B3pocibix nanuentos ¢ ABKKII ninun
Y B3pOCIBIX TAaUEHTOB ¢ DJI.

5.3. JlanHble JOKINHUYECKOI 0€30MaCHOCTH

JloknnHuYeckass oOlLeHKa Oe3omacHOCTH mpenapara Kumpas BKIoyana OIEHKY TaKMX pPHCKOB
0€30IacHOCTH, KaK BO3MOXHBIIl HEKOHTPOJIMPYEMBIH POCT TpaHCIyLUPOBaHHBIX T-1UM(OIUTOB in vitro
U in vivo, a TaKXKe J10303aBUCUMasi TOKCUYHOCTh, OMopacIpeieIeHue U NepcucTeHnus. B npoBeneHHbIX
HCCIIEIOBAaHUSIX YITOMSHYTBIX PUCKOB BBISBICHO HE OBLIO.

KaHH€DOFCHHOCTb U MYTAarcHHOCTb

AHanu3bpl TeHOTOKCUYHOCTU U MCCIIEJOBAHUS KAHIEPOTEHHOTO JEHUCTBUS Y TPBI3YHOB HETIPUTOJIHBI 1JIs
OIICHKU PUCKA MHCEPIIMOHHOTO MyTareHes3a B ClIy4ae T€HETHMUECKH MOJIU(DHUITMPOBAHHBIX MPEMapaToB,
MpeHa3HAYEHHBIX JI1 KJIETOUHOM Tepanuu. ANbTepHATHUBHBIX MOJIENel Ha JKUBOTHBIX, KOTOpbIE ObI
MTOAXOVIIH JIJISl OTOM 11EJTH, HE CYIIECTBYET.

B mpoBenennsix in vitro uccnenoanusx sxcnancuu CAR-nonoxutenbHbix T-mumbonuros (Kumpas)
OT 3J0pPOBBIX JIOHOPOB M MAlIMEHTOB HE OBUIO MOJYyYEHO HHMKAKWUX JaHHBIX, YKa3bIBAIOUIMX Ha
TpaHchopMaluio U (Win) uMMopTanu3anuio T-muMmdoruToB. B uccnenoBanusx in vivo, MpoOBEASHHBIX
y MBI C yrHETEHHbIM MMMYHHUTETOM M MPOAOJDKABIIMXCA 10 7 MecAleB (YTO COOTBETCTBYET
MaKCUMaJIbHOMY 3HAaYMMOMY HEepuOJly HAOJIOACHUS 32 MBIIIAMU C YTHETEHHBIM UMMYHUTETOM), HE
ObUIO BBISIBJIEHO MPU3HAKOB aTUIMYHOTO KJIETOYHOTO POCTa WM MPU3HAKOB KIOHAJIBHOM SKCIIaHCUU
kietok. C ucrnonb3oBaHueM npenapatoB Kumpas, H3roToBleHHBIX U3 KJIETOK 14 pa3HbIX 10HOPOB (12
MAalUMeHTOB W 2 3J0pOBbIX J00pOBOJbLA), OBLI MPOBENEH aHalW3 YYacTKOB BCTPAaWBaHU
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JICHTUBUPYCHOTO BEKTOpa B reHoM. HuKakuX mpujHaKoB NpGAHOYTHTSIHEONO- BOLPANBAHE BHpyca

BOJIM3M NPOGIIEMHBIX T€HOB MM MPEHMYIIECTBEHHOFO-PasMHONOHHAITOFOH—HOSYHIHN—FPOOHOMHHIe——

Y4aCTKU BCTpaWBaHUs, BBISIBIICHO HE OBLI0.

PCHDOI[VKTI/IBHEUI TOKCHUYHOCTbH

,HOKJ'II/IHI/I‘ICCKI/IX I/ICCJ'IC,Z[OBaHI/Iﬁ pCHpOHYKTHBHOﬁ TOKCHUYHOCTH HE€ IIPOBOJUIM BBUAY OTCYTCTBUMA
MOAXOMAIINX MOACICH Ha )KUBOTHBIX.

HccregoBanus y HEMOJIOBO3PEIBIX JKMBOTHBIX

HccenenoBanuii TOKCUYECKOTO JEHCTBUS Y HENIOJIOBO3PENBIX )KUBOTHBIX HE IIPOBOIIIN.

6. PAPMALIEBTUUYECKUE CBOMCTBA
6.1. IlepeueHb BCIOMOraTe/IbHBIX BelIECTB

* [Inazma-JIut A mis uabekuuid, pH 7,4 (37€KTpONMTHBINA PacTBOP JUIsl HHBEKIIUN, THII 1):
- HATpUS XJIOPUJI,

- KaJus XJIOpUJI,

- MarHusi XJOpuJI,

- HaTpHs allerar,

- HaTpUA IJIFOKOHAT;

* IEKCTPO3a U HATPUSI XJIOPU JJIs1 UHBEKIIHI:
- IEKCTpO3a,

- HaTpHsl XJIOPHI,

- S'-ruapoxcumeTuGypdypoi;

* nexctpan 40 B 1EKCTPO3€ ISl UHBEKIUN:
- nexkctpas 40,

- nexkctposa 5 %,

- 5'-runpoxcumerunypdypor;

* a1bOYMUH 4e0Be4YecKuid, 25 %:

- aTbOyMUH,

- HATpUH,

- KaJIuw,

- N-aneruntpunrodasar,

- Kampuiar,

- aJIIOMUHUU;

 tumeTmiicynbdokenn, 100 %:

- TUMETHIICYIb()OKCH],

- TUMETHICYIH(OH.

6.2. HecoBMecTHUMOCTD

B cBs3u ¢ 0TCyTCTBHEM HCCIETOBAHNN COBMECTUMOCTH, TAHHBIN JICKAPCTBEHHBIN MIpenapaT He CIeayeT
CMEIINBATh C IPYTUMHU JEKAPCTBEHHBIMU MIpeNapaTaMu.

6.3. Cpok rogHocTH (CpoOK XpaHeHus1)

9 Mmecs1ieB.
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I[Ipenapar ciaegyet BBOAUTH cpasy Hocie pasmMopakppanust. [1gererpagMopakABaHAR-IPEANaT CIEayeT
XpaHUTh TpU KOMHATHOM Ttemmeparype (20-25° 7 eii
(YuuThIBasi BO3MOXKHBIC TIEpPEpPBIBBI B XOJ¢ HH(Y3HH), C TeM YTOOBI 0OECHEUUTh MAKCHUMAIbHYIO
KH3HECTIOCOOHOCTD KJIETOK, BXOJSIIMX B COCTAB Ipenapara.

6.4. OcoOble MepbI MPEIOCTOPOKHOCTH NPH XPAHEHUH

XpanuTs npu Temnepatype Huxe -120°C, B ra3oBoii (pasze xuIKoro a3ora.

VYcnoBust XpaHeHMs JIEKapCTBEHHOTO IIperapara Mociie ero pa3MopakuBaHus cM. B paszzene 6.3.
6.5. XapakTep u coaepkaHue yIaKOBKH

Ot 10 go 30 M mpenapara NOMEMIAIOT B MEIIKHU JIJIs1 TITyOOKO#M 3aMOpPO3KH (KpHOMEIIKH) o0beMoM 50
M 1 oT 30 7o 50 M1 ipenapaTa — B MEIIKH AJIs1 TITy00KO# 3aMOpo3ku 00beMoM 250 Mit. Memku CoCTOsT
U3 MIEPBUYHOM, CTEPUIN30BaHHON TaMMa-u3nyueHueM (Qoibpru u3 stunBuHmianerata (OBA) u umeror
JIBa TEPMETUYHO 3aMastHHBIX BBIXOIHBIX MTOPTA M OJHY BITYCKHYIO TPYOKY U3 DBA, 3anasiHHYI0 Ha OJHOM
KOHIIE MEIKAa W pa3/IeJIeHHYI0 Ha JPYroM KOHIE Y-00pa3HbIM COEIUHHUTENIEM Ha JBE TPYyOKH u3
nomuBuHUWIxJgopuaa (I11BX), kaxkmas W3 KOTOPBIX OKAHUYMBACTCS JIFOIPOBCKUM IEPEXOJTHHUKOM C
THE37I0BBIM Pa3beMOM.

6.6. OcoOble Mepbl MPEIOCTOPOKHOCTH MPH YTHJIU3AUMH HCNOJIb30BAHHOIO JIEKAPCTBEHHOIO
npenapara ujH 0TX0/0B, IOJIy4YeHHbIX N0cJIe MPUMeHEeHNs JIeKAPCTBEHHOT 0 Mpenapara, u Apyrue
MAHHUIYJISIIHUHU ¢ PenapaTom

OcMOTp M pazMopakxuBaHue MH(Y3MOHHOIO(-bIX ) MelIKa(-0B)

Pa3zmopaxuBath npemnapar cieayeT HeoCpPEeICTBEHHO TepPe]] HCIOIb30BaHUEM.

Bo Bpewmst pazmMopakuBaHus WH(GY3UOHHBIN MEIIOK ClIeIyeT TOMECTUTh BHYTPh BTOPOTO MEIITKA, YTOObI
3aIUTUTH TIOPTHI OT 3arpsiI3HEHUS ¥ H30€KaTh Pa30OPBI3TUBAHMS B CITydae MPOTCKAHUS MEIIKa, XOTS 3TO
u manoBepositHO. [Ipenapar Kumpas cnenyer pasmopaxkuBath npu 37°C nubo B BoasHOM OaHe, THO0
METOJIOM CYXOU pa3MOpO3KH JI0 TE€X MOp, OKa B MH(PY3MOHHOM MeIIKe He OyJeT BUIHO Jibaa. Memiok
clieyeT HEMEUICHHO W3BIIeYb U3 YCTPONCTBA IS pPa3MOPAKMBAaHUS M XPAHUTh MPU KOMHATHOU
temmepatype (20-25°C) no undysuu. Ecinu TepaneBTudeckas 103a Obuia moctaBjieHa 601ee 4eM B OJJHOM
WH(Y3MOHHOM MEIIKE, BTOPOM MEIIOK CJIeAyeT pa3MOpO3UTh JIHIIL TOCTE 3aBEpIICHUS HHQPY3UH
COZEP>KUMOTO TIEPBOTO MEIIIKA.

C npenapatom Kumpast He cienyeTr npon3BoAuTh HUKakuX ManunyJssiuuid. Hanpumep, npenapar Kumpas
110 UH(Y3UHU HE CIeTyET MPOMBIBATh (OCAKIATh U PECYCIICHIMPOBATh B HOBOU cpefie).

Ilepen pasmopaxuBaHueM WHQY3HUOHHBIH(-€) MEMIOK(-KH) CleQyeT OCMOTpeTh Ha MpeaMer
MOBpEXAeHUH Win TpeuuH. Eciu B nHQY3MOHHOM Mellke oOHapy»KeHbl MOBPEXKJIECHUS WM yTeuKa,
UH(QY3UIO NMPOBOAUTH HE CJENYET, @ MELIOK CJeAyeT YTUIM3UPOBaTb B COOTBETCTBUU C MECTHBIMU
MpoLEeAypaMH 10 00paleHUIo ¢ OMOIOrHYECKUMHU OTX0IaMu (cM. pazjen 4.2).

Mephl IpeaoCTOPOKHOCTH, KOTOPHIE HCO6XO,Z[I/IMO CO6J'IIOI[8.TB OpH TPAaHCHOPTHPOBKC M YTHJIIM3AIIUMH
JICKAPCTBCHHOI'O IMpriapara

B yupexnennn npenapar Kumpas cineayer nepeBO3UTh B 3aKPBITHIX YAAPOIPOUYHBIX U T€PMETUYHBIX
KOHTEHHEepax.

HpenapaT KI/IMpaSI COACPIKUT TCHCTUYICCKHU MOI[H(bHHHpOBaHHBIC YCIIOBCYCCKUC KIICTKU KPOBH.
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Hewncrnonp30BaHHBIA JEKapCTBEHHBIM IpEnapaT WINA|OTXOAbI HOMUICKAT YITHIAJa |, B| COOTBETOTBHN C

MECTHBIMH MHCTPYKIUSAMHE 110 OOPAIIEHUIO C OHOTOMHHeeHME-0FN0AAMH—PH-00PatHe HHH-e—FHO O bV H——

MarepuasamMH, HaXOJAUBIIUMUCS B KOHTAKTe ¢ IpenaparoM Kumpas (TBepAbIMH U KUIKAMHA OTXOJaMH ),

W YTWIH3AIMH TaKUX MaTepuajoB CIEAYeT COONIOAAaTh MECTHBIE HHCTPYKIIMH MO OOpalieHuIo C

OMOJIOTMYECKUMHU OTXOaMH.

7. AEPKATEJIb PETUCTPAIIMOHHOI'O YIOCTOBEPEHMUSA

[seimapus / Switzerland
Hosaptuc ®@apma Al / Novartis Pharma AG
JluxTmrpacce 35, 4056 bazens / Lichtstrasse 35, 4056 Basel

7.1. Hpe}ICTaBI/ITeHL AepiKaTe/Isl PETUCTPAIMOHHOIO YIOCTOBEPECHUSA

[IpereH3un notpeduTesiell HAMPaBIATh MO AAPECY:
Poccutickas ®@eoepayus

00O «HoBaptuc ®apmar»

Anpec: 125315, r. Mocksa, Jlenunrpaackuit mpocrekT, 1. 70
Tenedon: +7 495 967 12 70

®axc: +7 495 967 12 68

OnexrpoHHas noura: drug.safety russia@novartis.com

8. HOMEP (HOMEPA) PETUCTPAIIMOHHOI'O YAOCTOBEPEHUA

JITI-Ne(002162)-(PT-RU)

9. KATEI'OPUSA OTITYCKA JIEKAPCTBEHHOTI'O ITPEITAPATA

JlexapcTBeHHBIH IpenapaT OTHOCUTCS K KaTErOpuu OTIYCKa B YCIOBHUSAX JIe4eOHO-MPOPMIAKTHIECKUX
YUPEKIACHUN.

OOmiass xapakTepucTHKa JIeKapCTBEHHOro Tmpemapata Kumpas [gocTymHa B €IHHOM peecTpe
3apETHCTPUPOBAHHBIX JICKAPCTBEHHBIX CPEICTB EBpasuiCKOro HSKOHOMHUYECKOTO COK3a H  Ha
oduIHMaTEHOM caiite YIOTHOMOYEHHOT O oprana (axcrepTHOM OpTraHH3aIIHH )
(https://Ik.regmed.ru/Register/ EAEU_SmPC).
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