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XpOHUYeCKNiA NMMMONEnKos

XPOHUYECKUN IMM®DOJIENKO3

XpoHuueckuit numooneikos (XJ1J1) — cambiid YacTbii BWUL JIeKO30B Yy B3POCIbIX.
B eBponenckux cTpaHax ero 4actota coctaBnseT 4:100 000 B rog v HenocpeacTBEHHO
cBsizaHa ¢ Bo3pacTtoM. Y nuy ctapue 80 net oHa cocTtasnseT > 30:100 000 B roa. MegunaHa
BO3pacTa Ha MOMEHT YCTaHOBJIeHWs AuarHosa B €BPOMEWCKUX cTpaHax — 69 nerT.
B Poccuitickon ®epepaumm XJ1JT BbIABASETCA pexe M MejuMaHa Bo3pacTa Ha MOMEHT
yCTaHOBJIEHWNS AnMarHosa cocTaBsseT 62 roga, CopasMepHO MeHbLUEN NPOAOIKNTENIbHOCTH
YXN3HW POCCUSH.

AunarHoctuka

1. Kputepuu guarHosa

XpoHuueckuit numdonenkos u numdboma 13 Manbix IMMPOLUTOB GUONOTUYECKU Npes-
CTaBNAOT CO60I OAHY OonyXonb. OTAMYME MEXAY HUMU B TOM, YTO MPU XPOHUYECKOM JIUM-
tdoneiikoze B KPOBW MMEETCS 3HAUYUTENbHbIA NuMbounTo3 (> 5000 MOHOK/OHASbHbIX
B-numdouunToB), Toraa kak npu numcbome u3 manbix numdounTtos (JIMJT) KnmHuuYecku
MaHudecTHoro numdounTosa HeT, HECMOTPA Ha MopaxeHue nMMdaTUYeCKUX Y3oB,
cefle3eHKM, KOCTHOro Mosra.

1.1 AnarHo3s «XpoHUYECKU IMMPONENKO3»

[nsi noCTaHOBKM AMarHo3a «XxpoHuyeckuit iMdonenkos» TpebytoTcs 06LWMii aHanns KpoBu
1 UMMYHODEHOTUMUYECKOE UCCNef0BaHUE C UCTONb30BAHMEM MHOMOLBETHOM MPOTOYHOWA
LMTOMETPUM, KOTOPOE MPeSnoYTUTeNIbHEE BbIMOMHATL MO KPOBW. [uarHos cTaBsiT Npu Bbl-
aBneHnn 6onee 5000 MOHOK/IOHaNbHbIX B-numdbounToB B 1 MK nepudepnuyeckoin Kposu.

Knaccuueckuin peHotun knetok XJ1J1 xapakTepusyeTcsi aKcnpeccuen B-kneTouHbIx aHTw-
reHos CD19, CD20, CD22, CD79b B coyeTaHmmn c T-kneTouyHbiM Mapkepom CD5 u akTuBa-
UMOHHbIM — CD23. OnyxoneBble KJIETKMN 3KCNPECCUPYIOT OAUH TUMN JNIerkow Lenu MMMYHO-
rnobynuHoB (Kanna unun naméaa). MHTEHCUBHOCTb 9KCMpeccun B-KNeTouYHbIX aHTUreHOB
(CD20, CD22, CD79b), a TakXKe NOBEPXHOCTHLIX UMMYHOTI06Y/IMHOB Ha MeM6GpaHe KNeToK
XJ11 HUXKe, YeM Ha HopMasbHbIX B-numdouutax. Pexxe BcTpeyaeTcss aTUNWUYHbIA BapuaHT
XJ11 ¢ dpeHotunom (CD19+, CD5+, CD23-), Tpebytowwmii aHannsa AONOMHUTENbHbBIX MapKe-
poB. PekomeHayemasa ana guarHoctuku XJ1J1 MuHMManbHas AuvarHocTuyeckas naHesnb
JO/MKHa BKJIOYaTb criegytowme mapkepbl: CD19, CD5, CD23, CD20, kanna, naméaa. B ka-
yecTBe [OMOJSIHUTENIbHbIX AMarHOCTUYECKUX MapKepoB PeKOMeHAYeTCA WCMNofib30BaTb
CD43, CD200, CD79b, CD81, ROR1. YacTo pekoMeHAyeMble, HO Heobsi3aTeNbHble AJ1s guar-
HOCTUKM U MOHUTOPMPOBaHUA onyxoneson nonynauuun XJ1J1 - CD22, FMC7, CD38, CD45.
Onpegenenune IgM/IgD, CD11c npu XJ1J1 pekoMeHAytoTCA HeyacTo. MNoporoBbi ypoBeHb
9KCMNpeccun MeMOpaHHbIX aHTUreHOB MpuHUMaeTca 6onee 20%. Jkcnpeccusa ZAP-70
n CD38 Ha knetkax XJIJ1 MoryT ucnonb3oBaTbCs B KayecTBe CypporaTHbIX MapKepoB
nporHosa. AuddepeHumanbHasa guarHoctuka XJ1J1 npoBogutcs ¢ gpyrumm CD19+CD5+/-
numdonponudepaTMBHbIMM 3a6oneBaHnsMU (MMMdoOMa M3 KNeTOK MaHTUIMHOW 30Hbl,
numMmdoma 13 KNeTok MapruHanabHON 30HbI, NPONMMMOLUTaPHbIA Nerkos, nnmdonnasmo-
uuTapHasi TumMcbomMa, BOSIOCATOKIIETOUHbI NeiKos 1 ap.). Hanbonee yacTblit UMMYHOGbEHO-
TMN AMMGOMbI M3 KNEeTOK 30Hbl MaHTun — CD19+, CD5+, CD23-, CD200-, CD43+, CD38+,
OHaKO BO3MOXHbl U apyrue BapuaHTbl. MIMMyHodeHoTMN B-knetouHoro nponumdoum-
TapHOro nenko3a KpaiHe pasHoobpa3eH U xapakTepusayeTcs BbICOKOW aKcnpeccuen B-kne-
TOYHbIX MapKepoB, BapnabenbHow akcrpeccueit CD5, CD23.

OueHKa MUHUManbHOIM ocTaTtouHol 6onesnn (MOB) npu XJ1J1 sBNsieTcs BaXKHOW YacTbio
KOMMJIEKCHOro o6criefjoBaHMA Moc/ie 3aBepLUEeHUss NporpamMMmebl neyeHns. C aTol Lenbto
uccnepyetcs nepudepunyeckas KpoBb UM KOCTHbIA MO3I CNyCTsl 3 MecsiLia Nnocsie fieyeHus
unu cnycta 12 MecsaueB nocne annoTpaHcnnaaHTauuu. MoxutopuHr MOB Bo3MOXeH
C UCMONb30BaHNEM [IBYX METOAOB — YeTbIPEXLIBETHOM MPOTOYHOW LIUTOMETPUN B COOTBET-
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CTBUM C MeXZYHapOoAHbIM CTaHAapTHbIM NpoTokosioM ERIC (4yBCTBUTENBHOCTL MeToAa —
1 onyxoneBas KfieTka Ha 10—4 neiikounuToB) U annenb-creyndudeckoit MLP reHos Taxe-
NbIX Uenen UMMYHOMN06Y/IMHOB. B 3aBMCMMOCTM OT BO3MOXHOCTEN COBPEMEHHbIX LUTO-
MEeTpPOB B HacTosilee BpeMs ucrnonb3yetca 6-8-10-uBeTHas MpOTOYHAs LUTOMETpUS,
conocTaBuMas ¢ vyBcTBUTeNbHOCTbO AC-TILIP (1 onyxonesasi kneTka Ha 10-5 neikoum-
ToB). B Tabnuue 27 npefcTaBneHa 6-LUBeTHasi MaHenb MOHOKJIOHAsNbHbIX aHTUTen Afs
oueHkn MOB npu XJ1J1. MNMpoBoguTca aHanu3 He MeHee 500 000 knetok. MMMyHOdeHO-
Tunnyeckas MOB-HeraTuBHasi pemuccusi KoHcTaTupyetcss npu Hanuumm < 0,01% knetok
B KPOBW U/ KOCTHOM MO3re.

Taé6n. 27. 6-LiBeTHasi NaHesIb MOHOKJ/IOHAsIbHbIX aHTUTEN A4Sl OLLeHKKN MUWHUMAJIbHON OCTaTO4YHOMN

60ne3HU NpU XpoHMYecKom numdoneiikose.

1 | CD5

sigk sigh D19 | c20 CD45
2 | co22 | cosn | cpi9 | cps | cpas | cD3
3 | coas | co7eb | cpse | coio | cps | cp4s

MoHuTopuHr MOB Ha aTane HabnlOAEHUS UMK NPOBeAEeHNUs MOALEPXKMBALOLLEN Tepanuu
Heob6XoAMM A1 OLEHKN KMHETUKM SIMMUHALMKU OMyXOSieBOro KioHa, NPOrHO3MpoBaHuUs
TeyeHus 3aboneBaHus], onpeaeneHns TakTUKK AanbHenLero BeaeHunst 601bHOro.

B okpalueHHbIx npenapaTtax nepudeprnyecKon KpoBU U KOCTHOro Mo3ra IMM@OUNTbI UMEKOT
Mopdonornio Masnbix NMMGOUUTOB C Y3KUM OGOAKOM LMTOMMasMbl, MAOTHbIM SAPOM,
rNbl6YyaTbiM XpoOMaTMHOM, 6e3 OTYeTINBOro sApbllka. Pexxe BcTpeyaeTcs Mopdonorus
aKTUBUPOBAHHbIX NMMPOLNUTOB — ¢ 60Jiee LWMPOKNUM 060AKOM LMTOMNMIasMbl CUHErO LiBETA
unu kpaesoW 6azodpunvei. Cpean nMMbOLUTOB 0KOMO 5% MOryT COCTaBNATb aTUMUYHbIE
KNeTKu (C pacLyenyieHHbIMK, CKagYaTbiMU SapamMm), a Takke NpoanMdouunTbl — 6onee
KPYMHble KNEeTKM C HEpaBHOMEPHO pacrpefesieHHbIM XpOMaTMHOM B sape, 1—2 Hykneona-
MW, YTO He npoTmBopeunt auarHosdy XJUJI1. Onsa XJ1JT xapakTepHO BbisiBieHWe B KPOBU
paspyLleHHbIX KNeTOK — TeHeil M'ymnpexTa. MNpu BbisiBNeHnn 6onee 55% nponumbountos
B KPOBM AMarHOCTUPYIOT NMpoiMMGoLMUTapHbIi N1eliko3, BapuaHT KoTtoporo (B- nnu T-kne-
TOYHbII) yCTaHaBIMBAETCA NP UMMYHO(EHOTUMPOBAHUN.

1.2 InarHos «<aiumdoma 13 manbix iMMdoLmTos»

Jinmdpoma n3 mManbix nMMOOLMTOB AMarHOCTUpPyeTcs Npu Hanumumum numdageHonaTmm,
n/Unn crnneHomeranuu, /Vnm LUMToneHnn, BbIaBaHHON Nopa)xeHMeM KOCTHOro Mosra, npu
YCNOBWM, YTO aBCONMOTHOE YNCSIO MOHOKOHasbHbIX B-nuMbounToB B KPOBM He NpeBbillaeT
5000 B 1 Mk1. UMMyHOnornyeckmnin deHoTun onyxonesblx B-numdounTtos aHanornyen XJ1J1.
[unarHo3 ponxeH 6bITb NOATBEPXAEH 6uoncuein numdaTNYecKoro yana, KOCTHOro Moara
WKW NMOpaXXeHHOro opraHa opraHa.

B ructonormnyecknx npenapartax mMopdonorumyeckuin cybetpat npeacrasneH AvddysHbIM
pPOCTOM HeGOMbWNX NMMOOUAHbBIX KNETOK C OKPYrbIMU AApaMu, KOMKOBATbIM XpoMaTu-
HOM, 6e3 OTYeT/IMBbIX AApbIEeK. B cpesax TkaHM numMdaTUYecKoro ysna Hepeako npwu-
CYTCTBYIOT DONANKYNIONOA06HbIE CTPYKTYPbI — NCeBAO(ONNNKYbI, TaK Ha3blBaeMble 30Hbl
pocTa, NpeAcTaB/IeHHbIe yBeNIMYEHHbIM KOIMYECTBOM NapanMMyHo61aCcTOB, KJTIETOK C MOp-
donorveit NpoNMMOoOUNTOB C pasNUUMMbIMK AAPbIWKaMK. [leTanbHoOe rMcTonornyeckoe
onucaHve faeTcA B COOTBETCTBYIOLWMX pasfenax pekoMmeHgauuin. Mpu nporpeccun XJ1J1
pasmep aTuMx MceBAOMONINKYIOB yBENMYMBAETCS, OHW MOryT cnuBatbes. Aduddepen-
unanbHaa AuarHocTuka Mexay aktueHbiM XJ1J1 u TpaHcdopmaumen PuxTtepa Tpebyet
60MbLIOro OnbiTa CO CTOPOHbI NaTomopdonora. B Takmx cnyyasix MOXeT UMETb 3HauyeHue
NMO3UTPOHHO-3MUCCUOHHas Tomorpadus. [na AnarHOCTUKKM CUHApoma PuxTtepa Heobxo-
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OUMO 6UOMCUpOBaTL OYarM CO CTaH4apTU3MPOBaHHbIM YPOBHEM 3axBaTa paguodapm-
npenapata (SUV) > 10.

1.3 lInarHo3 «MOHOKJIOHaNbHbIM B-KNeTOYHbIN ANMBOLMTO3»

X1 unun nuMmdomy 13 Manblx TMMOOLUTOB MOXHO 3aMof03pUTh Y NaLUMeHTa C HeGObLINM
NMMGOLMTO30M, HO YNCIIOM MOHOKJ/TOHasNbHbIX B-nuMmdoumTos < 5000 B 1 Mk KpoBu. Ecnn
no AaHHbIM duaunkanbHoro obcnepoBanus, KT y naumeHTa He BbisBnsieTca numdageHo-
naTus, cnaeHoMeranus, a TakXke HeT LUUMTOMEHWM, BbI3BaHHOW MOPaXKeHneM KOCTHOro MO3ra,
LMarHoCTUPYHOT MOHOKJIOHAbHBIN B-kneTouHbl numdounTtos (MBJ1). MBJ1 — He 3a6orne-
BaHWe, a COCTOSAHME npeapacnosioxkeHHocTn K XJ1J1 ¢ yactoton nporpeccun B XJUT 1-2%
B roa. Kputepuu anarHosa XJ1J1, IMJT u MBJ1 rpadmyeckun npeacTtaBrieHbl Ha cxeme 3.

Cxema 3. Kputepum anarHosa XJ1J1, MBJ1, JIMJ1

| MoHoknoHanbHble B-numdouunTbl |

Y
| < 5000/mkn | | > 5000/MKkn |

Y
JlnmdopeHonatus, cniueHomeranvs,
LMTONEHUN, UNbOUNbTPATUBHbIE UK XpOHUYECKU NMMdoneinkos

UMMYHHble

Y
HET
MOHOKNOHanNbHbIN
B-kneTouHbIn
numdoumnTos

Y

ECTb
JNiumdboma ns manbix
numdouunToB

deHomeH MBJ1 6bin 06Hapy>XeH B CBA3WN C pa3paboTKOW HOBbIX BbICOKOUYYBCTBUTENbHbIX
MEeTOLOB OLEHKN MUHUMAasbHOW OCTaTO4YHOM 6051e3HU. [pu nccnegoBaHny BO3MOXHOCTEN
9TUX METOAOB BbISICHUIOCb, YTO MOHOKJ/IOHa/IbHble B-KNeTouHble Nonynsauum, Hecylime Te
e caMble UMMYHO(DEHOTUMUYECKME NMPU3HaKK, Y4TO U KneTku XJ1J1, BCTpeyatoTca fOBONbHO
yacto. bonee yuem B 75% cny4yaeB UMMYHODEHOTUNUYECKUIA NPODUIb STUX KNOHANbHbIX
nonynAuniA HEOTIMYMM OT UMMyHObeHoTUna XJ1J1, To ecTb 3TW KNeTKK akcnpeccupytoT CDS,
CD23, cna6o akcnpeccupytoT CD20 1 NoBepXHOCTHbIE UMMYHOT06yNMHbI. B yacTu cnyyaes
MUMMYHOMhEHOTUMN 3TUX B-KNIETOUYHbIX KNIOHOB OTNUYaeTcs (60sblie HanoMWUHaeT MMboMy
MapruHanbHOWM 30HbI), M TOrAa OHU KnaccudUUMpyrOTCS CreayoLmMm 06pasom:

* atunuyHbin XJ11-nogo6HbIi MBJT: CD5+, CD20bright, BapnabenbHas akcnpeccus CD23
(npu ycnoBuu, 4To HET TpaHCIOKaL MK ¢ ydacTueM fiokyca Cyclin-D1);

+  CD5-HeraTuBHbIt MBJT (He cooTBeTcTBytOLWMiA XJ1J1): CD5— n 6e3 NpusHakoB ApPYrux
aTUMUYHbIX MapKepoB numdbonponndepaTMBHbIXx 6onesHeit (Hanpumep, CD10 gns
NpedoNMKyNApHON MTMMOOMBI).

Takum 06pasom, BbisiBNneHWe knetok ¢ deHotunom XJ1JT B KPOBM He O3HayaeT Hanuuue

numdonponudepaTMBHON 6G0NE3HK, MOCKOJIbKY KOHanbHas 3KcnaHcus B-numdounTtos

MOXET BbISIBAATbCA Y 3A40poBbIX Ntogel. Yactota MBJ1 konebnetca ot 3,5 po 12%

M 3aBUCUT OT reorpaduyeckoro pernoHa, Bospacra BbIGOpKM uccnegyembix nuy. Ho 6onee

Bcero yactota MBJ1 3aBUCUT OT UyBCTBMTENbHOCTU METOAMKM MPOTOYHOW uuTodyopu-
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METPMU: YeM YyBCTBUTENbHEE MeTOf, TeM Yalle BbiaBnsetcss MBJ1. OCHOBHYt0 Maccy cryyaeB
MBJ1 cocTaBNsieT ero CybkIMHUYECKUIA BapuaHT, NpyM KOTOPOM NuMMdounTo3a HeT. Takue
cnyyan MBJ1 o6HapyxuBatoTCsi MpY UCCefoBaHWN 340POBbIX NHOAEN BbICOKOYYBCTBUTESb-
HbIMU MeTogaMn UMMYHO(DEHOTUNMPOBaHMSA. Yncno KnoHanbHbIX B-numdoumTtoB B 95%
cnyyaeB MeHble 0,056 x 10°/n. 3HaunTeNbHO pexxe BCTpeyvaeTcs «kanHu4eckuin» MBI, npu
KOTOPOM Yy MauueHTa ObHapyXwuBaeTcsi HeBbICOKMI nuMdountos. «KnuHuueckuii» MBJI
npeacTaBnsieT CO60M CMeCb CiyyaeB HayasnbHbix 3TanoB XJ1IJ1 M MOHOK/IOHaNbHOro
B-knetouHoro numdouutosa. K coxaneHuto, JOCTOBEPHbIX CMOCOOG0B PasinMynTb 3TU CO-
CTOSIHUS HeT. PUCK mporpeccuu B 1IeMKo3 npu KNnHuyeckom MBJ1, o AaHHbIM pasHbIX UC-
cnepoBaHui, konebnetcsa oT 1% Ao 4% B roa. MBJ1 UMeeT 3HaYeHMe C NCUXOSIOMMYECKOM TOUKN
3peHust Ansl NauMeHTOB, KOTOPbIM CTaBAT AMarHo3 «nerkos». Mcnonb3oBaHue TepMuHa
«J1eiK03» B TaKMX Cyyasix HeceT B cebe 6eCCMbIC/IEHHbIN CTpecc. Takxe Ba)KHO, YTO BbIsiB-
neHve nonynsuuu knetok ¢ deHotunom XJ1J1 B KpOBM Y MaumeHTa C HEACHbIM JIEFOYHbIM
MpoLeCCOM, HEBPOJIOMMYECKON CUMNTOMATUKOW, o4aramu B NMeYeHu, NoYKax uam roaoBHOM
MO3re Hefb3sl cYMTaTh fOoKasaTeNbCTBOM TOrO, YTO 3TW NposiBAeHNs obbsacHsatoTea XJ1J1.

1.4 Tnctonormnyeckas TpaHchopMaLmsa XPOHUYECKOro TnMdonerikosa

Y 3-5% nayuenToB ¢ XJ1J1 u numdomon ns manbix numdounToB passuBaetcs AuddysHas
B-kpynHokneToyHasa numboma (ABKJIT) unm numdoma XomxkkumHa (J1X). MosieneHune kpyn-
HOK/eToYHO NMMdoMbl Ha doHe XJ1J1 HasbiBaeTcst cuHapoMom PuxTepa (CP). Mosinexne
nuMdombl XoaKKMHa Ha GoHe XJ1J1 HasbiBaeTCa XOAXKMHCKOM TpaHcdopMaLmein. Bo Bcex
Cnyyasix JIOKanbHOro 6bICTPOro yBeNMYeHUss MMM OY3/10B UM CYLLECTBEHHOIO U3MEHEHUS
K/IMHUYECKON KapTUHbl 60s1e3HU (NosiBfeHNUs B-cMMNTOMOB — BHe3arnHoi MnoTepu Beca,
HOYHOW NMOT/IMBOCTU) HEOBGXOAMMO BbIMONTHUTL GUOMNCUIO IMMGATUYECKOrO Y3/1a, KOCTHOrO
MO3ra WM aKCTpaHoZanbHoro oyara. CMHApPoOM PuxTepa KOHCTaTUpyeTCa TOMbKO Ha OCHO-
BaHWW MICTONOMMYECKOrO UCCNE0BaHMS.

BonbwuHcTBo cnyvyaes [BKJ1 Ha ¢oHe numdoneinkosa oTHocuTcss K ABC-BapuaHTy
Nno UMMYyHOrMCTOXMMMYeckoMy anroputMmy Hans-Choi. CyliecTBeHHOe 3HauyeHue umeet
KOHCTaTaLusi KNIOHaNbHOW CBA3N MeXAy UCXOAHbIM KnoHoM XJ1JT n anddysHoin B-kpyn-
HOKNETOYHOM NuMMdbOMON, nosiBuBLUeCcS Ha ero ¢oHe. lMporHo3 [BKJI, BO3HWKLIEN
de novo, 3HauuTenbHO nydwe, YyeM B cnydasix, korga [OBKJ1 npepctaBnser cob6oi
TpaHchopMauumo ncxogHoro knoHa XJ1J1. Takyto CBA3b MOXHO YCTAHOBWUTb MO M30TUMY
NEerkov uenu UMMYHOrNo6ynnMHoB. Ecnu nsotun ucxogHoro knoHa v OBKJ1 He coBnagaer,
peub maetr o OBKIJI, BosHuKwel de novo. Ecnm m3oTun coBrnafaeT, KJoHaslbHasi CBS3b
[LOCTOBEPHO MOXET 6bITb YCTAHOB/EHA TOJIbKO MO MOJIEKYIAPHOMY aHanu3y reHoB Bapua-
6eNbHOr0 pervMoHa UMMYHOMNIO6Y/IMHOB. [Ae BO3MOXHO, PEKOMEHAYETCs onpefeneHue
KnoHanbHon ceasu mexay ABKJ1 n XJ1J1.

2. MnaH o6cnepoBaHUs NaLMeHTOB Ha MOMEHT YCTaHOBJIEHUS AMarHo3a
1. OcmoTp ¢ nanbnauuen numdoysnos., neveHn, cenedeHkn. OCMOTP MUHAANVH.
O6LmMit aHann3 KPoBW C ONpesieNIeHNEeM YPOBHS PETHUKYIIOLMUTOB.
Mpo6a Kymb6ca.
CTaHAapTHbIN 6UOXMMUYECKUI aHanM3 KpoBW, BKAtoYatowmin JIAT
NMMmyHodeHOoTUNMpOBaHWe KpoBu'™.
Y3W opraHoB 6ptoLLHON MNOMOCTH.
PeHTreHorpadus rpyaHOM KNeTku A5 BbIABIEHUSA MacCMBHON nuMdageHonaTum.

No o~ wd

1 MUHUManbHas naHens MMMyHOKbeHOTMHMpOBaHVIQ npeAcTaBneHa B pasaene «anarHos XDOHVNGCKMM ﬂMMqJOJ'IeI;IKO3»
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8. OnpepneneHvne MapkepoB Bupyca renatuta B'S.
9. MaumeHTaM Mosoxe 55 neT pekoMeHayeTcsa nposefeHue FISH Ha geneuuto 17(p).
10. OcTanbHble UccnefoBaHUsa — Mo HEO6XOAUMOCTMU.

3. MNnaH o6cnepoBaHuA NaLMeHTOB Nepes HavyanoM Tepanuu

1. OcmoTp c nanbnaumen NMM@oy3noB, NeyeHn, ceneseHkn. OCMOTpP MUHAANVH.
06LWnii aHanM3 KPoBU C onpefesieHNeM YPOBHS PETUKYTOLUTOB.
CTaHAapTHbIN 6UOXMMUYECKUI aHanM3 KpoBW, BKAtoYatowmin JIAT.
NMMyHObEHOTUNMPOBaHME KPOBK, ECIIN HE BbIMOJTHANOCH paHee.
OnpegfeneHne MapKepoB BMpyca renatuTa B, ecniv He BbIMOJTHANOCH paHee.
VccnepfoBaHve KOCTHOro Mo3ra (MuenorpaMmma).

No abrwbd

KoMnbloTepHas ToMorpadusi rpyfHOM KMeTKM U GpHOLLIHON MOJIOCTU C B/B KOHT-
pacTMpoBaHuUEM.

Mpo6a Kym6ca (npsimasi).
9. FISH Ha del(17p)’e.

©

> BceM nauumeHTaMm, KOTOPbIM MNaHWpyeTcs HasHadenwe anTuten k CD20 (puTykcumab, odaTymymas, o6UHyTy3ymat), HeO6XOAMMO
NPOBOANTL PasBepHYTOe BUPYCONOr4eckoe o6CcnefoBaHe NS BbIABNEHWUA MapKepoB BYpyca renatuta B, Bknovatollee HBs-aHTUreH,
aHTUTENa K NOBEPXHOCTHOMY aHTureHy (aHTu-HBS), aHTuTena k cor-aHTureHy (aHTu-HBcor) u KadecTBeHHOe onpefenenune [HK Bupyca
renatmta B B KpoBW. 3TOMYy BOMpOCY MpumMeHUTenbHo K XJ1J1 ynensieTcsi oco6oe BHUMaHWE, MOCKOMbKy KneTku XJ1J1 asnsioTes
[IONOJHUTENbHBIM pe3epByapoM /15t BUpyca renatuta B. JlaTeHTHaa UHdeKLms, BbidBaHHas HBV, BbisBnseTcs y nauneHToB ¢ XJ1/1 vaute.
3HayeHve MapkepoB HBV-uHdeKUMM 1 NpeanonaraemMble AeNCTBUA NPeACTaBNeHbl B Tabnuue 28.

16 [NaBHbIM LIMTOr€HETUYECKUM MapKepOM, HENoCpPeACTBEHHO BAWSIOLMM Ha TepaneBTUYECKYl TaKTuKy, siBnseTcs Aeneuus 17p.
PekoMeHfyeTcs NPOBOANTL CKPUHUHT Ha Aeneunto 17p y BCex MaLyeHTOB, MMEOLLMX NMOKa3aHWs K Havany Tepanuu. B npeflecTsyioLLeit
Bepcun pekomeHaaumit FISH He pekoMeH0Banoch NpoBOAWTL MaLMEHTaM, Y KOTOPbIX HET MokasaHui K Havany Tepanuu. B HacTosilee
BpEeMsy 3TOI rpynmbl 60/bHbIX NOSBKNACH peanbHas TepaneBTuyecKas anbTepHaTBa — MGPYTYHMO. [je BO3MOXHO, NaLMeHTaMm ¢ feneLmei
17(p) HEOBXOAMMO MPOBEAEHUe ansloreHHoN TpaHCMnaHTauuu. B cBAan ¢ aTm cpok BbiseneHus del(17p) umeeT 3HaueHue. osTomy
CKPUHUHT Ha del(17p) npeanouTuTeNbHEE Y MaUMEHTOB, KOTOPbIM MOXET 6biTb MPOBEEHa annoreHHas TpaHCnaaHTaums Ha MOMEHT
yCTaHOB/NEHWs AnarHosa. [Npu sbissneHnn del(17p) nokasaHo nposefeHne HLA-TUNMPOBAHWS MauueHTa v NOTeHUManbHbIX AOHOPOB.
Mpu Manenem Nofo3peHNM Ha NIMMGBOMY 13 KIETOK MaHTUIHOMN 30HbI NoKasaHo uccnegosatqme t(11;14).

Ta6n. 28. 3HaueHne MapKepoB BUPYCHOrO renaturta B

AHTHK- AHTU- OHK ”

MpoBecTn BakyMHaLMIO
MpoTnBONoKasaHuin K aHTM-CD20 HeT

He koHTakTnposan ¢ HBV = = = =
BakumHauus nposeaeHa - - + - MpoTnBONOKa3aHuin K aHTU-CD20 HeT
PekoHBanecueHT = + + = MpoTuBONoOKasaHui kK aHTU-CD20 HeT
KoHTtponb HK HBV kaxaple 2 mecsiLa BO BpeMs Tepanuu

- + - +/- aHTK-CD20, Ha3HaveHVe NPOTUBOBMPYCHOI Tepanuu npu
nossneHun HBsAg unun IHK HBV

BoamoxHoe naTeHTHoe
HocuTenbcTBo HBV

HeakTuBHoe n v _ v HasHayeHune NpoTUBOBUPYCHbIX NpenapaToB BO BpeMst

HocuTenbcTBO HBsAg Tepanuu aHTU-CD20+ + rop nocne oKoH4YaHusa
OTkasaTbcs oT aHTM-CD20 nnm NnpoTMBOBUpPYCHas

XpoHuueckuit renatut B + * * +/- Tepanus Ao Tepanuu, BeCb Nepuoj NiedeHus + rog, nocne
OKOHYaHUa**

* MNpwu BbisiBNeHUM HBs-aHTUreHa nepeyeHb nokasatesneil A0MKeH GbiTb PacLUMPeH, HE06X0AMMa KOHCYbTaLus renaTtonora.

** [pn HeO6XOAMMOCTM HasHaueHNst aHTU-CD20 nokasaH NOCTOAAHHBIN NpueM aHTekasupa 0,5 Mr/cyT. DHTeKaBUP Ha3HaYaloT Ha BeCb
nepwvoy, neyeHns/nopaepXxusaioLLeil Tepanun 1 He MeHee roa nocsie 3aBepLIeHNs UMMYHOCYNPECCUBHO Tepannu Npu
HeO/IHOKPaTHbIX OTpULIaTeNbHbIX pesynbTaTtax TecTuposaHus [HK Bupyca renatuta B B kpoBU. ONTUManbHas NPOAOIKUTENbHOCTb
Tepanuu aHTeKaBUPOM MoCsIe 3aBepLUEHNs Tepanun puTyKCUMatoMm He onpeaenena. Ecnu naunenTy ¢ XJ1UT cneuyuduyeckas Tepanus
He NoKasaHa, B NpodunakTUyeckom HasHaueHUN aHTeKaBnpa HeT HeOBXOANMOCTU. JTaMUBYANH HE AOMKEH NMPUMEHATLCS Y
naumeHToB ¢ XJ1J1, NocKosbKy peyb BCeraa MAeT o ANNTeNIbHOM Npueme NpOoTUBOBUPYCHbIX NpenapaToB. K KOHLY BTOPOro roaa
rpuema namM1ByAnHa K 3TOMy npenapary ycToitunso Gonee 40% wtamMmoB HBV, K KOHLY yeTBepToro roga npuema — 70% wrammos
HBV. Mpu pasBnTMM yCTONYMBOCTM K SHTEKABKPY NokasaH nepexop Ha TeHodoswup 300 mr/cyT.

K HacTosiLLLeMy BpeMeHU ony6nnkoBaHbl JaHHble 06 OAHOM Crly4ae peakTuBaLMW BUpYyca renatuTa B Ha dpoHe npuema népyTnHuba,
HECMOTPS Ha TO, 4TO O6LLEee YACNO NALMEHTOB, NMPUHUMAOLLMX MGPYTUHMG, B Mype npeBbitwaeT 25 000. Moka He SICHO, BO3MOXHO 1
6e30nacHoe HasHaueHWe U6PYTUHMGA NaLmeHTam ¢ HBs-aHTUreHoM.
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10. Mo3UTPOHHO-aMUCCUOHHasA Tomorpadua (M3T) — npu NOLO3PEHUU HA CUHAPOM
PuxTtepa.

11. Mpwn HanU4MM BO3MOXHOCTY - MyTaumm IgVH" n TP538

12. KonvyecTBeHHasi oLeHKa KOHLIEHTpaLuunm MMMyHOrnobynmHoB A, M, G CbIBOPOTKM
»KenaTtesnbHa, HO He Heo6xoAMMa. Y NaLneHTOB CO CHUXXEHMEM BCEX KNTAaCCOB MMMYHO-
rNo6yNMHOB MHMEKLMN BO3HMKAIOT Yalle.

13.Tlpn nNopo3peHnn Ha TpaHchopmaLuuto nokasaHa 6uorncua nMM@oysna, KOCTHOro
MO3ra, 9KCTpaHOAaNIbHOro oyara.

14. OcTanbHble UccnefoBaHus BbIMOHAIOT, UCXOAA U3 KITMHUYECKUX MOKa3aHWUN.

4. MNnaH o6cnepoBaHKA NaLMEHTOB MO 3aBepLUEHUN Tepanum

OueHKy peMunccum NpoBOAST ABYXKpaATHO: Yyepe3d 1 Mecsil M Yepes 3 Mecsla OT AaTbl No-
cnegHero Kypca. Yepes Mecsil, LOCTATOYHO aHaiM3a KpPOBW, OCMOTpa nauueHTa u Y3U
OpraHoB 6pIOLLIHOW NONoCTU. DUHANBHYIO OLEHKY NPOBOAAT Yepes 3 MecsLla. OHa BKJIoYaeT
B cebs cregytoLlee:

1. OcmoTp c nanbnayuein numdoy3no., neveHn, cenedeHkn. OCMOTP MUHLANVH.
2. 06Lwmit aHann3 KpoBMU.

3. KomnbtoTepHasa Tomorpadusa rpyaHOM KIETKU U GPHOLLIHOWM MOSIOCTM C B/B KOHTpa-
CTUPOBaAHMEM — B paMKax KJIMHUYECKUX UCCnefoBaHun.

MaumeHTaM C KJIMHUYECKOW MOMHOM peMuccuen xenaTeflbHO UCCefoBaHWe MUHUMab-
HOW OCTaTOYHOIN 60J1E3HU C MOMOLLbKO MHOTOLBETHOW NPOTOYHON LiuTohyopumMeTpun. MNpu
BbISIB/IEHMN OCTATOYHbIX KneTok XJ1JT KoHcTaTMpyeTcs yacTuuyHas pemMuccusa no dakrty
BbISIBJIEHWSI MUHUMasIbHOWM OCTaTOYHOMN 60M1e3HU. B aTOM cryyae B UccnefoBaHUm KOCTHOrO
Mo3ra HeT Heob6xogumocTu. Ecnm B kpoBu kneTknm XJ1J1 He onpefensitoTcsi, nokasaHo
nccnepoBaHne KOCTHOro mMosra. [py OTCYTCTBMM MUHWManbHOW OCTAaTOYHOW 605e3HU
B KOCTHOM MO3re, a TaKXe OTCYTCTBUMU MHPUAbTPaLMM KOCTHOrO Mo3ra knetkamu XJ1J1
KOHCTaTUpyeTCs MOJIHasA PeMUCCHS.

Kputepun pemuccmum npnuBogaTca B NocregHeM pasgene pekoMeHgaumm.

5. OnpepeneHue ctagum

CTagupoBaHue ocyLLeCTBASETCA MO pe3ynbTaTaM 06CnefoBaHNs B COOTBETCTBUN C KpUTe-
pusiMu knaccudukauum J.L. Binet (Tabn. 29).

Ta6én. 29. Ctagum XJ11 no Binet

MEOVAHA .
- XAPAKTEPUCTUKA BLDKVBAEMOCTY, MEC, | % BO/IPHBIX B IEBIOTE

Hb > 100 r/n, Tpom6oumnTbl > 100 x 10%/n

MopakeHo < 3 nMmdaTuyeckux oénacrei >l
Hb > 100 r/n, TpoM60ouuTbI > 100 x 10%/n

B o 61 30
MopaxkeHo > 3 nuMdaTryecknx obnacteit

c emorno6uH < 100 r/n 32 10
UM ypoBeHb TpomboumToB < 100 x 10%/n

"7 MyTauuun VH-reHoB MMetoT NPOorHOCTUYeCKOoe 3HadeHwe. B HacTosLLiee BpeMs NPOrHo3y nauneHTos ¢ XJ1/1 oLueHnBatoT No MexyHapoAHOMY
nporHocTuyeckoMy uHaekcy ansa XJ1/1 (cm. pasgen 5.1). MHaekc TpebyeT oleHku 6eTa-2-MUKPOriobynmHa, MyTaluMoHHOro cTaTyca VH-reHos,
a TakxXe UMToreHeTM4ecKoro uccneaoBaHns. Mae BO3MOXHO, peKOMeHyeTcs onpeaeneHne aTux nokasatenet. Y naumeHToB ¢ MyTaumamm
VH-reHoB, JOCTUILUMX BbICTPOrO NOMHOMO OTBETA (Mocse 23 LIMKII0B) BO3MOXHO COKpaLLieHe 03 NpenapaTos uiv Yucna umknos FCR/BR.
Mpu 3TO pemnceKm y JaHHOM rpynnbl 60MbHBIX CTOMb e ANUTENbHbI.

18 MyTaumm TP53 UMEIOT Takoe e 3HaueHwe, Kak v aeneuns 17p.
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NumdaTtuyeckne obnacTu:

*  LWeWiHble NUMdOY3nbl;

*  MoAMblLLeYHble TMMdOY3nbl (C OLHON MU ABYX CTOPOH);
* naxoBble MMbOoy3nbl (C OQHON UK ABYX CTOPOH);

*  MeyeHb;

+  cesieseHka.

5.1 MexayHapoaHbl MPOrHOCTUYECKUIN UHAEKC

MeXayHapoaHbIi NporHocTUYecknin nHaekc (MMU) ons xpoHudeckoro numaboneikosa pas-
paboTaH Ha OCHOBaHWW aHanM3a BbIXXMBAeMOCTU 3472 NauUWUEHTOB, BK/IIOYEHHbIX B BOCEMb
nccnegosaHnin, nposogmeLunxcs B EBpone n CLUA. IHAeKC OCHOBaH Ha NSATY NapamMeTpax:

1. Hanuuwue del(17p) n/unm mytaumin TP53,

MYTaLMOHHbIN CTaTyC reHoB BapuabesibHOro pervoHa MMMYHOTT06YIMHOB,
ypOBeHb 6eTa-2-MUKPOrnobynmHa,

cTagus,

o wN

BO3pacT NnayneHToB.

KaxxoMy 13 3TWX nokasaTtenen NpucBoeH 6ans, oTpaXkatowuii OTHOLLIEHWE PUCKOB NpOr-
peccun unu cmeptu (Taén. 30). MMU ana XJ1J1 no3BonseT AUCKPUMUHMPOBATb MaLMEHTOB
Ha yeTblpe rpynnbl: HU3Kas (0—1 6ann), npoMexyToyHas (2—3 6anna), Bbicokas (4—6 6an-
NoB) M oyeHb Bbicokas (7-10 6annos). O6was BbbkMBaeMocTb (OB) B 3aTux rpynnax
nokasaHa B Tabnmue 31. CywecTBYHOT faHHbIE, YTO MHAEKC MNO3BONISET cTpaTUdUUMpoBaTh
nawuueHToB B peungnse XJ1J1.

Ta6én. 30. Me)XxayHapoAHbI NPOrHOCTUYECKUI MHAEKC
MAPAMETP o> SHAUEHVE “

TP53 (17p) [eneuusa/mytaumus 4
Cratyc IgVH bes myTauuit 2,6 2
B2M, mr/n >3,5 2,0 2
Cragus B/C wnu Rai I-IV 1,6 1
Boapact > 65 ner 1,7 1
Bo3MOXXHble 3HaYeHUsA LKanbl 0-10

Ta6n. 31. 06w,as BbHKUBaeMOCTb 60/bHbIX B rpynnax no MMn
FPYTMNA PUCKA BAN N (%) BOJIbHbIX 5-JIETHASA OB

Huskas 340 (29%) 93,2%
MpomexxyTouHas 2-3 464 (39%) 79,4%
Bbicokas 4-6 326 (27%) 63,6%
OyeHb BbICOKas 7-10 62 (5%) 23,3%

6. dopmMynupoBaHue guarHosa
}J,I/IaFHOS «XpOHVNGCKVIVI ﬂMMd)OﬂeﬁKOS)) CKnagblBaeTCcAa U3 NATU COCTaBNAOLLNX.

1. Crapmusa no knaccudukauum Binet ykasbiBaeTcss Ha TeKyluini MOMEHT. B gmarHose
peKoMeHZyeTcs OTMeTUTb Hannune MaccuBHoi NnuMmdageHonaTnm (pasmepbl > 5 cMm,
o6pa3oBaHne KOHrToMepaToB).
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2. YkasaHwue rpynnbl pucka XJ1J1 no mexayHapofHOMY MPOrHOCTUYECKOMY UMHAEKCY.
Ecnu usBecteH Tonbko ctatyc TP53, ykasbiBaeTCsl BbICOKUI PUCK.

3. WHdopmauwms o npefLIecTBYHOLLEN Tepanuun.

4. (dasa: 6e3 nokasaHWi K Tepanuu, PeMUCCUS, PaHHUI peunanB, NO3LHUIA peunans
(nepBbIit, BTOPOW, N-HbIi1), NpOrpeccupoBaHue.

5. OcnoxHeHwus.

B AnarHose ykasbiBaeTCs TO, YTO CYLLEeCTBEHHO AJ19 OnucaHus TeKyLLLeIZ cuTyauun n npu-
HATUA pelleHna o Tepannu.

Mpumepbl GopMynMpoBaHUs AMarHosa:

« XJI, ctagus A, MINUN 0, 6e3 nokasaHWi K Tepanuu,

«  XJ, ctagus B, MINU 4, maccuBHast abaoMuHanbHas nuMmdbageHonaTus, BbICOKUA PUCK;

+ XJ11, ctapgua B, MINMN 5, cocTosiHne nocne wectun kypcos FC, pemuccus;

«  XJ1J1, ctagusi A, cocTosiHWe nocre Tepanuu XxnopameyLmaoM, NporpeccnupoBaHme;

« XJ1, ctagua C, MU 3, ayTouMMyHHas remonutuyeckas aHemus Il cteneHu TsxecTu;

+  XJ1, ctagus C, cocTosiHue nocne natu kypcosB FCR, wectu kypcoB R-CHOP, MmoHOTepa-
nuun anemTysymaboMm, TPeETUIN peunans. ACneprunnes nerkux.

7. NleyeHne

7.1 MNokasaHusa K Havasy Tepanuu B-K1eToYHOro XxpoHuyeckoro nmdoneinkosa

Okono 30% nauueHToB (ABe TpeTu 6OJbHbIX CO CTagauein A B Ae6oTe) MMEOT MefJjeHHO
nporpeccupytoLiee TeueHue XJ1J1, npuyem NpogomKNTENBHOCTb UX XKXMU3HU 6InM3Ka K 06LLe-
NonynsLMOHHON. Y He6OoNbLIOK FPYNMbl NaLMEHTOB C Tnewwmm TeyeHnem XJ1J1 Heobxo-
OMMOCTb B JIeYeHUN He BO3HWMKAEeT HUKorga. Hanvume Takow rpynnbl 6ONbHbIX Aenaet
060CHOBaHHOW TaKTWKY BbDKMAATENbHOro HabnoAeHUs A0 NOSIBAEHMS NOKa3aHWi K Tepa-
nun. Bcnepgcteue atoro Tepanus XJ1JT go/mkHa HauMHaTbCsl MPU HaIMUUKU CledyroLLMX
nokasaHui no kputepusm IwCLL 2008 [I,A]:

1. OAuWH nnmn 6onee CUMNTOMOB MHTOKCUKALIUN:

+ noTeps Beca > 10% Macchbl Tefla 3a 6 MecsiLleB (€CnM NaLMeHT He NpUHUMan Mepbl
K MOXyAaHuo);

+ cna6octb (ECOG = 2, HeTPYAOCMOCO6HOCTD);

+  cybdebpunbHasa nuxopaaka 6e3 NnpusHakoB MHbeKUNY;

*  HOYHbI€e MOTbl, COXpaHsitoLmecs 6onee MecsiLla 6e3 NpM3HaKoB UHDeKLNY;
HapacTatowasa aHeMuss u/unu TpoMbouuTOMeHus, obycrnoBfieHHass UHPUNbTpaLmen
KOCTHOro Moa3ra.

AyTOMMMYHHasi aHeEMUS U/UNN TPOMBOLIMTONEHUS], PE3UCTEHTHbIE K NPEeAHU30MOHY.
BosnbLive pa3mepbl ceneseHku (> 6 CM HixKe pebepHoii Ayrv), ABHOE YBeIMYEHWE opraHa.
MaccuvBHas 1 HapacTaroLlas numdageHonaTus.

6. Bpems yaBoeHus numdoumntos (BYJ1) MeHee 6 MecsiLieB.

MaumenTbl B cTaguun A ¢ AUTA nnn UTT gomkHbl nony4vaTb 1Ie4eHne no noBoAy 3TUX OCOXK-
HeHui (HanpuMep, NPeAHMU30JI0H), a He NPOTUBOJIENKO3HYIO Tepanuio. ECi ayTOMMMYHHOe
OCJTIOXXHEHME MJIOXO OTBEYAET Ha Tepanuio cTepongamu, BOSMOXHO NPUMEHEHWE Hamnpas-

neHHom Ha XJ1JT uMMyHOXxMMMoTepanuu. beccMMnToMHasn rmnoraMmMarnobyMHeEMUst N Ha-
JIMYNEe MOHOKJIOHAJIbHOW CeKpeLnn caMu no cebe He SBNSAI0TCS NOKa3aHUAMU K JIEYEHUHO.

BbisiBNeHMe MapKepoB OTpuULaTeNbHOro MPOrHO3a, B TOM uucne geneuun 17p He aABnseTcs
nokasaHueM K Hayany Tepanuu. HekoTopble nauueHTbl CO cTagmen A n geneuven 17p Moryt
LJIMTENIbHOE BPEMSI He HYXAaTbCsl B Sle4eHnm (0CO6EeHHO, MaLMeHTbl ¢ MyTauusmu VH-reHoB).

N

o s~ w
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7.2 06ocHOBaHWe e4ebHOMN TaKTUKU

Bbi6op Tepanuu y nauueHToB ¢ XJ1J1 6a3upyeTcs Ha Tpex rpynnax GakTopoB:

1. XapakTep 60/1€3HU: TAXECTb KJIMHUYECKUX NPOSBAEHUN, HanMune dhakTopoB Hebra-
ronpuATHOro nporHosa (aeneums 17p, mytauus TP53);

2. CocTosiHue 60bHOr0: BO3pacT, COMaTMYeCKUiA CTaTyc, CONyTCTBYylOLWME 3aboneBa-
HUA, oXXMAaemas NpoaoIKUTENbHOCTb XU3HWU, He cBAA3aHHasa ¢ XJ1JT;

3. (DaKTOpr, CBA3aHHble C JnevyeHnem: Hanun4due rIpOTVIBOFIOKa3aHI/II7I K OaHHOMY
npenaparty, Ka4eCtBO M NpPoOAO/DKUTENbHOCTbL OTBETa Ha paHee npoBoAuBLieecA
ne4vyeHune, xapakTtep TOKCUYHOCTU paHee NpoBoAUBLLEIoCA Jie4eHnA.

XpoHnueckunii nTMM@onenkos B HacTosiLLLee BpeMs Hen3neumm, 1 60bLIMHCTBO 3a60NEBLLNX
noXunble NoAKN. B cBA3K € 9TUM BO3PACT, YUCIO M TAXKECTb CONYTCTBYOLWMNX 3abosieBaHNi
onpenensitoT Uenu fieyeHnss B 6onbluei Mepe, YeM BMosiormyeckas xapakTepuctuka ony-
XoneBbIx Knetok (kpome geneuun 17p u myTaumin TP53). MoaToMy pacnpegeneHue na-
LMEHTOB Ha TepaneBTUYECKMEe rpynrbl OCHOBbIBAETCA Ha WX COMaTUYEeCKOM cTaTyce u
KOoMop6uAaHocTu (Tabn. 32). BoifensitoT Tpy TepaneBTUYeCKMe rpynibl. Y NaLueHToB ¢ XOpo-
UMM COMaTUYECKNM CTaTycoM 6e3 COMyTCTBYHOLLMX 3a60/1eBaHN HEOHXOANMO CTPEMUTLCS
K [OCTUMXXEHUIO MOJSIHOW PEMUCCUM, MO BO3MOXHOCTU C dpagukaumern MUHUMasbHOWM
OCTaTO4YHOM 60/1e3HN, MOCKOJbKY TOSIbKO Takas TaKTUKa MOXET NMPUBECTU K YBESIMYEHWUIO
NPOAOIKUTENIBHOCTU XU3HU. Y NaLMeHTOB MPEKIOHHOro Bo3pacta CO MHOXECTBOM CONyT-
CTBYytOLWMX 3aboneBaHN HEO6XOAMMO CTPEMUTLCA K OCTUIKEHMIO 3D (HEKTUBHOIO KOHTPONSA
Haj, onyxosibto, n3beras HeonpaBAaHHOM TOKCUYHOCTH. Y NaLMeHTOB CTapyeCcKoro Bo3pacTa
C OpraHHOM HefOCTaTOYHOCTbIO Lesflb fledeHus nannvatmeHas. CylecTByeT 06beKkTUBHas
LUKana OLeHKM Yyucna u TSXXEeCTH ConyTCcTBYHoLLMX 3aboneBaHuii — CIRS (Cumulative lliness
Rating Score). B peasibHOW KIMHUYECKOW MpakKTUKe OLieHKa KyMYNATMBHOIMO WHAeKca
KOMOP6UAHOCTM He TpebyeTcs. B HacTosLwee BpeMs MOHATUE «3HAUMMasi KOMOPOUAHOCTbY
He MOXeT 6bITb 06bEKTUBHO M BOCNPOM3BOAUMO onpefenieHo. B cBA3n c aTum pacnpegene-
HWe NaLMeHTOB Ha TepaneBTUYECKMe rpynibl ONpeaenseTcs peleHmeM Bpaya.

Taén. 32 paspeneHue Ha rpynnbi nauueHTos ¢ XJ1J1
KOMOPBUAHOCTD, Wl gElECTIY el 3HAUMMAs KOMODEMIHOCTL CTtapyeckuii Bo3pacr,
BO3PACT KOMOP6UAHOCTH pona OopraHHble He0CTaTOYHOCTH
LENb TEPANNM [onrocpoyHas pemuccus, KoHTposb Hap 60ne3Hbio, T —

spagukauma MOb HU3Kas TOKCUYHOCTb

Obuwan cxemMa Tepanuu MaUMEHTOB C XPOHUYECKUM NMMOONENKO30M MpeacTaBieHa
Ha cxeme 4.

7.3 JleyeHve Monoabix NalUneHToB

CTtaHpapToM Tepanuv NepBOM JIMHUU Y MOJIOAbIX NMauMEeHTOB C XOPOLUMM COMaTUYECKUM
cTaTycoMm sBnsietcs pexuM FCR (bnypapabuH, umknodpocdammua, putykeumad) (1,B). dta
peKomMeHAaLmMa OCHOBbIBAeTCS Ha pesynbTaTax UCCnefoBaHUN, MOKasaBLUMX MPEBOCXOA-
cTBO pexxuma FC Hap mMoHoTepanuvein dnygapabnHoM, a TakKe Ha pPaHZAOMWU3NPOBAHHOM
uccnegosaHumn CLL8, B KoTopoMm BnepBble B ucTopumn nedeHmns XJ1J1 nokasaHo yBenvyeHume
o6LLel BbKMBAEMOCTH 60/bHbIX. O6HOBNEHHble B 2016 rofy pesynbTaTbl UCCNefoBaHUS
CLL8 nokasanu, 4yto B rpynne FCR 4ncno BbIXXMBLUMX NPU MeAnaHe HabNtoAeHUs, paBHOW
4,9 roga, cocTaBuio 69,4% no cpaBHeHuto ¢ 62% B rpynne FC (oTHoweHue puckos [OP] =
0,68, 95% noBepuTenbHbIA MHTepBan (OW) 0,535-0,858, p = 0,001). MegmaHa 6ecnporpec-
cuBHoW BbhkuBaemoctn (BrB) y 6onbHbIXx ¢ MyTauuamu IGHV, nonyyaBlumnx nedyeHve no
cxeme FCR, He pocTurHyTa.
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OTpaneHHble pesynbTaTbl MepBOro uccnegoBaHus pexxuma FCR, nposegeHHoro B MD Ander-
son Cancer Center, CBUAETENLCTBYIOT O TOM, YTO 6-1IeTHAS o6Las u 6ecnporpeccuBHas
BbIXXMBaeMoCTb cocTaBnsieT 77 u 51%, CooTBETCTBEHHO, OAHAKO Npu aToM pexum FCR acco-
LIMUpYeTCS C BbICOKOW YacTOTOW pas3BUTUs HexenaTtenbHbIX siBneHnit (H), oco6eHHo uuTo-
NeHnn 1 MHDEKLMOHHbBIX OCNOXHEHUN. Tak, Hanpumep, B uccnegoBaHumn CLL8 neiikoneHus
N HEeNTponeHuss 3—4 CTENEeHN TAXKECTU COrNacHO O6LWMUM KpuTepusiM TokcudHocTu (CTC)
Habnoganuce y 24 n 34% naumeHToB, nonyyaBwux FCR, y 25% 3adukcuposaHo pa3sutue
nHdeKkLmnin 3—4 cTeneHn TsaxkecTU. CHMKEHME TOKCMYHOCTN BO3MOXHO 3@ CYET YMEHbLUEHUS
[03 XxumuoTepaneBTuyeckux npenapatoB (FCR-Lite), cHuxeHusi uncna kypcoe FCR nuéo
nyteMm 3amelleHuss dpnypapabuHa u uuknopocdhammaa 6eHpamycTnHoM. [1ns naumeHToB
6e3 MyTauuii IGVH n untoreHeTMYECKMX aHOManuii, aCCoLMMPYIOLLMXCSA C HE6NaronpuUAaTHbIM
nporHosom (del(17p), del(11q)), BOBMOXHO COKpalleHWe 4Ynucna KypcoB 6e3 CHUXEHUs
9P (HEeKTUBHOCTU NIeYeHuUs.

Mo paHHbIM uccnepoBaHusa Il dasbl, pexxum BR (6eHaaMycTuH + puUTyKcumab) conpo-
BOX/AAeTCA MeHbLUEeN YaCTOTON HENTPONEHUN N NHMeKLMIN 3—4 cTeneHn TAXXECTM MO LKane
CTC (10,3 v 6,8% nauneHTOB, NosyyaBLLMX BR B Tepanuu nepBoi IMHKUK). B nccnegosaHum
CLL10 nokasaHo, 4To pexxum BR MeHee TOKCMYEH NO cpaBHEHUIO ¢ pexxumoM FCR, xoTa n
MeHee athekTuBEH. 564 nauueHTa c XOpPOLUMM COMaTUYeCKUM cTaTycoM (< 6 6annos no
wkane CIRS, knupeHc KpeaTuHWHa >70 M B MUHYTY) 6e3 aeneuuun 17p 6biau paHpo-
MU3MpPOBaHbI Ha LecTb umknoB FCR unn BR. YacToTa obuyero oteeTa (00) B 06eux rpynnax
cocTtaBuna 97,8%. YactoTta nosiHbIx peMuccuii 6blna Bbllle y NauneHToBs, nofydyaswmnx FCR
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(40,7% npotuB 31,5%, p = 0,026). Apagukauns MUHUMAaJIbHOW OCTaTOYHOM 60s1e3HM 6blna
JocTurHyTa 'y 74,1% 6onbHbIx B rpynne FCR 1 62,9% B rpynne BR (p = 0,024). MegunaHa BB
Tak)Xe okasanacb 6onblue B rpynne FCR (53,7 Mecsiua npoTue 43,2, OTHOLLEHWE PUCKOB =
1,589, 95% AU 1,25-2,079, p = 0,001). ABTOpbl OTMETU/IM HeGoNblUME pasNYUA B rpynnax
nauMeHToB A0 neveHus. BapuaHTt XJ1J1 6e3 mytauuii IGHV 6bin BbisiBneH y 55% nauneHToB,
nonyyaswmx FCR, n 68% nonyyaswux BR (p = 0,003). BonbHbix cTapiie 70 neT 6bis10 14%
B rpynne FCR u 22% B rpynne BR (p = 0,020), noatomy B rpynne BR okasanocb 60nblue
nauueHTOB C MeHee 61aronpuATHbIM NPOrHO30M. Y 60MbHbIX, nonyyaBwux FCR, cpegHee
YMCNO KYpCOB JiedeHus 6b11o MeHblue (5,27 npotus 5,41, p = 0,017). HeitTponeHus n uHdek-
LMOHHble OCNOXHeHUs 3—4 cTeneHn TsxecTn no CTC 3HauyMTeNlbHO 4alle perucTpu-
poBanuck B rpynne FCR (87,7% npoTtus 67,8%, p < 0,001, n 39,8% npotus 25,4%, (p = 0,001),
0CO6eHHO Y NauueHToB cTaplue 65 net (48,4% npotus 26,8%, p = 0,001). YacToTa pa3BuTua
aHeMuM 1 TPOMOOLMTONEHUN, @ TaKXKe CrlydaeB CMepTH, CBA3AHHOW C JIeYEHNEM, MeXAY
rpynnamu cTaTUCTUMYECKWU AOCTOBEpPHO He oTiuyanack (3,9% npoTtue 2,1%). PesynbTtaTbl
nokasbiBatoT 6osiee BbiCOKYO adpdekTnBHOCTb FCR B OTHOLWIEHWM 4acTOTbl MOJSIHbIX pe-
MMWCCHWIA, YacTOTbl apamKaLunm MUHUMaNbHOM OCTaTOYHOW 60Ne3HM U 6ecnporpecCuBHOwM
BbKMBaeMocTu. B cBssn ¢ atum FCR ocTaeTca cTaHpapToM Tepanuu nepBov JIMHUK
y NayMeHTOB C XOPOLUMM COMaTUUYECKUM cTaTycoM. MNprumMeHeHne pexxuma FCR y noxunbix
accouumpyeTcs ¢ 605ee BbICOKMM PUCKOM PasBUTUSA TAXKENOW HENTPONeHUn u MHbek-
LIMOHHbBIX OCJIOXXHEHWI, NO3TOMY A1 MOXW/bIX MaLUMeHTOB C XOPOLUMM COMaTU4eCKUM
CTaTyCOM ¥ BbICOKMM PUCKOM MHOEKLMUA B KayecTBe afibTepHaTMBHON Tepanuu MepBoW
JIVHUU JOJDKEH ObITb pacCMOTPeH pexum BR, xoTsa oH 1 yctynaet FCR no addekTnBHOCTH.
Bonee Toro, B uccnegosanHmm CLL10 nokasaHo, 4To apdekTMBHOCTL pexxumoB BR n FCR
y NaumneHTOB cTaplue 65 neT conoctaBnma. B MHOroueHTPOBOM POCCUMINCKOM UCCnefoBa-
HWM NokasaHo, 4YTo pexxuMm BR pasymHo 6e3onaceH u BbicokoadhdeKTUBEH B Tepanuu nep-
BOW NIMHUK y NaumeHToB ¢ XJ1J1 npy Ha3HayeHun 6eHpamMycTrHa B fose 90 Mr/m? ¢ KoM6u-
HaLumu puTyKcuMabom B fo3e 375 mr/m? B 1 umkne n 500 Mr/m? B umknax 2-6.

Wcnonb3oBaHWe MOHOK/IOHaNbHOro aHTuTeNna k CD52 anemtysymaba B kKoM6uHauuu ¢ FC
accounmpyeTcs C BbICOKON TOKCUYHOCTbIO, LIMTONEHNEN N MHPEKLMOHHBIMU OCIOXHEHNSA-
MU. B MexxayHapogHOM KnuHuyeckom mccnegoBanum Il ¢pasel rpynnel HOVON ncnonb3o-
BaHMe KOM6uHauuu dnyaapabuHa, uuknodochammua v NoaKoXKHO BBOAUMOIO anemTyay-
Mab6a (FCA) npuBeno K 6osee BbICOKOW MO CpaBHEHUIO C pexxuMoM FC yacToTe onnopry-
HUCTUYECKMX MHODEKLMIA 6e3 yBENMYEHWUs CMEPTHOCTH, CBA3aHHON ¢ Tepanuei. ccnepo-
BaHue |l hasbl, npoBoauMoe paHUy3cKow rpynnow, no cpaBHeHuto FCR 1 FCA B kayecTBe
Tepanuu nepBoW NIMHWUKW, 6bII0 3aBEPLUEHO paHblle CPOKa W3-3a BbICOKOW TOKCUMYHOCTU
B rpynne FCA. Kom6uHauus FC ¢ anemTy3ymMaboM He AOXHA UCMONb30BaTbCs Yy 60/IbHbIX
B MepBON INHUW.

7.4 NleyeHne NOXUNbIX NALNEHTOB CO 3HAYMMON KOMOPOUAHOCTbIO

PaHee y 3TOI KaTeropmm nauneHToB HEPELKO NPUMeEHsiNacb MOHoTepanus GaynapabuHoMm.
B HacTosilLlee Bpemsl faHHOe feyeHne He pekomeHayeTcsi. MoHoTepanus dnygapabnHomM
B 5-AHeBHOM dopmaTe MeHee adhdeKkTUBHA NO CPaBHEHUIO C pexumMoM FC u okasbiBaeT
60nee BbIpaXeHHbI MMMYHOCYnpeccuBHbIA addekT. B uccnegosaHumn CLLS Hemeukow
rpynnbl NMoKasaHo, YTO MOHOTepanusa xaopamoyLmiom 6onee 6e3omnacHa MO CPaBHEHUIO
Cc MoHoTepanuein dnynapabuHoMm. Kpome Toro, y mauueHToB, nonyyaBlumx daynapabuH,
yalle BbISBASIMCE BTOpble onyxonu (26% npoTtue 15%, p = 0,07), BKAtOYAs OMYXOSN KOXM
(11% npotue 2%, p = 0,07), u cuHgpom Puxtepa (9% npotus 2%, p = 0,05).

[onroe BpeMsi cTaHAapTHbIM BbI6OPOM Y MOXWUIIbIX MALMEHTOB C COMYTCTBYHOLMMU 3ab6oe-
BaHMAAMM ocTaBasncsa xnopaméyuun. [lo6aBreHne MOHOKJIOHANbHOrO aHTuTena MpoTuB
CD20 k xnopambéyuuny yny4ywaeT pesynbTaTbl JIeYEHUS MPU NPUEMIEMON TOKCUYHOCTMU.
B OBYyx HepaHAoOMM3UpoBaHHbIX uccnegosaHusax P. Hillmen u R. Foa, BbI6OpKM 60/bHbIX
B KOTOPbIX pasnunyanncb no KOMOpPOGUAHOCTM, NOKa3aHo, YTo AobaBlieHMe pUTyKcMMaba
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K XxJlopamMbyuuiy yBennymBaeT MegmaHy 6ecnporpeccuBHOM BbiXkuBaeMocTu ¢ 18 go 24 me-
caueB, KpoMe naumeHToB ¢ del11q, y koTopbix BINB cocTaBuna 12 mecsiLeB.

MpuHUMNManbHbIM LIaroM Briepes ABNsSeTCs fo6aBneHWe K XJ0pamM6yLusly MOHOKJIO-
HanbHoro aHTutena Il TuNna o6uHyTy3ymaba. 3Ta KOMOGMHaLMA U3yyanacb B UCCNef0BaHUN
CLL11. B uccnegoBaHue BkJoUYeH 781 MauMeHT ¢ COMNyTCTBYOWMMK 3abosieBaHusaMM (> 6
6annoB no wkane CIRS n/unu knupeHc kpeaTuHWHa < 70 M B MUHYTY). MaLueHToB paHao-
MW3UPOBanN Ha TpW rpynnbl: MOHOTepanus xnopaméyuunom (Clb), KoM6MHaUWs xJiopam-
6yuuna c putykcumabom (R-Clb) 1 kom6uHaumsa xnopambyuuna ¢ 06uHyTyaymaoomM (GA101
[G-Clb]). YacToTa MHGY3MOHHBIX peakunin U 0COBEHHO TAXKENbIX MHBY3MOHHbIX peakLuit
6blna Bbiwwe npu npumeHeHnn G-Clb B cpaBHeHun ¢ R-Clb (peakuun 1-4-i 1 3-4-ii cTeneHn
no CTC: 66 n 20% no cpaBHeHUtO ¢ 38 U 4%, COOTBETCTBEHHO). ITO CBSI3aHO C 60ee 6bICT-
pbiM paspylieHuem knetok XJ1J1 n akTuBaumein HopMasnbHbIX UMMYHHbIX KNeToK. VHdy3un
npenaparta cnegyeT NPOBOAUTb MPU HaNMuUMM JOCTYNa K CPeAcTBaM aKCTPEHHOW Meaun-
LIMHCKOW NOMOLLM C af,eKBaTHbIM MOHUTOPUHIOM. Y MaLMEHTOB € 60/bLLOW Maccoi OMyXonu
onpaBpaHa npefdasa B Buae 1-2 KypcoB MOHOTEPANuM XJ10paM6ByLMIOM, HanpaBaeHHOM
Ha YMeHbLUEeHWe Maccbl onyxonu. AfekBaTHas NpobunakTuka UHby3MOoHHbIX peakuuii (npe-
MeAMKaLuusa aHTUrMCTaMUHHbIMUK NpenapaTaMu 1 AekcaMeTa3oHOM B/B, BBEJeHVe NepBoWi
[03bl B [Ba 3Tana, npoduIakTUYecKUid 0TKas OT aHTWUIUMMEPTEH3UBHbIX MpenapaToB)
MO3BOMSIET CNPaBAATLCA C UHDY3UOHHBIMU peakUMsiMU. B 60NbLUMHCTBE Cclly4yaeB OHU BO3-
HMKaKT TOMbKO MpY NepBoK NHbY3UM 06MHYTY3yMaba, Tak Kak runepamMmMaeounTos 06bIYHO
MOMHOCTbIO paspeLuaeTcs 3a HeAerto.

Ba)HO M TO, YTO UMUTOMEHUU, OCOBEHHO HEMTPOMeHus, Yalle Habnoganucb B rpynnax
nauMeHToB, nonyyaswnx pexunmbl G-Clb n R-Clb, no cpaBHeHUIO ¢ MOHOTEpanuen xnopam-
6yuunnom (HerTponeHust 3—4 ctenenn no CTC: 33 n 28% npoTne 10%), HO 3TO He NPUBOAWIIO
K YBEIMYEHMNIO YacTOTbl MHAEKLMOHHBIX OCMOXHEHU (MHbEKLMOHHbIE OCNOXHEeHUst 3—4
ctenenn no CTC: 12, 14 n 14%). Hambonblias yacToTa OTBETA W MOJIHbIX PEMUCCUI
oTMeuanachb B rpynne G-Clb (00 - 77,3%, MO - 22,3%). B rpynne R-Clb OO0 u MNP coctaBunu
656 n 7,3%, B rpynne xnopaméyumna 31,4 n 0%. Pexxum G-Clb nossonset pobutbcs
apagmkaummn MOB B nepudepryeckon KpoBu n KOCTHOM Mmosre y 37,6 n 19,5% naumeHTos,
cooTBeTCTBeHHO. MegmnaHa bBINB y nauweHTOB, gocturwmx nonHon MOB-HeraTuBHOWM
pemMuccum B rpynne o6uMHyTy3ymaba ¢ xnopambéyumnom gocturna 56,4 mec. Megmaxa bIB
y 6OJIbHbIX, MOJTyYaBLUMX MOHOTEpaNuUIO XnopambyLmnom, coctaBuna scero 11,1 mecaua,
y nauueHTtoB B rpynne R-Clb - 16,3 mecsua (p <0,0001). O6uHyTy3ymab B COYETAHUM
C xJiopamM6yLuioM no3BonsieT yBenuuutb BB fo 28,7 mecsaua (p < 0,0001 B cpaBHeHUM
¢ R-Clb n xnopambyuunom). MMeeTcss TeHOEHUNA K YBENIMUYEHUIO O6LLEN BbIKMBAEMOCTH.
MepvaHa BpeMeHu [0 crefytollen Tepanun y naumeHToB, nonyyaBlumx G-Clb, coctaBuna
51,1 mecsiua.

Kom6uHauus odpatymymaba u xnopaméyumna (0-Clb), gpyroro aHtutena k CD20, usyyanacb
B uccnegosaHun OMB110911. CpaBHMBanM MOHOTEPANUIO XJIOPaMOyLUIOM U KOMOBUHa-
umto otatymymaba u xnopaméyumna (0-Clb). B uccnegoranue 6binm BkAoYeHbl 447 nep-
BWYHbIX NaumeHToB ¢ XJ1J1, KOTOpble MMENU MNPOTMBOMOKAa3aHUsA K HasHayeHuwo ny-
JapabuHa. o cpaBHeHWUO ¢ MOHOTepanuei xnopaméyuunom yactota OO 1 M0 6bina 3Ha-
YMTeNIbHO BblLLE Npu fo6aBneHnn obatymymasda (00 — 82%, Bkntoyas 12% M0, npotus 69%,
BKNtoYass 1%, cOOTBETCTBEHHO, p < 0,001); MeamaHa BIMB Takxke 6blna Bbllle B rpynne
0-Clb (22,4 mecsiua npoTve 13,1, p < 0,001). [lo cux nop He ony6/MKOBaHbl pe3ynbTaTbl HU1
OLHOr0 paHAOMM3MPOBAHHOIO MPSMOro CPaBHUTENIbHOrO MUccnepoBaHus odaTymymaba
C APYrMM MOHOKJ/IOHaNbHbIM aHTuTenom Kk CD20. CpaBHeHMe pasHbiX WUCCrefoBaHuin
nokKasbIBaeT, YTo pe3ynbTaTbl npumMeHeHus O-Clb nyywe, yem R-Clb B uccnegosanum CLL11T,
HO ycTynaroT koM6uHauum G-Clb.

Y NOXMUAbIX MNaLMEeHTOB Tak)Ke BO3MOXHO NMPUMeEHeHUe [030pefyLMpoBaHHbIX PEXMMOB
¢ dnynapabuHoM. B pexxume FCR-Lite ucnonbsoBanucb yMeHblueHHasa fosa dnyaapabuHa
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n yuknodocpamumaa (F: 20 Mr/m? BMmecTo 25 mr/m?, C: 150 Mr/m2 BMecTo 250 Mr/m?) 1 6011b-
Wwas gosa putykcumaba (B 1-i M 15-1 [HU KaXKgoro LMKIa) ¢ nocrieayowum BeefeHnemM
puTyKcrMmaba B Te4eHUue 3 MecsiLieB B KQYeCTBE NOALEPXKMBAKOLLEN Tepanumn 4o NPOrpeccum.
O6LMIN 1 NONHBIV OTBET Yy 65 NauneHToB cocTaBun 94 n 73%, COOTBETCTBEHHO, @ MenaHa
BB - 5,8 roga: 60nee 6naronpusaTHbINA pe3ynbTaT MO CPaBHEHMUIO C pe3ynbTaTaMu pexnma
FCR. YacToTa BO3HUKHOBEHUS LIMTOMEHUN U MH(DEKLMOHHBIX OCNOXHEHWU 3—4 cTeneHun no
CTC coctaBuna 11 u 6%, COOTBETCTBEHHO, YTO HWXE, YEM aHaNorMyHble NokKasaTenu npu
npuMeHeHUn cTtaHgaptHoro pexuma FCR. OgHako, gaHHOe uccnefoBaHWe He BrOJSiHe
OnucbIBaEeT rpynny NoXusbix 60/IbHbIX: MeanaHa Bo3pacTa nauMeHToB 6bina Bcero 58 ner.

®paHLy3ckasn uccnepoBartenbekasi rpynna udyyana pexxum FC4R6 B koTopoM dnyanapabuH
1 unknodocdaH HazHayannCb B CTaHAAPTHbIX f03aX, O4HAaKO MPOBOANIIOCH BCEro 4 umkna.
Putykcmma6 Beoguncs 6 pas: B nepBbix 2 Luknax agsaxabl (B 11 15 oHun) n fanee no 1 eee-
deHuto B unknax 3 n 4. Yactorta 00 coctaBuna 93,6%, yactota 10 — 19,7%, otcytcTBue MOB
3aperucTpupoBanu y 36,7% 60nbHbIX B MONYASILUM NaLUMEHTOB C XOPOLIMM COMaTUYECKUM
cTaTycoMm cTaplue 65 net. 06Lel BbXXMBAeMOCTU 36 MecsiLeB AOCTUMN 87,4% NaLMeHTOB.
Y 20 nauueHTOB, paHee He MOsyyaBLUMNX JieYeHUe, BbII0 YCMewWHO UM3yYeHo JobaBneHune
NeHanugomMuga c yBenuyeHnem Josbl oT 5 o 15 Mr K onucaHHon Bbiwe cxeme FCR-Lite
(FCR-L unu FCR2). Bcero nocne 4Jetbipex uuknoB FCR2 c pyTUHHbIM BBeAEHWEM ner-
¢dwunrpactuma vactota OO0 u MO pgocturna 95 u 75%, HenTponeHns U NUHPEKLNOHHbIE
ocnoxHeHus 3—4-n cteneHn no CTC 3apernctpmpoBaHbl B 52 1 8% cnyyaes, COOTBETCTBEHHO.

ABCTpanuickaa wuccrnegoBaTesibckas rpynna maydana cxembl Tepanum FCR3 u FCRS.
B Hux dbnypapabuH n umknodocdamm HasHavanMcb nepopanbHoO B TedyeHue 3 unam 5 gHen
n pexxum FR5, BKIovalowmini npuemM dnynapabuHa, B TedeHne 5 gHen (F: 24 mr/m?, C:
150 Mr/m?) B KOMGMHaLMK € 06bIYHON [,0301 pUTyKcMMaba. B uccnepgoeaHue 6biiv BKIItO-
YyeHbl 120 nepBUYHbIX 60OJbHBIX cTapwe 65 net; yactota 00 u MO coctaBuna 95 n 51%
(FCR3), 97 1 79% (FCR5) 1 95 un 38% (FR5), cooTBeTCTBEHHO. Habntoganach npeMmyLLecT-
BEHHO remarosiormyeckasi TOKCUYHOCTb. TeM He MeHee y 34% nauueHTOB, MoJslyyaBLUNX
FCR5, nedyeHue 6bI1510 3aBepLUEHO paHblle CPOKa U3-3a TOKCUYHOCTU. ToNbKO 44% 60/bHbIX,
NoJly4aBLUMX JIEYEHME MO ITOW CXEME, YAanoCh MPONTH LLIECTb LUKIIOB Tepanum, YeM MOXHO
06BbACHUTL MeHbLyto BBEIM npu ncnonbsosaHum FCR5.

B HabnogaTeNlbHOM McCnefoBaHMM YELLCKOW uccneaoBaTenbckom rpynnbl 108 naymeHToB
(MepnaHa BospacTa 69 neT; MeanaHa konvyectea 6annos no CIRS = 5) nonyyanu Tepanuto
no cxeme FCR ¢ peaykuueit fo3 dnyaapabvHa v umknodpocdhammuaa Ha 50% u putykcumabom
B nosnHon pose [Q-Lite]. Yactota 00 cocrtaBuna 81%, MO - 37%, ogHako MepuaHa BBl
cocTaBwuna Bcero 28 mecsues, a OB - 79% yepes 2 roga.

Mo AaHHbIM POCCUWACKOro PaHAOMMU3MPOBAHHOIO WUCCNEAOBaHWs, NMPUMEHEHWE pexuma
FCR-Lite nosBonuno yBennuntb MeamnaHy BbDKMBAeMOCTU 6€3 MporpeccrMpoBaHms MoXu-
nbIx 60nbHbIX X1 fo 37,1 Mecsita (Mo cpaBHeHMIO C 26 MecALaMu Mpu NMPUMEHEHUM
pexxuma Chi-R).

Takum 06pasoMm, pasHble f030peayLMpoBaHHble pexxumMbl FCR okasanucb npuemMnembimMm
N MeHee TOKCWUYHbIMW, HO OHW MOrYT 6biTb MeHee 3aDdEeKTUBHbIMU, YeM CTaHAapPTHbI
pexxum FCR. pynnbl nauneHTOB, yYaCTBYIOLWMUX B 3TUX UCCNELOBaHUAX, HE B TOYHOCTU
XapaKTepu3YyT KOHTUHIEHT MOXMWAbIX 60MbHbIX. ATU NauueHTbl 6bIIM MOJSIOXE U UMenu
NYYLLUWIA COMATUYECKUI CTaTYC, YEM NOXWJIble NaLUMeHTbl CO 3Ha4YMMbIMU COMNYTCTBYHOLLNUMUN
3aboneBaHNsAMY, yyacTBOBaBLUME B uccnepgoBarmm CLL11.

B uccnepgoBaHun MABLE cpaBHuBanucb pexumbl BR n CIb-R y noxwnbix naumeHTOB.
357 60nbHbIX (KaK NePBUYHbIX, TaK U C PeLMANBOM), PaHAOMU3UPOBAIUCh Ha peXxuMbl BR
n Clb-R B cooTHoweHumn 1:1. B nccnefoBaHmu nokasaHa 6osee BbICOKasi YaCTOTa MOJIHbIX
pemuccuii B rpynne BR, a Takxke yBenundenve BIMNB (39,6 MecaAua npoTtue 29,9, cooTBETCT-
BeHHo, p = 0,003), Bbibopka MauMeHTOB B 3TOM WCC/IefOBaHWUM OT/IMYAeTC OT BbIGOPKU
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CLL11 (MeanaHa CIRS = 3). Takxe Ba)KHO, YT Bbl6opKa 6blfla CMeLLaHHOM, BKJTKOYannch Kak
nepBuYHblEe NaLUEHTbI, Tak U C peLuanBOM.

Ha ocHoBaHMM yKa3aHHbIX faHHbIX MPENMYLLECTBEHHbIM PEXVMOM Tepanun s NoXubix
MauMeHTOB CO 3HAYMMON COMYTCTBYHOLLEW NAaTONOrMeN ABASETCA KOMOMHUPOBaHHas Tepa-
nua 06MHYTy3ymMaboMm 1 xnopaméyLuiom. B nocnepHein nyénukaumm nccneposanuns CLLT1
nokasaHo, YTO MefmaHa BpeMeHU A0 criefytollein Tepanum coctasnseT 51 mecauy. Uccne-
foBaHue CLL11 ToyHee BCEro COOTBETCTBYET rpyrnne noXusbix 60/bHbIX C KOMOP6GUAHO-
cTbto. [lo3opefyunpoBaHHble pexxumbl ¢ GnygapabuHoM U 6eHAaMYCTUHOM MOTYT Npu-
MEHATbCA B Tepanuu y sTow rpynnbl NaLMeHTOB B KaYeCcTBe afnbTepHaTMBblI.

B 2015 rogy ony6nmkoBaHbl faHHble UccnenoBaHns Resonate-2, B KOTOPOM CpaBHUBaNUCh
MOHOTepanust U6PYTUHNMOOM U XTIOPaMByLUIOM B NepBOM NMHUM Tepanun XJ1JTy noxunbix
nauMeHToB. B nccnepoBaHue 6bilnn BKAOYEHbl 272 nauueHTa ctapuwe 65 net. bonbluas
YyacTb M3 BKJIHOYEHHbIX He fiBAsiach KaHaugatamu Ha FCR-Mofo6HbIe peXumbl, HO NULLb
Yy HEMHOTUX OTMeYasach TsXenas KOMOpP6UAHOCTb (TONIbKO 44% UMeNu KNMpeHC KpeaTuHU-
Ha <70 mn/muH u 33% CIRS > 6). MefimaHa BospacTa 60sbHbIX cocTaBuna 73 roga (70%
nauueHToB 6binn cTapiwe 70 net), 45% nauneHToB umenu lll unm IV ctaguto no Rai, 20% —
aeneuuto 11q22.3. B uccnefoBaHnmn npogeMOHCTPUPOBAHO 3HAUYNTENTIbHOE MPEBOCXOACTBO
MEPYTUHMGA MO CPaBHEHWIO C X/TOPaMOByLIMIOM MO BCeM nokasaTensiM. MpoaeMoHCTpmpo-
BaHO yBenuyeHune BB Ha ¢oHe npuema nbpytuHnba Ao 92,5% B TeyeHue 24 MecsiLeB
(B rpynine xnopaméyuuna MeauaHa bINB cocTaBuna 15 MecsLEeB), a TakXXe CHUXEHME pUcka
CMepTUn Ha 84%. Tepanusi MGPYTUHMOOM B MEPBO JIMHUU He COMPOBOXAANach 3HaYMTeNb-
HbIM MOBbILIEHWEM HeXenaTeNbHbIX SIBMAEHUA U He TpeboBana npebdbiBaHWS NaLMEHTOB
B cTauuoHape. Mpu MegmaHe cpoka HabntOAEHUS 3a 60/IbHBIMU, NONyYaBLUMMU NOPYTUHUG
24 mecsiLa, nporpeccus Habnroganach BCEro y Tpex nauneHToB.

MN6pyTUHNG 6bln 0L06PEH aMePUKAHCKMMM OpraHamMu 34,paBOOXpPaHEHUsT ANA fleYeHns na-
umeHToB ¢ XJ1J1 B nepBov NMHUKM Tepanun 1 BHeceH B pekoMeHgaumm NCCN B kayecTBe
Tepanuu NepBoK IMHUU NOXWIbIX NauneHToB. B mae 2016 roga N6pyTvHUG 3aperncTpupo-
BaH 4/151 NPUMEHEHNS B MePBOM JIMHUK Tepanuu B3pocbix NaumeHToB ¢ XJ1J1 B Poccun.

7.5 JleyeHne naUuMeHTOB CTAapYeCKOro Bo3pacTa

K rpynne nayneHToB CTapyYeCcKoro Bo3pacta OTHOCATCA 60JIbHble C HEBbICOKOW OXMAaeMON
npoAOJIKNTENIbHOCTBIO XXU3HMN, O6yCJ'IOBJ'IeHHOl7I BO3pacToMm, OpFaHHOIZ HeAOoCTaTOYHOCTbHO,
TAXeNbIMM CONYTCTBYHOLWNMHU 3ab0s1eBaHUAMM. Bbl60p Tepanun B3TOM rpynneonpeanenaeTca
TeKyLIJ,e[/'I KIMHUYECKoMn CMTyaLl,MeVI. OnTumanbHO npopeneHne HamMeHee TOKCUYHbIX
BapnaHTOB Tepanuu. Llenb neyeHusa nannuatmBHas.

7.6 NopaepxuBatollas Tepanusa

K HacTosiLieMy BpeMeHM onybiMKoBaHO HECKOJIbKO MCCefoBaHM MO UCMOJIb30BaHMUIO
aHTUTen Kk CD20 B KadecTBe noagepxusatowenn Tepanuun npu XJ1J1. OaHHble 06 addek-
TMBHOCTU CBUAETENbCTBYIOT, YTO MPU AOCTVDKEHUM YACTUYHOM PEMUCCUU, BbISIBIIEHUM
ocTaToyHOM nonynsaumy knetok XJ1J1 B KpOBM UM KOCTHOM MO3re MoAJepXuBatoLlas
Tepanusi pUTYKCMMaboM MOXeT yBenuMuMBaTb BpeMsi O peuuavsa. HepaBHO npeg-
CTaBJIeHHble flaHHble dpaHuy3ckoro uccnegoBaHma FC4R6 roBopAaT 0 TOM, UTO MOAAEPKM-
BatoLLas Tepanua puTykcumabom yBenuumeaet Br1B, Ho He OB 1 NpUBOAUT K 3HAYUTENb-
HOMY YBEJIMYEHUIO HEWTPOMEHUN U ymcna MHMDEKLMIA. DKCMEepTHbIN coBET Poccuinckoro
obLiecTBa reMaToNoroB He BblpaboTas KOHCEHCYCa Mo 3TOMY BOMpPOCY.

7.7 Bbl60p Tepanuv BTOPOW MU NOCNeAYOLLNX NHWNIA
Bbi6op Tepanuu nNpu peLunanBax 3aBUCUT OT cefyowmx GakTopoB.:

*  Tepanusi NepBoWi IMHUY;
*  BpeMsl HacTyn/eHusi peunamnBea;
*  K/MHWYecKasi KapTvHa B peLuavBe.
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Y nauMeHTOB C paHHUM pPeLUAUBOM PYKOBOACTBYIOTCA pPeKOMeHAauusMu, npepcraBieH-
HbIMW B pasgene «neyeHune XJ1J1 BbICOKOro puckan.

Y nauueHToB C NO3AHUM PeLMAMBOM BbIGOP 3aBUCUT OT Tepanuu NepBoit nuHuMK. MoBTop-
Hble GnyaapabuH-cofepxxaline Kypcbl BO3MOXHbI MPU YCIOBUM, YTO NPY NPOBEAEHUN ITOW
Tepanuu B NepBOW NUHUM He Habnwganacb 3HauMTeNbHas TOKCUYHOCTb — TsKesble
3aTsXKHble LUTONEHNM, MOBJIEKLLNE 3a CO60 MHOrOMECAYHbIE NepepbIBbl B IEYEHUU, U pas-
BUTME TSXKENbIX UHPEKLMOHHbIX OCNIOXHEHWIA. B KayecTBe Tepanum BTOPOW JIMHUMN MOXHO
BEPHYTbCA K TOM ke cxeme. Ecnn paHee neyenHve nposogunock no nporpamme FC, B Ka-
yecTBe BTOPOMN IMHUN MOXET NpUMeHsITbest FCR. Y 60/bHbIX C LIUTONEHUSIMU MOXET ObITb
atddekTnBEH pexxum R-HDMP (putykcrmab B coyeTaHWUM C BbICOKMMU f03aMU CTEPOUAOB).
B uccnepoBaHusax Il dasbl nonyyeHbl yoeauTeNbHble AaHHble 06 3PHEKTUBHOCTM pexXuMa
BR (6eHAaMyCcTVH + puTykcumat). Y naLueHToB, paHee NMonayYyaBLUUX XJIOPaMOBYLIUI, MOXET
6bITb 3P heKTUBHA Tepanus 6eHAaMyCTUHOM, pexxumamu BR n FCR-Lite.

PesynbTaTbl Tpex MCCNefOBaHU FOBOPAT O BbICOKOW 3(h(HEeKTUBHOCTN UOGPYTUHMOGA B Te-
panuu peunameoB XJ1J1. 3bdeKTUBHOCTb MOHOTEPaNU N6PYTUHUGOM Y 6OSIbHbIX C peLu-
aveamu coctasnsieT 71-90%. 3dhdeKkTUBHOCTb KOMBMHaLMK 6eHAaMyCTUHA, pUTyKCcMMaba
N n6pyTMHMGa (iBR) 3HaUMTENBHO NPEBOCXOAUT 3P PEKTUBHOCTb pexkuma BRy 60/bHbIX 6€3
deneuunn 17p. Meguana blNB y nauneHToB, nonyyasLmnx pexxum BR, coctasuna 13,3 mecsua,
B TO Bpems KaK B rpynne iBR MeavaHa He focTurHyTta (2-netHsas BB coctaBuna 75%).
[MpoBegeHHOEe MeXAyHapoO4HOM TIPyrnrov uccrefoBaTesnied HenpsMoe CcpaBHeHWe pe-
3yNbTaTOB [ABYX pa3HbiX TPaNI0B roBOPUT O COMOCTaBUMON 3 HEKTUBHOCTM MOHOTEpanuu
NEPYTUHNGOM M pexuma iBR y 60MbHbIX ¢ peunavamu XJ1J1. 9TW AaHHble HyxAaaroTcs
B MOATBEPXAEHMN B PaHAOMWU3MPOBAHHOM WCCNEAOBaHUN, HO [LOMOJSIHUTENbHO MOAYep-
KMBalOT BbICOKYt0 3hdeKTUBHOCTb npenapaTta. N6pyTMHMG conocTaBuMo 3ahheKkTuBeH
B rpynne 60JSIbHbIX BbICOKOrO pUCKa, Y MauUMEHTOB C MapKepamu He6naronpusiTHoOro
nporHo3a (pedpakTepHOCTb K MypUHOBbLIM aHasioram, He6naronpusTHbie XPOMOCOMHbIE
abeppauuin). BaxkHbill BbIBOA 3TUX UCCIIeA0BaHUIA B TOM, YTO YeM paHblle HavyaTa Tepanus
NBpYTUHNGOM, TeM 6osiee oHa addekTuBHa. MocnegHue AaHHble uccnegosanus HELIOS
nokasbiBatoT, YyTo BIB2 (6enporpeccrMBHasi BbKMBAEMOCTb MoCsie MOBTOPHOMO SeYeHus )
npu iBR nyywe, yem npu BR. Mpn 3TOM MGPYTUHMO 06M1afaeT MeHbLUEN TOKCUYHOCTbIO, YEM
BO3MOXXHble KOMOMHAUMK ApYyrux MpenapaTtoB, PeKOMeHAOBaHHbIX Ana nedyeHus XJ1J1.
Takum 06pa3oM, MOHOTepanusi U6PYTUHUOGOM UM KOMBMHALMKU C XMMUOTEpPanWen MoryT
9(pHEeKTMBHO NPUMEHATLCA A1 NIeYeHUs NaLMEHTOB C PeLNANBOM XPOHNYECKOro numabo-
nenkosa/nnmM@ombl Manbix TMMQOLUTOB.

Bbl6op Tepanuu TpeTbern M MocnefylolmX JIMHUA HaCTOAWMMKU  pPeKoMeHAauusMu
He pernameHTUpyeTcs.

7.8 MokasaHna K y4eBOKn Tepanum npu XpoHMYeckom numdonenkose

Kak camocTosiTeNbHbIN MeTof NeyeHus, nyyesas Tepanus He AO/MKHA UCMOoNb30BaTbCs
B Tepanun XJ1J1. TeM He MeHee 3TOT MeToA NPUMEHUM B Tepanuu flIoKanbHbIX NPosiBEHUN
60ne3Hu (MMMbaTUYECcKne y3bl 3HaUUTESIbHbIX pasMepoB B 0f4HOW 30He). [laHHbIN MeToq
MOXXET WUCMOJNIb30BaTbCA A/ KOHTPOJISI JIOKaNbHbIX 04aroB 60/1e3HM y MaLWMeHTOB, Ha-
XOASALWMXCA Ha BbDKMAATENbHOM HabntofeHun. B aTom cnyyae o6nyyeHuto nopBepraroT
BOBJleYeHHble 30HbI B Ao3e 5-20 lpei. bonee pasBepHyTas nydyeBass Tepanusi MOXeT
UCMoNb30BaTbCA MPU fleYeHUUM MNauMeHToOB C peumauBamMu, NojyvyaBLUMMU MHOXECTBO
BapuaHTOB Tepanuu.

8. JleyueHne xpoHuyeckoro numMdonenkosa BbICOKOro pucka
8.1 OnpepeneHune rpymrbl BbICOKOrO PUCKa

+ Hanuuwne geneuunmn 17p unu mytauyumn TP53 y naumnmeHToB, UMerOLMX NoKasaHus K Hayany
Tepanuu.
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+ [lporpeccupoBaHue Ha (oHe Tepanuu GnypapabuH- unn 6eHAaMyCTUH-COLEPXKALLMM
pexumom (F, FC, FCR, FCM, FMCR), npu ycnoBuu, YTo feyeHne NpoBOAMIIOCL C CO-
6/1t0AeHNeM afeKBaTHbIX 03 U CPOKOB (nMporpeccupoBaHMe He 06YCIOB/IEHO Hepo-
CTaTOYHOCTbO Tepanuu U3-3a TOKCUYHOCTH).

+  Peunpue B TeyeHve 24-36 MecALeEB OT Hayana KOMBUHUPOBAHHON UMMYHOXUMWOTE-
panuu (pexxumsi BR, FR, FCR, FMCR).

8.2 JleyeHne NaLUMEHTOB C XPOHUYECKUM IMMPOSIENKO30M U3 FPYNIbl BbICOKOrO pUcKa

JleyeHune naumeHToB ¢ XJ1J1, 0cOBEHHO NUL, ¢ feneuneit 17p n/vnu mytaumen reHa TP53,
CTano 3HauMTeNIbHO 3hdEKTUBHEE C BBEEHUEM HOBbIX JIEKAPCTBEHHbIX CPEACTB, Hamnpas-
NEHHbIX Ha MHIMOGMPOBaHWE BHYTPUKIETOYHbIX (EPMEHTOB, perynupyrowue nepegady
CUrHasoB MO CUrHasbHbIM MyTAM B-knetoyHoro peuenTtopa (6pYyTOH-TUPO3UHKMHA3bI U
bochatuannuHosnTon-3-knmHasbl (PI3K)). B Poccun B HacTosLee BpeMS 3aperncTpMpoBaH
TONbKO MBPYTUHUG. MHrMbuTop PI3K naenanmcmb permctpaumnm He UMeeT U NO3TOMY B PEKO-
MeHAALUAX He 06CyXaaeTcs.

NHrméutop BTK M6pyTUHNG LEMOHCTPUPYET BbICOKYHO 3P HEKTUBHOCTb Yy MALMEHTOB C peuy-
avBamu n pedpakTepHbiMu dopmamu XJ1J1. Bbibopom Tepanum nepBoi NMHUKM ANs 60MbHbIX
c peneuuen 17p/mytaumen TPS3, a TakxKe AN MaLMEHTOB C paHHUM peuuamBOM U pe-
¢dpakTepHocTblo K FCR aBnaeTcs n6pyTUHUG.

Oeneuuns 17p n mytauusa TP53, no Bcen BUANMOCTU, COXPaHAIOT CBOE HeraTUBHOE BIUSIHUE
KaK NPOrHOCTUYECKMNI haKTop, MOCKOJIbKY pe3ysibTaTbl leYeHNs Takux NauueHToB ycTynaeT
Mo KayecTBY M NPOAO/HKUTENIbHOCTM pe3ynbTaTaM Tepanuu nauMeHToB 6e3 aTuX Hapylue-
HUA. TeM He MeHee pe3ynbTaTbl, MOJlyYEHHble NPU JIeYeHUN WMOPYTUHMOOM NaLMEHTOB
c peneuuvenn 17p/myTtaumenn TP53, npeBocCXxoAsiT BCe BapuaHTbl JleYeHus, Korga-nméo
NpUMeHsBLUNeCS Y 3TOW KaTeropum 60MbHbIX. M6pyTHMG opobpeH B Poccuiickon Pepepa-
LUnv ONS NeYeHuss B3pOC/bIX NMaLMeHTOB C XPOHUYECKUM numdoneinkosom. JocTynHOCTb
NepyTMHNGa 06ycnoBIMBaeT HeO6XOAMMOCTb MepecMoTpa MoKasaHW M ONTUMAasbHbIX
CPOKOB [AN151 MPOBELEHUS annoreHHON TpaHCMnAaHTauMmM reMonoaTUYeCKUX CTBOJIOBbIX
KneTtok. PaHee nauueHTbl ¢ geneuuvent 17p/myTtaumein TPS53, koTopbiM Morna 6biTb Mpo-
BefleHa TpaHCnaaHTauus, NpoxXoaunun 3Ty npoueaypy B nepeov pemuccuun. B HacTosLee
BpeMsi BbI6GOPOM Tepanuu siBASIETCA MOPYTUHUO A0 [OCTUXKEHUS MaKCMManbHOro oTBeTa.
AnnoreHHass TTCK MoxeT 6biTb npoBefieHa B MPOMEXYTOK BpPEMEHMW, Korga AOCTUMHYT
MaKCUMMaJsbHbli OTBET. He06XOAUMO OTMETUTb, UTO MaKCUMMasbHbIA OTBET B BUAE NCYES-
HOBEHUSI OMYXONEBbIX KNETOK U3 KOCTHOr0 MO3ra MOXeT 6bITb fOCTUIHYT Nocie AanTenb-
HOro cpoka MpUMeHeHus NbpyTuHN6a — Yepes rof u 6onee. B CLUA n HekoTopbix eBpo-
MencKMx CTpaHax anfioreHHas TpaHcnaaHTauusi BbINOSHAETCS 60fIbHbIM C peLuanBoM
u peneuueit 17p (He B NepBOM NIMHUK, KaK 3TO PEKOMEH0BANOCh PaHblLUE).

Cnep,yeT NI OTNIOXUTb aJIIOreHHYK TpaHCnaHTauuko KOCTHOro Mo3ra Ao HactynieHusa
peunomnBa 60/1€3HU, HE ACHO.

PaHee B Tepanuu nauneHToB ¢ pedpakTePHOCTbIO PEKOMEHAOBANNCH aneMTy3ymab u oda-
TyMymab. OdaTymymab — MOHOKIOHaNbHoe aHTuTeno k CD20, 3apeructpupoBaH B Poc-
cuiickon ®epepaumm no nokasaHuto «pedpakTepHbii XJ1J1» B 2014 rogy. OcHoBaHUeEM
perncTpauumn nocnyxuno nccnegosaHne W. Wierda n A. Osterborg, B KOTOPOM MoKasaHo,
yto odaTymymab acddekTuBeH B Tepanuu XJ1J1, pedpakTtepHoro k dnygapabuHy, B ToM
yucne y 60SibHbIX C 6OMbLIOI ONyXoneBoW Maccoi. [laHHble uccnefoBaHus «Resonate-1»
MokKasblBatoT, YTO Mpu peuunanee u pedpakTepHoOCTU K dnyaapabuHy MoHoTepanus oda-
TYMyMaboM 3HauuTeslbHO MeHee aPheKTUBHA, YeM MOHOTepanust M6pyTUHUGOM. Pesynb-
TaTbl CPaBHUTENbHbIX UCCIef0BaHUI anemMTy3ymMmaba ¢ M6PYTUHMOOM He ony6nKoBaHbI, HO
BbICOKasi TOKCMYHOCTb afieMTy3ymaba U peTpOCNeKTUBHbIE CPaBHEHWUSI FTOBOPSIT O TOM, YTO
3TOT NpenaparT He ABMSETCA ONTUMabHbIM BbIGOPOM JIeYeHUs NaLMEHTOB BbICOKOMO pUckKa.
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« TauueHTam M3 rpynmnbl BbICOKOTO pucka (NepBUYHbIE MauueHTbl ¢ Aeneuuvein 17p nnu
MyTauueit TP53 unu 6onbHble ¢ cocTosiBLUIENCS pedpakTepHOCTbIO) MoKa3aHa Tepanus
N6PYTUHNOOM [0 NPOrPECCHMU NN HEMEPEHOCUMOMN TOKCUYHOCTH.

« AnnoreHHas TpaHCMaHTauusi KOCTHOTO Mo3ra [JO/KHa 6biTb MpeasiokeHa BCEM
nauumeHTaM c XJ1J1 BbICOKOIO pUCKa, Y KOTOPbIX ECTb BO3MOXHOCTU 4151 €€ NMPOBefeHus
(Moriofloii coMaTUYeCcKU COXPaHHbIA MauUMEHT, HanuuMe LOHOpa WM BO3MOXHOCTb
nozi6opa HePOACTBEHHOIO OHOPA).

+  CpokK MpoBefeHUst TpaHCMIaHTauun He onpeaeneH. MNpeanoYyTUTesIbHO BbIMOJHATL ee
B nepuog MakcumasnbHoro addekTa oT Tepanum M6pyTUHMGOM. MNpu 3TOM, oLeHKa a¢-
(eKkTa [oMmKHa BKOYaTb MUCCleAoBaHMEe MUHMMAsIbHOM OCTaTOYHOM 6ose3Hn
B KOCTHOM MoO3re.

9. TakTuKa BeAeHUsA NaLUeHTOB U fleyeHue npu cuHgpome Puxtepa
MNMopospeHune Ha cMHAPOM PuxTepa oCHOBbIBAeTCA Ha KIIMHUYECKUX AaHHbIX:
*  MPOrpeccupyowmin poct NuMmdaTnyeckumx y3nos;

*  JINXOPajKa, ycTonumBas K aHTUBMOTUKAM U aHTUMUKOTUKAM;

*  CyWeCTBEHHas rnoteps Beca;

*  BbICOKW ypoBeHb JIAT;

*  runepkanbLemus.

Bce aTu npusHaku MoOryT BbISIBAATbLCA Y 6OJbHbIX, HE MMEKLWMX TpaHCHOPMMPOBAHHOW
OMyX0Jn, MO3TOMY BbIMOSIHEHNe 6uoncumn obasatenbHo. K HacTosLLeMy BpeMeHM HaKomIeH
6onblon onbIT M3T B gnarHocTuke CP. Kak npaBunio, xapakTep nopaxeHus numdarumye-
CKuX y3noB y nauueHtoB ¢ CP HeoguHakoB. MN3T nosBonsieT Bbi6paTb ONTUMAsNbHbIN
numdaTtnyeckui yaen ansa éuoncum. Kpome toro, lM3T MOXXET MUMETb 3HaUEHUE B BbISIBNIEHWM
9KCTpaHOAasbHbIX IOKann3aumin cuHgpomMa Puxtepa. XpoHuyeckuit (M oneinkos B LesioM
XapaKTepusyeTcsi HU3KUM YPOBHEM HaKOMEeHWUs Ae30KcudTopritokosbl (AdDr), nostomy
BbISIB/IEeHWE WMHTEHCUBHOIO HAaKOMEHUSI MOXET CBUAETe/bCTBOBaTb O TpaHcdhopmaumn.
CTaHZapTM30BaHHbI ypoBeHb 3axBaTa (SUV) [T, nos3sonsitowuin AMcKpuMuHmpoBaTb CP,
He onpegeneH. Bruzzi et al. yctaHoBunK, 4to npu ypoeHe SUV 6onee 5 4yBCTBUTENBHOCTb
1 oTpuLaTesnbHas NpeacKasytoLlas Crnocob6HOCTb cocTaBun 91% 1 97%, COOTBETCTBEHHO).
Cxoxve paHHble 6blIM NoNyyeHbl B Apyrux uccrnegoaHusx. Mo pgaHHbiM A. Michallet,
onTUMasnbHbIM ypoBHeM siBnsietca SUV > 10. MonoxutenbHas npeackasytolias cnocoo-
HOCTb (OTHOLUEHWEe yucna ClyyaeB MMCTONOrMYecku fokasaHHoro CP K uuciy mosoxu-
TeNlbHbIX pe3ynbTaTtoB M3T) Mo AaHHbIM 3TUX WCCNEeAOoBaHW HEBbICOKa WM Konebnetcst
B npepenax 38-53%. 9T1o obycnosneHo TeMm, yto [MIT He nossonseTr otnnuutb CP oT
nHdeKLMKn, pyron rematonornyeckomn onyxonu mnm XJ1J1 ¢ Bbicokon aBugHoCTbo K 0T
MpeanoxeHo ncnonb3oBatb rpaHuuy SUV 5 gnsa npoBefeHns 6MONCUMK C y4ETOM pesyrbTa-
ToB N3T. BoinonHeHue M3T BHe nogo3peHUst Ha CMHAPOM Puxtepa He pekoMeHayeTcs.

maBHbIM hakTOpOM NporHosa y naumeHToB ¢ CP ABnseTcA KNoHanbHas CBA3b C UCXO4HbIM
KnoHoM XJ1J1. B cnyyasix UICTUHHO TpaHC(hOpPMUPOBaHHOW 60/1€3HM MPOrHO3 Hebnaronpus-
TEH, MenaHa MPOJOIKUTENBHOCTU XWU3HWU MOC/Ee YCTAHOBJIEHWUA [MarHo3a COCTaBnseT
6-24 mecsLeB.

JleyeHune cuHgpoma PuxTtepa He paspaboTaHo. [MpMMEHSNNCh pasHblie CXeMbl, BK/OYas
R-CHOPR, CFAR, OFAR, R-Hyper-CVXD/R-Mtx-ara-C, HO pe3ynbTaTbl HeYL0BETBOPUTESNIbHbI.
Mpu de novo [ABKJ1 onTumanbHbiM Bbl6opoMm siBnsieTcas R-CHOP wmnu anbTepHaTUMBHbIN
pexum gnsa OBKJ1. K HacTosemMy BpeMeHM OonybinKoBaHO HemMasno COoOobLLeHUA 06 ad-
tdbekTnBHOCTU B Tepanuu CP nM6pyTuHMOa, NO3TOMY Npu TpaHchopmupoBaHHoM XJ1JT BbI-
60pOM MOXET 6bITb R-CHOP + ubpyTuHNG. MOPYTUHMO B 3TUX Clydyasix HazHavyatoT B J03e
560 Mr/cyT. Y NaumeHTOB C XOAKKUHCKOW TpaHchopMaLumein MOryT NMPUMEHSITLCS PEXUMbI
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ABVD wnnu BEACOPP-14. Mo peTpocnekTuBHbiM faHHbiM MD Anderson Cancer Center, u3
86 nauMeHTOB C XOAXKMHCKOW TpaHchopmaLumen B 60/bLUINHCTBE CllyYaeB yAanocb npo-
BecTu Tonbko ABVD c adpdekTomM. Anroputm BefeHunsi CP npeacTaBiieH Ha cxeme 5.

Cxema 5. AnroputM Tepanuu nNauMeHToB ¢ CUHAPOMOM PuxTtepa

KnuHuyeckoe nofo3peHune —>| naT |—>| SUV<5 |—>| CP manoBeposTeH |
Ha cMHApOM PuxTepa:

* [porpeccupyoLmi poct

NMMbaTUYECKUX Y310B

+ MepcucTupyLlas nuxopagka 6e3

NPU3HaKoB MHPeKLUn
* MoTeps Beca | CP BbICOKO BeposiTeH |

* Bbicokui ypoBeHb J1AT ¢

v v v v

XoaxXuHckas .
CP uckntoyeH LOBKJ1 TpaHbOPMALMA [pyron anarHos
Nevennie XM | | RCHOP+/-u6pytunw6 | | ABVD/BEACOPP-14 | | TNeueHme

10. OnpepgeneHne apheKTUBHOCTU JSleueHUs

OueHka oTBeTa Ha fleyeHne LOMKHA BbIMOMHATLCA B COOTBETCTBUU C KPUTEPUSAMU, Npea-
NOXXeHHbIMU MexxayHapogHow paboyeri rpynmoi rno xpoHndyeckomy numeoneikosy (IWCLL)
B 2008 rogy (taén. 33). Y nauymeHToB, He gocturwmx MP unu YP 1 He yaoBNETBOPSIOWMX
KPUTEPUSIM MPOrpeccMpoBaHus], yCTaHaBIMBaETCA CTabuamaauumsa npowecca, YTo npupas-
HMBaeTCA K OTCYTCTBUIO OTBETa Ha NleyeHune. NpruMeHeHne nbpyTuHmMo6a noseyeT 3a cobow
nepecMoTp KpuTepreB 3PPEKTUBHOCTM, TaK KaK OH 4acTo NPUBOAMUT K NMOJTHOMY OTBETY CO
CTOPOHbI NMUMGbATUYECKNX Y3/IOB U CeNle3eHKM, HO C COXPaHSHLLMMCS NENKOLUTO30M B
KpoBM, OOYCNOBEHHbIM MepepacnpegeneHneM knetok XJ1J1. [epcUcTupyrowmn nmm-
boumnTo3 Ha TepanuuM MOPYTUHUMOOM He NABNSETCS MNPU3HAKOM pedpakTePHOCTU. ITO
CcoCTOsiHMEe 0603HaYaeTCsl KakK YaCTUYHbIA OTBET ¢ NMnMbounTo3om. CpoK HopManuaauuu
ypOBHSA NMMMOLNTOB KONebneTcs B pa3Hblx uccnefoBaHusix ot 4 no 12 mecsaues. Y psaga
nauueHToB NMMGOLMTO3 HUKOTAa He BO3BPALLAeTCsl K HOPME.
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Ta6n. 33 OueHKa OTBeTa Ha JiedeHue NpUu XPoOHMYeCKOM numdoneikose
_ MOJIHAA PEMUCCUA YACTUYHAA PEMUCCUA NMPOrPECCUPOBAHUE

MapameTpbl, onpeaensowme o6beM onyxonm

NumdbapeHonaTus Het >1,5¢cMm YMeHbLueHune = 50% YBenuyenue = 50%
lenatomeranus Het YMeHbLueHue = 50% YBenuuenve = 50%
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JInmdounTbl KpoBK | < 4x 10%/n ? °

OT UCXOQ4HOro

OT UCxXogHoro

KoCTHbI MO3r
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9
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