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Iny6okoyBaxkaemblii JOKTOp MaTThI0 MaTacap, npexje
BCero, N03B0JIbTE BbIPAa3UTh CBOI0 HCKPEHHIOI0 MPU3HA-
TeJIbHOCTh 3a BO3MOKHOCTb OGCYKAEHHMS HEKOTOPBIX
BaXKHBIX MP06JIeM, CBSI3aHHBIX CJieyeHrneM AudpPysHoi
B-KkpynHokJieToyHOU JiMM$OMBI B pamMKax Bamiero uH-
TEpPBbIO, KOTOpPOe GyJeT ONMyGJIMKOBAaHO B POCCUIICKOM
XKypHasie «KivHu4Yeckasa oHKoremartosiorusa. dyHjga-
MeHTa/IbHble HCC/IeAO0BAaHUA M KJIMHHUYeCKasd Mpak-
THKa». He CKpolo, crieKTp npejJjaraeMbIX [JIS1 0GCYXk-
JAeHUsl Mpo6JieM JOBOJIbHO MIMPOKUil. OH 0XBaTbIBaET
C/IOKHbIE BOMNPOCHhl OGUOJIOTUYECKOM U KIMHUYECKOM
reTeporeHHOCTH ONyX0JIU, HOCTY/IMPyeMOro HeoIyxoJie-
BOro 3kBuBajieHTa («postulated normal counterpart»,
«postulated cell of origin»), pa3BuTua penuauBOB,
NepBUYHOI pedpaKTepHOCTH, TPAHCIUIAHTALlUU re-
MONO3THYECKUX CTBOJIOBBIX KJIETOK, HCIOJIb30BAHUA
reHeTu4ecKu MoauuupoBaHHbIX T-1UMPOIUTOB,
3KCIPeCCUPYIOLIMX XMMepPHbIe AHTHUT€HHbIE PeLleNITOPbI
(chimeric antigen receptor, CAR-T). U Bce 3To mpej-
CTOUT pa306paTh B 0OOIEM KOHTEKCTE COBPEMEHHOro
NPOTHBOOIYX0/IEBOT0 JieYeHHs], BKJII0Yasd MPOrpaMMbl
Ha OCHOBe HOBOTO NpelapaTta U3 rpynnbl MIMMYHOKOHb-
I0raToB — NoJiaTy3ymMa6a BeJOTHHA, Y Han6oJiee MHO-
rOYMC/IEHHOTO0 KOHTUHTEeHTA ManueHToB ¢ AudpPy3Hoit
B-KpynHokJ1eTOYHOU JIMMGOMOIA.

Mowu nepsBble BONPOCHI OYAYT CBA3AaHbI € BAXKHBIM,
A1 6bI CKa3aJ1 3TallHbIM, COGBITHEM B HOBelIel uCTOpUU
y4eHHUS O HEeXO[PKKMHCKUX JuMmpomax. Ito 1994 r,
Koraa B:KypHasie «Blood» 6bL1 omy6aukoBaH EBpo-
NelCcKO-AMEPUKAHCKUIT  KOHCEHCYC, MNOJIOKUBLIUM
Haya/Ji0 pa6oTaM Ha OCHOBE COIVIACOBAHHOW eJUHOMN
KJIaccuPUKaLMOHHOMA CHCTEMBI C €JUHON HOMEHKJIa-
Typoi U TepMUHOJI0rHel. Ha ToM ucTopuyeckoM sTamne
pa3aen REAL, nocBsimeHHbIH nepudepuyecknm B-kiie-
TOYHBIM OMNYXOJISIM, NPEACTaBJSAJI CO60il HEeGO/ILIION
CIMCOK (IlepedyeHb) Bcero JiMmb U3 11 Ho30/10rnYecKu
O4YyepyeHHBIX MMMYHOMOP(}O/IOru4ecKMXx BapUAHTOB
aumbonaHbix omyxoJseil. Indpdysnas B-kpynmHokIie-
TO4YHasA JIMM($OMa B 3TOM CIIMCKe 6bL/Ia JeBITON.

IIporpeccuBHOoe 3HayeHHe REAL 6GbLIO CBS3aHO
C AByMsl NPUHLOMIHMAJIBHBIMUA 6Ga30BbIMH MNOAXOJAMH.
JT0 aGCOJIIOTHO panUOHA/IbHAsA HJAes1 KOMIJIEKCHOM
AMATHOCTHKHU C y4eTOM He TOJIbKO MOP(O0I0THYEeCKHX,
MMMYHOQEHOTUNIMYECKUX, TeHEeTHYEeCKUX, HO M KJ/IH-
HUYECKUX XapaKTepPUCTHK JIMMQOUAHON OMyXO0JiH,
aTaKKe KOHLENLUs MOCTYJMPyeMOro HOPMaJIbHOTO
(Heomyxo0/1eBOr0) KJETOYHOTrO0 3JKBHBaJieHTa (aHa-
Jora), T. e. «postulated normal counterpart» uiu «pos-
tulated cell of origin». UHbIMU c/I0BaMu, yXKe ToOrja
B REAL 6b171I0 IpO4YHO 3akpemnsieHO moHsTue «cell of
origin», a K HacTosiieMy BpeMeHHU II0 CyTH yxKe IpH-
HATO M ynotpeoisieTca HoBoe noHsaTue «cell of origin
status», B COOTBETCTBHM C KOTOPBIM OGCYXKAAITCA
MoJIeKy/IsApHble moATHNbI AudPy3Hoil B-kpynHokie-
ToyHOM JIMMPombI — «cell of origin subtyping». Bpems
NOATBEPANJIO NIPABUIBHOCTb TAKOT0 MOAX0AA.

Kak pesynbraTyepes 22 roja, y>xe K 3-My U3JaHUI0
KaaccuduKanuu onyxosiell KpOBETBOPHOU U 1uMdo-
uJHoil TkaHeil BO3-2016, B OCHOBY KOTOpO# ObLia
noJsioxkeHa REAL c ee 6a30BbIMU MOAXO0AMH, TOJIBKO
BapuaHTOB B-kpynHok/ieTouHbix JjauMpoMm («large
B-cell lymphomas») cymmapHo oka3ajochb NpHUGJIHU-
3utesbHO 20. KIMHUKO-6M0/I0TUYECKUX BapUAHTOB,

KTMHNYECKAA OHKOTEMATO/TON 4

B Ha3BaHHUAX KOTOPBIX YIOTPe6GIdeTCs TEpMUH «Au(-
dy3naa B-kpynmHokyseToyHas JjuMdoma», He MeHee
8. TakuM 06pa3oM, HA JAHHOM MCTOPHUYECKOM 3Tame
B 0YepesHOI pa3 NOATBEPKAAETCS COBEPIIEHHO OYe-
BHUJAHas 4Ype3BblYyaiiHasl GHOJIOTMYeCcKas U KJIWHUYe-
CKas reTeporeHHOCThb B-KpynmHOK/1IeTOYHbIX TUM$OM.
Iny6okoyBaxkaemblii g0KTOp MaTThl0 Maracap,
B YC/IOBUAX peajibHO CKJIaJbIBAKOILENCAd CHUTyalluu
TaK M HanmpallMBaeTcsA B KayecTBe IepBOro BONPOC,
NOCBSALLeHHbINA NOHATUIO «cell of origin status» npu He-
XOMKKUHCKMX JauMpomMax BnejaoM Hu audpdysHon
B-KpynHOKJ/IeTOYHOM JiMnM$OoMe B YaCTHOCTH.

1. HackosibKo aKTyas/IbHOM OCTAETCS KOHLenuyusi
«postulated cell of origin» nnn «postulated normal
counterpart» u KaK 3Ta KOHYENYNsI MOXXET B/INSITb
HA nepcrieKTuBbl AA/IbHEALLIEN CUCTEMATUIALNN
B-KpyrnHoOk/1€TOYHbIX IMM¢bom?

S 6b1 ckasas, 4TO Hallle MOHWMaHUe NMaTOOHOJIOrUHU
nudoysHoi B-kpynHokieTouHoi suMdomsl (ABKJI) mpo-
JloJDKaeT pa3BUBAThCA U COBepIIeHCTBOBaThCs. K HacTos-
11leMy BpeMeHH B IIOBCEeJHEBHON KJIMHUYECKON IpaKTHKe
JABKJI nogpaspesnseTca Ha psiJ, HO30JI0TUYECKUX €JUHUL C
TOYKU 3pPEeHUs] aHATOMMH, KJIMHUYECKUX XapaKTePUCTUK,
MMMYHOTUCTOXMMUM W LUTOTeHeTHYeCKUX HapyLleHUH.
[lepBuyHasa saumdpoma LHC, mepBuyHas koxkHasg Aud-
¢y3Has B-kpynHok/eTouyHasi JMMPoOMa C BOBJIeYeHHEM
HIDKHUX KOHeuHocTel (Tuna «leg type») u mepBU4YHas
MeJlMacTHHa/NbHas (TUMUYeckas) B-kpynHokJieTo4Has
JrMdoMa NMoJyYUaIU CBOU Ha3BaHUSA HAa OCHOBE aHATOMHU-
YeCKOT0 PacIoJIOKeHUsl, HO TaKXe UMEeIT YHHUKaJbHble
6uoJsiornyeckue xapaktepuctuku. TpaHciaokanuu MYC u
BCL2 v BCL6 npuBOAAT K Pa3BUTHUIO TaK Ha3blBaeMOM
auMmoomebl «double-hit», kKoTopast k HacTosLEMy BpeMeHHU
nepeksaccuduiporana us JBKJI B suMmpomy BbiCOKOH
CTeleHW 3JI0KAUeCTBEeHHOCTH. Bciyuae pauddysHoi
B-KpyIHOK/1eTOYHOH JIMMQOMBI ONpe/iesleHre TPOUCXOXK-
nenus kietku («cell of origin») ocraeTcs Haubosee pac-
MPOCTPAaHEHHBIM U KJIMHUYECKU IPUMEHsIeMbIM CIOCOO0M
pasgenenus /[IBKJI 6e3 [ONOJHUTENBHBIX YTOYHEHUH
(not otherwise specified, NOS). BaxkHoe 3HaueHUEe UMEIOT
6uosiornyeckue pasandus mexay JABKJI repMuHanbHOroO
noatumna (GCB) u JBKJI HerepMuHaibHoro noatumna (ABC
win non-GCB). Hanpumep, oT HUX 3aBUCUT PUCK peLU-
nuBa suMoombl IHC: oH GyneT Bbilile Npu 3ab0JieBaHUU
noaTuna non-GCB (HerepMuHa/IbHOTO NOJATHUIA), YTO,
BO3MOXXHO, U3MEHUT pacyeTHOe COOTHOLIeHWe pHUCKa U
M10J1b3bl NPOQUIAKTUKY yTeM BHYTPUBEHHOTO BBe/lIeHUs
MeTOTpeKcaTa B BbICOKHUX Jl03ax. B ciiydae BnepBble guar-
HoctupoBaHHbIX [IBKJI noaTuna non-GCB noBeieHHOTO
pHUCKa, MO0 HEKOTOPbIM JaHHBIM, HCIOJIb3YIOTCS CXeMbl
VHTEHCUBHON WHJIYKLMOHHOM Tepanuu. Tak, HampuMep,
COTPYAHUKH MeMOpHaJbHOIO OHKOJIOTHUYECKOTO LeHTpa
uM. CiioyHa u Kettepunra onuceiBatot cxemy RCHOP4ICE3.
B cnyyae penuguBa JIBKJI cylecTByrOT Takve CpefcTBa,
KOTOpble, MO-BUAMMOMY, BbI3bIBAIOT pa3/IUYaOLIUNCS
3¢deKT B 3aBUCMMOCTH OT KJIETOYHOTO MPOUCXOKAEHUS
(HampuMep, UHTUOUTOPBI TUPO3UHKUHA3bI bpyToHa [BTK]
W JleHanuzgomuj). OfHaKO OYeBUHO, YTO OIpejesieHHe
KJIETOYHOTO MPOUCXOXKJEHHUSI OIYyXOJU He OXBaTblBaeT
BeCb CMEKTP pa3HOOOpa3HbIX OMOJIOTHYECKUX MPOLECCOB,
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cBsa3aHHbIX ¢ /IBKJI, © Heo6xoauMO yTBepxJeHue 6osiee
JleTaJIbHbIX Mo/Jlesiell pasziesieHdsl 3TOTO 3a60JieBaHUs Ha
MO/IKJIACCHI, OTpe/ieisifoliiie HallpaBaeHUs TPaKTHUKU.

2. B nocnepgHeii Bepcun 1.2020 NCCN Guidelines,
KAaK 1 ripexxge, B UMMYHOIMMCTOXUMMNYECKOM
ANArHoOCTU4YECKOM rnaHesin naH-B-knerovyHas
morsnekyna CD79 orcyrcreyer. BcTpedaercs
OHQ TOJILKO rpPU JINMGBOMAX CePOI 30HbI
(«grey zone lymphomas») c OTMETKO#}) O 4acToM
nosoxuresibHow peakyun. Yro Bel gymaete
no aromy nosogy? Heo6xognmo sin TecTupoBaHue
CD79b Ha onyxonesbix B-knetkax? Hackosibko
wnnm nodyemy umeHHo CD79b okazasachb
npyuB/IEKATE/IbHOM B KAYECTBE TAPIreTHON MULLEHH
npu angbghbysHou B-kpyrnHokeTodyHoun numepome?

CD79b BXOAUT B COCTaB B-KJ€TOYHOTO perenTopHOro
KOMILJIEKCA U SIBJISIeTCs], KaK I0JIararoT, I0OBCEMECTHO 3KC-
IpeccupyeMbIM KOMIIOHEHTOM Bcero psijia B-kyeTodHbIx
auMmooM, Briwodas AudpPy3Hyr B-KpymHOKIETOUHYIO.
JTo KacaeTcs Kak BIepBble JUAarHOCTUPOBAHHBIX CJIY4YaeB,
TaK U peluuBOB 3abosieBaHusl. Jkcrpeccust CD79b crana
KJIMHWYECKY 3HaYMMOH, IOCKOJIbKY 3Ta MOJIEKYJIA CTY>KUT
MULIEHbIO [J5 NoJlaTy3yMaba BeJOTHHA, UMMYHOKOHb-
oraTa, B KOTOPOM B KauyeCTBe IPOTHBOOIYX0JIEBOTO
npemnapara BbICTynaeT MoHoMeTuIaypuctaTud E (MMAE).
OpnHako paHHss paboTa ¢ 0/1aTy3yMaboM BeZJOTUHOM MO/
TBep/iiJia IOBCEMECTHYI0 aKcmpeccuto CD79b u nokasaia,
YTO OTHOCUTEJIbHAsA IKCIIPECCHsI U IIJIOTHOCTb aHTUTeHa He
VIMeJIY CBSI3U C OTBETOM. TaKUM 06pa3oM, Mbl CUATAEM, YTO
MMMYHOTHUCTOXMMUUYeCcKoe ucciaegoBanue Ha CD79b ne
clelyeT paccMaTpUBaThb KaK MeTOJ CONMYTCTBYHOLEH Ju-
arHOCTUKH WJIM KaK OCHOBHOE pelleHHe, oIpe/esiolee
Ha3HavyeHue NojaTy3yMaba BeJOTHUHA.

3. Kak B ycrioBuUsix Ype3BbI4AHOIro
610/10rn4eCcKoro 1 KJIMHN4Ye€CKoro pasHoo6pasunsi
B-KpyrnHOK/1€TOYHbIX TMMGOOM, BK/1IOHAS
noatunbi anghghy3HoM B-KpyrnHOK/1€eTOYHOM,
NpOTHBOOIYXO/IeBOE /IeHeHNne MOXeT
pPAas/In4YaTbCs B 3ABUCUMOCTH OT K/IETOYHOIO
npoucxoxpgeHus onyxorseii («cell of origin,
postulated normal counterpart»)?

YTo KacaeTcs cy4yaeB BIepBble JUArHOCTUPOBAHHOM
JABKJI, To B HbIHEUIHUX AEUCTBYIOLUX HA TEPPUTOPUU
CIIIA pekoMeHAALMAX He pa3/iesIsl0T BU/bl IeYeHHs Ha OC-
HOBe KJIETOYHOI'0 IPOUCXOXKJeHUs onyxoJu. [Ipu pacnpo-
cTpaHeHHbIX cTaausax JABKJI nogruna GCB, comepxateit
TpaHcaokanuo MYC 6e3 conyTCTBY0OLEH TpaHCI0KALUU
BCL2 vnnu BCL6, HeKOTOpbIe 3KCIIepPThl COBETYIOT paccMa-
TpuBath cxeMy da-EPOCH-R Bmecto R-CHOP. Kpome Toro,
KaK y>Ke yIoMHHaJoch, B caydae JIBKJI nogrruna non-GCB
MOBBILIEHHOI'0 pPHCKa MOXeT ObIThb lieJleco06pa3HbIM
paccmoTpeHue cxembl RCHOP4ICE3 y Hagsexawum
06pa3oM OTOOpaHHBbIX NalMeHTOB. HakoHel, Kak yxe
OblJIO CKa3aHO, NMPUHATHE pellleHUs1 0 NpodUIaKTHKe
nopaxeHus [JHC MoxeT 4aCTUYHO OCHOBBIBATbCS Ha TOM,
KaKoe BJIMSIHME Ha CTelleHb PHUCKa OKa3bIBaeT KJIeTO4YHOe
MPOUCXOXK,EHNE OMYXOJIH.

WHTepBbio 247

4. [locrynaer MHOIro HOBOV MHGhopmaLynu,
NosIB/ISIIOTCS HOBbIE TEPMUHbI, HA3BAHMWS,
oTpaXxaroLyue rporpecc B UMMYHO/IOM UM,
UMMYHOMOPHO/IOrnuun, MOsIEKY/ISIPHOM
6uosiornn B-KpyrnHOK/1€eTOYHbIX JIMMGPOM.

CrieKTp 1 BO3MOXHOCTH COBPEMEHHbIX
MOJIEKY/ISIPHO-reHEeTUYECKUX TEXHO/IOrni
nocrosiHHo yBenun4mnearorcs. lepsbie

20 et HoBOro Thicsi4e/s1eTUS 060raTn/in
K/IMHNUYncToB npeacrasieHnsamm o GCB u ABC
monekynsipHbix nogrunax ABK/1, «double-hit»

u «triple-hit» numghomax BbICOKO# cTENEHN
3/10Ka4ecTBeHHOCTH, NOHATUN «double-expressor»
npu [BKJ1. Bonee Toro, k HacrosiLemy

BPEMEHM 1o pe3y/ibTATAM M0/THOIK30MHOIrO
CEeKBEHNPOBAHUS onpenesieHbl 5 reHeTu4ecknx
K/1acTepoB: ABA U3 Hux B npegesnax GCB DLBCL,
ABa apyrux — B npegesnax ABC DLBCL v oguH —
Hezasucumbii ot GCB n ABC. Okazasiocb, 4To BCe
OHU UMEIOT COMOCTOSITE/IbHOE MPOrHOCTUYECKoe
3HA4YeHUe He3aBNUCHUMO OT K/TMHNYECKMNX
NpoSsIB/IEHNI N MEXAYHAPOAHbIX MPOrHOCTUYECKNX
uHaekcos (IPl). Kpome Toro, renepb K/INHULNCTY
crieqyeT npuU3HATe U MOMHUTb, YTO CyLL|eCTBYeT
GCB-noaTnn Bbicokoro puckd, a ABC — Huskoro.
B 31041 CBSI3N KOKOBA CUTYALMUS C /IeHEeHUeM
nayneHToB ¢ BriepBblie ANArHOCTUPOBAHHOM
Angehy3HON B-KpYrnHOK/1€ TOYHOMi /INMGOOMOIT ?
R-CHOP n ee mogudpnkaymm octarorcs
cTaHagapTom rnepsos imHun? U 3To, HecMoTps

HQO TO YTO YACTOTA NepPBHUYHON PpehpaKTEPHOCTU

U PAHHUX peynanBoOB C He6/1aronpUATHbIM
HUCXO4O0OM OT CaMOW OryXo/iIn AOCTUIraeT

40-50 % nocne R-CHOP B nepBoi /iINHNN?
Hackornibko B Tako# cutyaynmn BO3MOXXHOCTHU
ummyHoxummnortepanmu R-CHOP moxHo
npusHaBaATh yaossieTBoputesibHbiMn? Kak Bbi
AyMaerte, eCTb /I CerofgHsi HoOBbIe MepcrneKTNBHbIE
J/IeKapCTBEHHbIE€ PA3pPA6OTKU, O KOTOPbIX MOXHO
ckazare: «fa, 310 sy4we, yem R-CHOP»?

CoryiacHO peKoMeHAalUsIM, 0CHOBOH JieueHus: [JBKJI
de novo AJisg 6GOJBUIMHCTBA NALlMEHTOB HE3aBUCUMO OT
WH/AVBU/IyaJIbHOTO PUCKA OCTAeTCsl Tepanusl Mo cxeMe
R-CHOP. Mpbl oTKJIOHSIEMCSl OT 3TOTO CTaHZapTa B TeX
cay4yasx, Korja HalMeHTaM He MOJXOAUT TaKoW BHUJ
JledeHHs U3-3a CONMYTCTBYMOLIEN NAaTOJIOTUH, UJIU B OT-
JleJIbHBIX CJIy4asix, CONPsKEHHBIX C PUCKOM, HallpuMep
npyu JuMpoMe BbICOKOW CTeNeHU 3JI0KaueCTBEHHOCTHU
(koTopylo B HacTosilllee BpeMs JIydllle BCEro MOKHO
NpeJCTaBUTb KaK CaMOCTOsITeJbHOe 3aboJieBaHUe, OT-
au4yHoe oT JBKJI), uau npu Takux BO3MOXKHBIX PUCKaX,
KOTOpble yKe ObLIM oNHucaHbl paHee. Ho coBeplieHHO
OYeBUJHO, YTO HaM HYXKHO cJieslaTb 06oJibllle, YeM MbI
MOXeM B HacTosllliee BpeMs, U Ha 3TO BbIJEJNSAI0TCSA
3HauMUTe/JbHble pecypcbl. Hanpumep, Mbl HeAaBHO
3aBepmiuau ucciaenopanvue POLARIX, HanpaBsieHHOe
Ha cpaBHeHUe cxeMbl R-CHP + mosiaTy3ymab BefOTHH
co cxemoil R-CHOP, u c HeTepnieHueM oXHJaeM Havasa
uccaegoBanuss ACE-LY 312, 4yToGbl CpaBHUTb CXEMY
R-CHOP co cxemout R-CHOP + akanaGpyTUHUO (MHTH-
outop BTK crnenyrouero nokosieHus) y MoJIoAbIX MalU-
enToB ¢ /IBKJI noaTumna non-GCB.
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5. KakoBa yacrora peyunanBoB v MNepBUYHOM
PePPAKTEPHOCTU Y NALMUEHTOB C AN hY3HON
B-kpyrnHoK/1eTo4YHOH INMEHOMOV M0 AAHHBIM
Bawuen knimHnkn? Bo3MOXHbI /N KaKne-

/IN60 KOPPEKTHBbI B MOHATUS «peLnans»

nn «peghpakTepHOCTb» rpun Anghhy3HoMm
B-kpyrnHoksieTo4Ho# umghome B CBSAA3U

C rnocs1iegHUMHN JOCTUIXKEHNUSIMU B MOJIEKY/ISIPHOM
6unosnorun nume¢pom? Moryrt nin, Hanpumep,
pe3ynbTaTbl NCC/I€4OBAHUS (hpPArMeHTOB
UMpKympyrowmnx B Kposu ornyxosesbix AHK
MO3BO/INTb rEMATO/IOrY OINMpPeAe/INTb PUCK CKOPOro
pasBUTUSA peyunanBa eLye [0 BOSHUKHOBEHUS
K/IMHNYeckux riposissieHnin? Kak sto moxer
noB/INATL HA /1Ie4eHne?

YacroTa ciayyaeB He3GPEKTUBHOCTH Tepanuu MepBoi
JINHUY, KOHEYHO €, 3aBUCUT OT CTeNeHU HHAUBUAY-
aJIbHOTO PUCKA [/ KOHKPETHOro NalheHTa, a TaKXke
OT MpOBeJleHUsl HaJyyiexkallero Buja jedyeHus. OcraeTcs
HaJIeX/1a, YTO AUArHOCTUKY PeLUAUBOB/pedpaKTEPHOCTH
3a60JIeBaHUsI Ha OCHOBAaHUM JAHHBIX OHOICUH, KOTOPYIO
BBINOJIHAIOT IO MOBOJY W3MEHEHUH, BBISBJIEHHBIX MpHU
KJIMHUYECKOM OCMOTPE UM UHCTPYMEHTAJbHOM UCCIe/[0-
BaHWUU OPraHU3Ma, Mbl CMOXKEM 3aMEHUTDb Ha 0OHApYKeHUue
MUHUMQJIbHOM OCTAaTOYHOM 60JIe3HH WU pelujrBa
OMYXOJIM C IUPKYJIUpYIOIllell B KpoBU omyxoJieBoit JTHK.
OfHaKo, HECMOTPSI Ha HEKOTOPbIe yCIIeXU B MPUMEHEHUHU
TaKoro MoAX0Jia Ha paHHUX 3Tamnax, HaM /0 CUX Top He
yaJoCh €ro YTBepAWUTb [Jis NPUMEHEHUs B OyyleM.
HmMeromiuecs 1uTepaTypHble HICTOYHUKU 110 TEME BJIUSHUSA
CPOKOB BbISIBJIEHUS] PELUJUMBOB HE COJEpXKaT TOYHOIO
MOATBEPXK/IeHUsI TUIIOTE3bl O TOM, UTO 60Jiee PaHHSS U-
arHoCTHKa peluauBa Ui peppakTepHOCTH 3a60J1eBaHUSA
NpHUBEJET K YIy4IlIeHUI0 UcxooB. TeM He MeHee Ucce[0-
BaHUS B 3TOU 06JIaCTU MPOA0JIKAIOTCS.

6. [lepBuyHasi pe¢hpaKTepHOCTb N peyunanse —
6MO/1IOrM4ECKN N K/ITMHUYECKN 3TO OAHO U TO
xe? Kak Bbi cuutaete, HACKO/IbKO KOPPEKTHO
naymneHToB C peynansBamm 1 pehpaKTepHbIM
TeyeHnem anghghy3Hoi B-KpyrnHOK/1€eTOYHOM
IMMEPOMBbI PACCMATPUBATL B €AUHOM rpyrnne
npu Bbi6ope tepanun? Kak Takos nogxoan Moxxer
NoB/INATL HA Pe3y/IbTAThI MPOTUBOOIMYXO/I€BOIro
neqyeHus?

Mpbl 3HaeM, YTO COKpalljeHHe CPOKOB [0 BO3HHUKHO-
BEeHUSs PellIMBOB CBA3aHO C Xy/IINMU UCXOAaMH 60JIe3HU
Ha $oHEe MMMYHOXMMHOTEpANHUHU «CIACEHUs» HAa OCHOBE
npenapaToB IJIaTUHBL. OJHaKO C/le/yeT NPU3HATBCH, YTO
IPaHUIbl, KOTOpble MbI MPOBOJMM MEXJAy HOHATUIMU
«penuuB» U «pedpaKkTepHOCTb», J0BOJBHO YCJIOBHBIE.
[Ipo6.JieMa, KOHEYHO >Ke, 3aKJ/II0YaeTCsl B TOM, YTO B HACTO-
silllee BpeMs UCXOZAbl 60JIe3HU KakK IpU peliUiuBaX, Tak 1
npu pedpakrepHom Tedyenuu [IBKJI ocTaroTcs B 11eJ10M He-
6Js1aronpUATHBIMU. MoXKeT BCTpeyaThbCs HebosIbllas MoImy-
JISIIUSA TALIUEHTOB C 0OYeHb N03/HUM PeliUIMBOM, KOTOPbIH
[0 CYyTU MOXET pacueHUBaThbCd yke Kak BTopas [JIBKJI
de novo, NoATBep)KJeHHasl METOJOM CeKBEHHPOBaHUs
KaK HCXOJHOro, Tak W INOBTOPHOro OGuomnTaTa. B Takoi
CUTyallUM MO>KHO MOBTOPHO JIEYUTh C UCIOJIb30BaHHUEM
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cxXeM IlepBOM JIMHUHU (JledeHHe OCYyIlecTBJ/sAeTCs] BTOPOH
pa3 mo TakuM cxemaM, Kak da-R-EPOCH, R-GCVP uau no
JpyruM IporpaMMaM, IpoBeJieHHe KOTOpbIX 6e30MacHo
nocJie Npe/liecTBYIOLLEro 60/1I0CHOT0 BBeJIeHUs JOKCOPY-
6urrHa). OHaKo 60JIBLIMHCTBO CAy4YaeB MPU peluauBax,/
pedpakTepHoM Teuenuu /JIBKJI umeeT HeGmaronpusTHbIN
MPOTHO3 U KJIMHUYECKH TIPYNNUPYeTCs M0 NPU3HAKy HUX
MPUTOAHOCTU AJs1 Pa3/IMYHbIX BU/I0B UHTEHCHBHOIO Je-
YyeHHs. ITO ayTOTPAHCIJIAHTALUSA WY, Ha 6oJiee MO3AHUX
JINHUSAX, Tepanusi TeHeTH4YecKH MOoAUQUIHPOBAHHBIMU
T-1tuMmbonUTaMy, 3KCOPECCUPYOIUMHU XMMepHble aHTH-
reHHble penentopbl (CAR-T), asioreHHasi TpaHCILJIaH-
Talus, a TaKXKe Jpyrue NoJXo/bl, HaxoAsIecs Ha CTaiuU
KJIMHUYEeCKUX UccaefloBaHuM. OXKUJaeTcsl, YTO HEKOTOpble
rcciie/lyeMble Cpe/icTBa OyAyT BbI3bIBATh pa3/IMyaOLUHCs
3¢deKT B 3aBUCHMOCTH OT OHOJIOTMYECKUX XapaKTepu-
CTHK WJIY KJIETOYHOI'0 IPOUCXOXK/AeHUs ONyXoU. Byayiee
MOXeT IpPUHECTH 6oJiee MHAMBU/YAJIM3UPOBAHHYIO Te-
panuio B KJIMHUKY B 3THUX YCJIOBHUSX.

7. A tenepb no3BO/IbTE 3A4ATb BOMPOC 10 MPUHUNITY
«How I treat». Kak Bbi, gokTop MaTTbI0
Maracap, onpegensiete nogxoAbl K /Ie4HEHUIO
peunaneoB 1 pehpaKkTepHbIx hopm Anchepy3HO
B-KpyrnHOK/1€ TOYHOW /INMGDOMbI Yy KAXKAOro
KOHKPETHOro naymeHTa — HeKaHauaara
HA TPAHCM/IAHTALNIO AYTO/TIOrMYHbIX
reMorioaTU4eCKux CTBO/I0BbIX K/IETOK?

Yro onpegensier Baw Bbi6op? N HakoHel,
KaKne HepeLlleHHbIe BOMNpoChkl B 3TOM KOHTEKCTe
BosiHytoT Bac 6os1ee Bcero?

JleueHue penuanBoB/pedpaktepHoit dopmbl IBKIy
NAaLMeHTOB, He JIONYIeHHbIX K TPaHCIJIaHTal M, 10J,0U-
paeTcs UHAMBU/AYAJbHO B 3aBUCUMOCTH OT LieJIoro psja
¢dakTopoB. KHUM OTHOCATCA TaKHWe XapaKTePUCTHUKHU
NalMeHTa, KaK CONyTCTBYIOIas NAaTOJIOTUs, 06llee COCTO-
sIHHe WU BO3pacCT; TaKHe XapaKTepPUCTHUKU 3aboJieBaHMS,
KaK KJeTo4yHoe npoucxoxeHue «cell of origin» u «double-
expressor» CTaTyc; KJIMHUYECKHe XapaKTepUCTUKH, CBsl-
3aHHble C aHATOMHUYeCKOW KapTHHOW penujuBa. Kpome
TOT0, YYUTHIBAIOTCS NPeANOYTEHUS NallMeHTa U ero poj-
CTBEHHUMKOB. BapuaHTBI BTOPOH JIMHUM BKJ/IIOYAIOT TaKye
cxeMbl UMMYHOXUMUOTepanuy, kak R-GemOx, R-CEPP u
da-R-EPOCH, a Tak»Xe HELTUTOTOKCUYECKHE CXEMBI, TAKUE
KaK pUTyKcUMab U JIeHaJTUJOMUJ, PUTYKCUMAb U UOPY-
TUHUO WM KOMOMHAIMS BcexX Tpex npemnapatoB (R2I).
[Ipu I0Ka/IM30BaHHOM peLUJMBe OTBET MOXKeT ObITb
MOJIy4eH C MOMOLIbIO JIyYeBOH Tepanuy Ha BOBJeYeHHble
30HBI, €CJIM 3TO 6e30M1aCHO U BO3MOXXHO C TOYKH 3pEHUs
aHATOMHUYECKUX yCa0BUH. Tepanus TpeTbel JUMHUU 4aCcTO
nob6y/laeT K pacCMOTPEHHUI0 BO3MOXKHOCTEH HCIOJIb-
30BaHusA CAR T-nmumpoUUTOB mocse JiedeHUs 10 OAHOMU
Y3 MepevyucIeHHbIX Bblllle CXeM B KauecTBe Iepexo/HbIX
(«bridging treatment»). 31ech Takke HOAXOAUT CXeMa
moJjiaTy3ymab BeJOTUH + OGeHJAMyCTHH U PUTYKCUMab
(Pola + BR), conepxalasica B nepeyHe YInpaBJeHUs IO
KOHTPOJIIO 3a Ka4yeCTBOM MHIEeBbIX NPOJYKTOB U JieKap-
ctBeHHbIX cpefcTB (FDA) u HanuoHanbHOUW BceoOluei
oHkosiorudeckot cetu (NCCN) CIIA.  yacTo ucnosb3yio
cxemy Pola + BR B kauecTBe CTaHJApTHOW Tepamnuu
TpeTbel JIMHUM JIM60 CaMOCTOsITe/IbHO, INO0 B KauecTBe
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nepexofHoil nepen Tepanueit CAR T-numdonuramMmu B
3aBUCHMOCTH OT KJMHHUYECKOH cuTyanuu. K coxxaneHuto,
HeCMOTPs Ha JOCTYNHOCTb BCeX MEepevYHCIeHHbIX BbIIIe
BU/IOB JIeYeHUs], UCXO/Jbl 3a60JIeBaHUs Y OOJIBLIIMHCTBA
NalMEeHTOB OCTAIOTCS MO-TPEeXHEMY HeGIaronpUsTHbIMU
Y npo6JieMa Mo-NpeXHEMY OCTAETCsI HepelleHHOM.

8. [lMonarysyma6 BegoTuH — HOBbI
npoTUBOOIMYXO/1IeBbIV NMPEnapar U3 rpynnbl
UMMYHOKOHBbIoraTos (antibody-drug
conjugate, ADS), nosryumnBLUNI BbICOKYIO
MeXAYyHAPOAHYIO OL€HKY C MPUCBOEHNEM
NPAKTUYECKN O4HOBPEMEHHO CTaTycd
«rpopbiB B Tepannn — Breakthrough
therapy designation, BTD» (FDA) n cTrartyca
«[PUOPUTETHBIE /IEKAPCTBEHHbIE CPeACTBA —
Priority medicines, PRIME» (EMA). NMogo6Has
uHhopmayunsi o6bI4HO NPUB/IEKAET BHUMAHUE
LUMPOKOIro Kpyrd rnpakTUKYIOLUX reMaTo/1I0roB
K npoTuBooriyxosieBoMy cpeacrtBy. B ¢hopmare
NPUOPHUTETHOIrO PACCMOTPEHMNS Npenapar
yxe zapeructpupoBaH B CLLA gnsi ne4eHunsi
nayneHToB C peLunanBamMu 1 peghpaKkTepHbIM
TeyeHnem anghghy3Ho#n B-KpyrnHOK/1€TOYHOM
numepomel (nroHb 2019 r.). KakoBbl oco6eHHOCTHU
hapMaKo/1orn4eckom CTPyKTypbl U MEXAHU3MA
AeVicTBUSI HOBOIO MPOTUBOOIYXO0/1I€EBOro
npenapara nonarysymaéa segotuHa? Kak Bbi
oLjeHMBaeTe ero MecTo cpeAmn HOBbIX TAPreTHbIX
npenaparoB, KOTOPbIEe HAXOASAT MPUMeHeHne
npu angbgbysHou B-kpyrnHokeTodyHoun numepome?
MOo>XHO /11 cYNTATHL /1Ie4YeHNe HA OCHOBe
nosnarysyma6a BeOTUHA rOTOBbIM PeLIeHUeM
npo6/ieMbi nepBUYHON PehpPaKTEPHOCTH
U peyunanBoB U/IN 3TOT BOIPOC MOKA OCTAETCH
npexapespeMeHHbIM?

Kak yxxe O6blJIO CKasaHO, MoJaTy3ymMab BeJOTHH
npejcTaB/sieT co060H KMMMYHOKOHBIOIAT, HalleJleHHbIN
Ha MoJiekyay-mulieHb CD79b u «HarpyeHHbiii» MMAE.
OH sABAsileTC NepCHeKTHBHBIM MpenapaToM, IpHUMe-
HseTCs [JJIs1 JledeHUsl arpecCUBHBIX W WH/0JIEHTHBIX
auMdoM. B HesjlaBHEM COOOILeHUH 10 pe3ysibTaTaM Uccie-
noBaHust G029365 nobaBiieHure mosiaTy3yMmaba BeJoOTUHA
k BR y manueHToB ¢ penujuBaMyu Ui pedpaKTepHOU
dopmoit [IBKJI 66110 CBSI3aHO C yBeJHUYeHHEM O0O0ILero
OTBeTa, IOJIHOTO OTBeTa M Y/y4dllleHHWeM IoKa3aTeJsel
0611el BBDKMBaeMOCTH. ITO B JIeICTBUTE/IbHOCTH [IepBOe
paHOMHU3UPOBAaHHOE MCCJe/l0BaHUe, IPOJEMOHCTPH-
poBaBlllee MOBBbILIEHHE YPOBHS 00Iedl BbDKHBAEMOCTU
npu penuuBax win peppakrepHbix popmax JIBKJI B apy
puTykcuMaba. [1os10KuTeNbHBIM OTBET PU peLUiNBax U
pedpakTepHOM TedeHUH JUMPOMBI HAbIIOAACS Y Malu-
€HTOB KaK IPHU BTOPOH, Tak U TpeTbel JIMHUU Tepaluy,
NpyUYeM He3aBUCHMMO OT KJIETOYHOTO INPOUCXOX/EeHUS
onyxosu («cell of origin»). OgHaKo 4uC/I0 MAIMEHTOB,
MoJIy4yaBLIMX JIeYeHHe B paMKax ucciegoBanus G029365,
OblJI0 OTHOCUTEJIbHO HeBeJIMKO. B HacTosi 1 ee BpeMs Ipo-
JI0JDKAIOTCS Ba)kKHble HCC/Ie/l0OBaHMA, NMOJATBEPKAAIOIINe
M0JIb3Y U paclIMpsIIoliMe Hallle IOHMMaHue ClIOCOOHOCTH
nosiaTysymaba BeJlOTMHA 0€30MacHO YJIy4llaTb HCXOAbl
3a60JieBaHUS B 60Jiee paHHUX JIMHUAX TePaNKUH.
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9. Bnusier nm ypoBeHb 3kcripeccun CD79b
(BbICOKMIT — HNU3KMI) HA OIMyX0/1€BbIX K/1E€TKAX
Angchy3HoN B-KpYyrnHOK/1€ TOYHOM /INMEOOMBbI
HA poTUBOOIYXO0/1€EBYIO AKTUBHOCTb
nonarysymaba segoTuHa?

Jly4yiive M3 UMEIOLIUXCS JJAHHBIX CBU/IETENbCTBYIOT
006 OTCYTCTBHUM SIBHOM KOppeJsiiud MeXJAy YpPOBHEM
akcnpeccuu CD79b u ucxosamu 3a6oseBanust. JleldcTBu-
TeJIbHO, TMoBceMecTHass 3kcnpeccuss CD79b u oTHocu-
TeJIbHO HU3KUe TpeGoBaHUSA K HE0OXOJUMOCTH TEeCTUPO-
BaHUSI aHTUTEHA MO3BOJISIIOT MPEATOJI0XKUTD, UTO OTBET,
CKOpee BCero, OYAeT onpeeisiThCs YYBCTBUTENbHOCTbIO
k MMAE. Ilpu peuieHud Bompoca O 1eeco06pa3HOCTH
NpUMeHeHUsl ToJsiaTy3dymMaba BeJOTHHA [Jis JieueHUs
nanueHTa TpeGoBaHUS U PeKOMeH/Jalluy 110 MPOBE/EHUI0
TecTupoBaHus CD79b oTCyTCTBYIOT.

10. I'ny6okoysaxaembii gokTop MatTbio Maracap,
nogenurecb Bawumm co6CTBEHHbIM OrMbITOM
Tepanun Ha ocHoBe ros1IaTy3yMmaba Be4OTUHA
npu ancbebysHow B-kpyrnHoksieTo4YHou iumgpome.
B kakunx kom6uHayunsix Ber ucrionbsyere
nosnary3yma6 BegotuH? Kakne nz Hux, Ha Baw
B3r/1si4, Hanbosiee npearnoyYTUTe/ibHbie N novyemy?

EnuHCTBEeHHOE IpYMeHeHue 0J1aTy3yMaba BeJOTHHa,
onoopeHHoe FDA wunu conepxkaiieecsi B nepeyHe NCCN,
yKa3aHO B KOMOWHALMM C OEHAAMYCTMHOM W PUTYKCH-
MaboMm npu JsedeHuud JBKJI B TpeTbeil u mocneayrouiei
JIMHUSAX. [Ipyrue peryasTopHble OpraHbl TakXe 006pH/In
3Ty KOMOWHALMIO [JIs NPUMeHeHHUs1 B KauecTBe BTOPOU
JIMHUH, UCXO/ s U3 TEX 3Ke JaHHbIX uccaegoBanusa G029365
(Sehn et al). Mbl npuMeHsiin MoJaTy3ymMab BeJOTHH B
3aBepLIeHHbIX KJIMHUYECKHUX HCCIe/l0BaHUAX NpU peLu-
nuBax JIBKJI Tosbko ¢ pUTyKCMMaboM, a TaKKe B KOMOU-
Hauuu co cxemoit R-CHP (R-CHP + mosiaTy3yMa6 BeJOTHH B
cpaBHeHuH co cxemort R-CHOP) B uccnenoBanuu POLARIX,
pe3y/ibTaTbl KOTOPOTO Mbl cedyac oxkujaeM. Mbl Takxke
y4yacTtByeM B ucciaenoBanuu POLARGO, koTopoe Hanpas-
JIeHO Ha cpaBHeHUe cxeMbl R-GemOx co cxemoit R-GemOx +
noJsiaTy3yMab BeJlOTHH. Mbl I10Ka ellle He YBepeHbl, Cylie-
CTBYeT JIU UJiea/IbHbIH NMapTHep /JJ1d NnoJaTy3yMaba Beso-
THHa npu JiedueHuu [ABKJL. OfHako 1 HazeCh, YTO JaHHbIE
uccnenoBanuit POLARIX 1 POLARGO nposeMOoHCTPUPYIOT,
YTO BKJIIOUEHHe 0J1IaTy3yMaba BeJJ0TUHA B 60Jiee paHHHUe
JIMHUM Tepalnuu MOXeT CIOCOOCTBOBATh YJIyUlLIEeHUI0
HCXO0JI0B 3a60JieBaHUA Y nmanueHToB ¢ JIBKJL

11. A Tenepb No3BO/IbTE OGCYANTL APYTYIO KATErOPUIO
NnAayneHToB C NepPBNUYHON PehPaKTEPHOCTbIO
v nepBbIM peLungnBom AN py3HoN
B-kpyrnHoks1eTo4Ho# inmghombl. DT 1MLd,
Y KOTOPbIX MOXXHO IM/IAHUPOBATbL MPOrpamMmy
C HaOMepeHUeM BbINMO/IHUTb TPAHCI/IAHTALMNIO
ayTO/IOrMYHbIX F€MOIMO3ITUYECKUX CTBO/IOBbIX
knetok (ayroTICK). 3aeck ¢ TOYKM 3peHns
BO3MOXXHOCTEH /IeHEeHUs1 HeTKO 0603HAYAIOTCS
ABe npo6/iemMbl: MPOTUBOOIMYXO/I€BOIr0
noreHUMana TpAgULMOHHON TEPArNN «CIIACEHUS»
(«salvage therapy») sBropoii nnHnm go ayroTlI CK
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U MOCTTPAHCI/IAHTALUOHHbIX PELUANBOB.
BosibLUMHCTBO Xe NayneHToB € peghpaKTepHbIM
TeueHnem gnghehy3Hoi B-KpyrnHOK/1€eTOHHOM
JIMMhOMBI HE UMEIOT LUAHCOB HA 3(YheKTUBHbBIE
BAPUAHTbI MPOTUBOOIYXO/1IEBOIo /iIe4eHusi. B aTor
cBSi3un ABA Borpocd. KakoBbl )xe nepcrieKTuBbl
UCMO/Ib30BAHUS PEXNMOB HO OCHOBE
nosnary3yma6ba BegotuHa nepeg ayroTl CK

Ha sTane uHAYKUUA NMpuv nepsom peynanse

nan peghpakTepHoM TeHeHun angghy3Hon
B-kpynHokneTo4yHou inme¢pombl? Kak nedntb
peunanebl Anghpy3HON B-KpYrnHOK/1€TOYHOM
numepomel nocse ayroTI CK?

JTO JelCTBUTEJILHO /iBa OUYeHb Ba)KHbIX BOIPOCA, I0-
CKOJIbKY MCX0/Ibl 3260J1eBaHUS ¥ TAllMEHTOB C peLliuiUBaMHU
uin pedpakrepHoit popmoit [IBKJI, KoTopbIM mIaHUDY-
eTCsl TpaHCIJIaHTAlMsl, OCTAlOTCS He6JIaronpUsATHBIMHY,
HeCMOTPs Ha CyllleCTBOBaHHE BO3MOXHOCTH H3JIeYeHMUs.
Y Hac moka HeT JaHHbIX O MallMeHTaX, KOTopble ObLIU
JIONyIeHbl K TPaHCIJIAaHTALMKW U CTaHJApPTOM JiedeHHs
KOTOPBIX y>Ke IaBHO SIBJISIeTCS KMMYHOXHMUOTepaIrs Ha
OCHOBe mpenapaToB miaTtuHbel. UccnegoBanne POLARGO,
KOTOpOe B HaCTosllee BpeMs MPOXOJUT BBOJHBIN 3Tal
OlLleHKU 6e30TacCHOCTH, SIBJISIETCS [TepBbIM ONBITOM IIpUMe-
HeHMs] KOMOMHALMU 10J1aTy3yMaba BeJOTUHA C XUMHUOTe-
pamnvell Ha OCHOBe NIpenapaToB IJAaTHHbL. OJHAKO cxeMa
R-GemOx He siBJjisieTCs NMpeANOYTUTENbHON MporpaMMon
Ha OCHOBe TIpenapaToB IUIATHUHBI [JJi KaHAUJATOB
Ha TpaHCIJIaHTauuo. HcciefoBaTenn paboTalOT Haj
3allyCKOM KJIMHUYECKOTO MCC/e/loBaHUs MO OlieHKe 6e3-
onacHocTH U 3$eKTUBHOCTU MoJaTy3yMaba BeJOTHHA
B koMbuHauuu co cxeMoit R-ICE (POLA-RICE) B kauecTBe
BTOPOM JIMHUM JiedeHUsl NalMeHTOB C peluJuBaMH WU
pedpakrepHoit dopmoit /IBKJI, KOTOpBIM MJIaHUPYeETCH
TpaHcilaHTauus. [lo moBozsy Bompoca 0 TOM, Kak Jiyyllle
Bcero jsieuynThb peuuauB [ABKJI nocae ayToTI'CK, B uccaeno-
BaHue G029365 6bLI0 CllelaJbHO BKJIIOUYEHO HECKOJIBKO
TaKUX ALMeHTOB. B kauecTBe noAxoAs11ero BapuaHTa JJ1s1
UX JieyeHUs1 paccMaTpuBaeTcs cxeMa Pola + BR. Tepanus
CAR T-mumdouutamu Takxke omobpeHa B CIIA nnis sToi
KaTeropuy NMaleHTOB C TeM yCJOBUEM, YTO el JOJDKHBI
npeAlleCTBOBATh KaK MUHUMYM /iBe JIMHUU JleyeHus (T. e.
ayToTI'CK He BbImoJiHsIack B mepBoit pemuccuu). Ecau
mianupyetcs Tepanus CAR T-numdonuTamMy, B KayecTBe
nepexofHou K Hel («bridging therapy») mMoxHO paccmo-
TpeTh cxeMy Pola + BR, fpyrue mporpamMmsl, B T. 4. 06J1y-
YyeHHe BOBJIEYEHHBIX 30H, JieUeHHe JeHaTUJA0MUI0OM HIH
nbpytuHu6oM npu JIBKJI noaTuna non-GCB, a Takke UHbIE
cxeMbl IMMYHOXUMUOTepanuy, HanpuMep da-R-EPOCH.

12. KakoBbI LWAHCBI HA TPAHC/IAHTALMIO
Q/1/10reHHbIX reMorno3TUYeCKNX CTBO/TI0BbIX
K/1IETOK y NAaymneHToB ¢ peynansamm anghysHon
B-kpyrnHoknieTo4Ho# inmepombi nocsie ayroTI CK?
Hackonbko oHn Bbicoku? B Lesiom, 4To Bbi
CKaXxeTe U3 CO6CTBEHHOIr0 K/IMHUYECKOro onbITa
o mecrte u posm annoTI CK npu anghehbysHomn
B-kpyrnHoksieTo4yHo# numgpome?

TpaHcIIaHTaLKS a/lJIOTeHHBIX FeMOTO3TUYECKHUX CTBO-
JI0BbIX KJ1eTOK (a10TI'CK), HecoMHEHHO, SIB/ISIETCS OAHUM
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Y3 BapMaHTOB KOHCOJIMJALMY IOJHOTO OTBETA, JJOCTUTHY-
Toro npu peuuguse nocje aytoTT'CK. OgHako Mbl U Apyrue
WccefloBaTed COOOIAIM, YTO MalMeHTbl C KOPOTKOM
JJIMTeNIbHOCTbI0 nepuoga pemuccuu nocie aytoTT'CK nHe
MOJIy4YaloT I0JIb3bl OT 3TOTO MeToJa. B apy koMMepuecku
noctynHoi Tepanuu CAR T-numdonuTamMu BBINOJHSAETCA
MeHbllle npouenyp aoTI'CK. OgHako pa3yMHbIN alropuTM
MOXeT COCTOSITb B paccMoTpeHuu ynb6o amnoTICK, u6o
Tepanuu CAR T-nmuMdorTamMu y naiiueHToB C JOCTaTOYHO
JnTeapHoN peMmuccuedt nocie ayToTI'CK u B onpeneneHuu
TOrO, KaKyl0 KJETOYHYI Tepaluio cjefyeT NPOBOJUTH,
WCXOZsl M3 MMEeILUXC KJIWHUYeCKUMX (aKTOpOB, TaKHUX
KaK CONyTCTBYIOIasi IATOJIOTHs, BO3PACT, HAJIM4Ke JJOHOpa
Y OTBeTAa Ha Tepallvio «CMaceHusl» JHUO0 MepexoHYI0
(«bridging therapy»). 3To BaxkHO, ocKoJibKy Tepanusi CAR
T-nuMdonuTaMy MOXeT JaTh HaW/IydllMe pe3y/bTaThbl
B MPUCYTCTBUM aHTUTe€HA Ha OIyXOJIEBbIX KJeTKaX, B TO
BpeMs Kak ucxof, a/uioTI'CK Haunydmuil y nmanueHToB C
nosiHbIM oTBeToM. As1oTT'CK npescTaBisieT co6oit ofuH U3
BapHaHTOB JiedeHUs. [Ipy 3TOM MBI BCe ellje paboTaeM Hajl
TeM, YTOObI JIy4lLlle MOHSATb, MOXKeT i1 Tepanus CAR T-n1um-
donuTaMu MpeACTaBIATbh COO0M MOTEHLUATbHBIA METO/,
Y3J1e4eHus U J1s1 KOro MMeHHO.

13. Ha yem ocHoBbIBA/ICSI BBIGOP KOMOUHALNN
npenaparos BR npu yTBep>XxgeHnu cxembl
Pola + BR v pa3pa6oTke Ha 3To# OCHoBe
PAHAOMMN3NPOBAHHOIO K/IMHUYE€CKOIro
unccr1eoBAHUS M0 JIEHEHHNIO NALNEHTOB —
HekaHgugaroB Ha ayTtoTI CK ¢ peynamnsamu,
pegpakTepHbIM Te4eHuem gnghgpy3Hoi
B-kpynHokneto4yHoi nnmepombi? Kakosa Bawa
OL|eHKA HernocpeACcTBEHHbIX U OTAA/I€HHbIX
pe3y/sibTATOB /IeHEHNSI B PAMKAX K/TMHNYECKOIro
uccrieqoBaHNS B CBETE AA/IbHEVLLNX MepPCrneKTUB
npUMeHeHUs rnos1aTy3ymaba Be4oTUHA
npu angbgbysHou B-kKpyrnHokseTodyHoun numepome?
Kak yuntbiBasics «cell of origin status»
npy oLyeHKe pe3y/ibTaToB /1Ie4eHNsi? Bbl OBO/IbHbI
pe3yibraramu?

HcTopuyecku C/N0XKUIOCh TaK, YTO JieyeHHe TNalu-
eHTOB C pelUAUBaMU Wiu pedpaktepHoit popmoit [IBKII,
HeKaH/JM/JJaTOB Ha TPaHCIJIaHTALIO, GbIJIO B I0CTaTOYHOM
cTeneHW UHAMBUAYaabHbIM. B CIIA HaubGoJiee momyssp-
HBIMHU CXeMaMHU JiedeHHs B 0011e/J0CTYHBIX 6a3ax JaHHbIX
apiasaoTca R-ICE, R-GemOx u BR. PerpocnekTuBHbIe
JlaHHble CBU/IETEJIbCTBYIOT O TOM, YTO MCXOAbl y TaKUX
NalMeHTOB NPHU BCEX 3THUX CXeMaX CpPaBHUMBbI U CpaB-
HUTeJIbHO HeGsaronpusiTHble. HeT HUKaKUX [JJaHHBIX,
MO/ TBEPK/JAIOLIMX NPEUMYIIECTBO UCII0JIb30BAHUA Y 3TOH
KaTeropuy NanyeHTOB KaKOH-JM60 OfHOM cxeMbl Nepej
Jpyrod. B cBsA3M € 3TUM MbI CTaJd UCKATb MOAXOAAIIErO0
XUMHUOTEPANEBTUYECKOTO «IapTHepa» AJis ojaTy3yMaba
BeJIOTHHA 6e3 IepeKpeCTHOM TOKCUYHOCTH, KOTopas
CJIy’>KAT TIOBOJOM [iJIsi GeClOKOMCTBA INpU MpOBeJeHUU
MMMYHOXHMHOTEpAINIMY Ha OCHOBe IIpenapaToB IJIaTHHbI
C y4eTOM HM3BECTHOTO PHUCKAa Pa3BUTUS HeHpomaTHUU NpHU
WCIO0JIb30BAaHUM HMMYHOKOHBIOTaTOB C IpernapaToM
MMAE, Bkiroyasi mnosaTy3ymab BefoTHH. Cpeau Bcex
IIMPOKO MCNOJIb3YEMBIX CXEM JIeYeHHS 4YacToTa CIydaeB
HellponaTHH OKa3aJjlacb CaMOW HU3KOM 1ocJie IpMMeHeHUs
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BR, 1 103TOMY ObLJIO COUTEHO, YTO 3TO CAMbIi 6€30MaCHbIN
Y HauboJlee MOAXOAAIINM apTHeD JJis OLeHKH JI0TI0THU-
TeJIbHOM MO0JIb3bI N0J1IaTy3yMaba BeJJOTHMHA. B HacTos1ee
BpeMs B paMKax ucciaenoBaHuss POLARGO Mbl nbiTaeMcs
BBISICHUTb, MOYKHO JIU IOBTOPUTD CYIL|eCTBEHHYO M0JIb3Y,
MOJIyYeHHYI0 B pe3yJibTaTe NpPUMeHeHMs MoJaTy3yMaba
BeJOoTHHA B ucciaegoBaHuu G029365, B KOMOWHALMU C
MMMYHOXHMHOTepaIvel Ha OCHOBE NpenapaToB NJIaTHHbI
(R-GemOx) u, KOHEYHO e, IBJSIETCS JIM Takass KOMOUHU-
poBaHHas Tepanus 6e30nacHOM.

Ecnu roBopUTh 0 MOEM BIeYaTJeHUU OT MOJIyYeHHbIX
JanHbiX, GO29365 npexacrapssieT co60il MepBoe paH/O-
MH3MPOBAaHHOE KJIMHHUYECKOe MCCJeJjoBaHHe, KOTOpoe B
IJlaHe BBDKMBAEMOCTH NPO/EMOHCTPHUPOBAJIO M0J1b3y NPHU
Jlo6aBJIeHUH NoJ1aTy3yMaba BeJJOTHHA K /1060My BUAY Te-
panuu penuausoB /IBKJI B apy putykcumaba. He6osibias
NOJpyINNa OTBETHBILMX Ha JieyeHHe MallMeHTOB MpPOXKH-
BaeT JJINTe/bHbIN Tepro/i PeMUCCHH. ITO IPEUMYILECTBO,
KOTOpOe HabJIIoZlaeTcsl He3aBUCUMO OT JIMHUM Tepanuu
WJIM KJIETOYHOTO MPOMCXOXKJEeHHs onyxoJsd. Ha npumepe
JM$oMbl XO/PKKHMHA Mbl YBU/IEJIH, UYTO aHAJIOTMYHaA J,0J151
MalKEHTOB € peluAuBaMu/pedpakTepHoit opMoit 3a60-
JIeBaHUsl Tocje JieueHUsl GpeHTYKCMMaboM BeJJOTMHOM
VIMeeT JJINTe/IbHbIN IepUOJi PEMUCCHU U XOPOLIHE LIaHChl
Ha usJieyeHHUe. [I0CKOJIbKY y Hac CyleCTBYeT HeoOXO/u-
MOCTb 60Jiee AJIUTeIbHOI'0 HabJII0/JeHHs 3a NallMeHTaMH C
JIOJITOCPOYHBIM OTBETOM, BOIPOC O TOM, MOXKET JIM IoJia-
Ty3yMab BeJOTUH CJIYKUTb NOTEHLHAJbHbIM CpPeJICTBOM
7151 u3jiedenud npu peuuaubax [ABKJI, numeet pewatrouiee
3HauyeHHe. OJHAKO, K COXKaJIeHUI0, GOJIbIIMHCTBO Naliu-
€HTOB JIM60 He pearupyroT Ha Tepamnuto 1o cxeMe BR + no-
JIaTy3yMab BeIOTHH, JIMOO 10C/Ie Hee HAaCTyIaeT pelu/uB,
M03TOMY OYEBU/HO, YTO B JIeYEHUHU 3TOro 3abo/ieBaHUsA
KpalHe He06X0IUM Ja/IbHENIIHUM mporpecc.

14. 'ny6okoysaxxaembii gokTop MstTbio Maracap,
He COMHeBaKChb, 4TO Bawie nHrepBbio
BbI30BET 60/1bLLION MHTEPEC y LUMPOKOIro Kpyra
yutaresnen Hawero xypHana. Femaronorun
XXAyT nonary3ymab BegoTuH, TeMm 6o/siee
YTO NPEenapar y>xxe Ha4as1 NPUMeHATbLCH
B PAMKAX BO3MOXHOCTEM rMporpamMmbl PAHHEro
Aocryna. zsecTtHas cxema BR Beirnsgur
KAK npocCToi v yaOOHbI KOMOUHATOPHbINA
napTHep nosarysymaéa BegoTUHd, U AyMAro,
4yTO C/I0XXHOCTEV ¢ BHeapeHnem Pola + BR
B LUMPOKYIO K/IMHUYECKYIO MPAKTUKY He byaer.
naBHoe — perncrpayus npenapard, ero
AOCTYMNHOCTb, MPeNMyLYecTBd B 3¢hheKTUBHOCTH
M ynpas/sisieMbli (MpuemMsieMbii) npoun/ib
6e3ornacHocTu. Bce asTo MoxeT obecrneuyntb
BK/IlO4YEHUe /Ie4HeHUs1 Hd OCHOBE rosiIaTy3ymaéa
BeAoTHHA ripu Anghhy3HON B-KpyrnHOK/1€TOYHOM
numgpome B Poccniickne K/iMHN4Yeckne
pekomeHgayun. B cBsizu ¢ 3sTum He Mmorsim 6bi Bbi
CXeMATUYHO npeacTaBnTb KombuHayuio Pola +
BR c ykazaHnem go3nMpoBaHusi, 0CO6eHHOCTEN
pexuma BBefeHUs NPernaparoB, CONPOBOXAEHUS
J1Ie4eHUs1 U TANMUHra?

KoneuHo. [IpuMeHABLIIMICA B UCCJI€JOBAaHUU PEXUM
nosupoBaHus Pola + BR, 6s1arozaps koTopoMy 3Ta cxema
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MOJIy4uJia 0,06 peHre PeTryIsITOPHbBIX OPraHOB, BbITJISAAUT
cneaywouuM obpasom: 6eHgamyctud — 90 mr/m? B 1-i u
2-i aHY; putykcumab — 375 mMr/m? B 1-i ieHb; moJiaTy-
3yMa6 BegoTuH — 1,8 mr/m? B 1-i1 ieHb. [Ipoio/nKUTENb-
HOCTb LIMKJIA IO MJaHy cocTaBJjsja 21 JieHb ¢ BO3MOX-
HOCTbIO yBeJIMUEeHUs JJIUTEJbHOCTH LIUKJIA [0 28 fHeH,
eCJIY 3TO oTpebyeTcs /151 o6ecrnedyeHusi IepeHOCHMOCTH
npenapaToB. MOXXHO 06Cy>/JaTh CHI>KeHUe [103bl beH/a-
MYCTHHA B CJy4ae 3aTs>KHOW LIUTONEHHWM WM JAPYToro
TOKCUYECKOT0 sIBJIeHHs], CBSI3aHHOTO C ero IpUMeHeHHeM.
CHm>XeHMe [103bl 110J1aTy3yMaba BeJOTHHA MOXKHO JO1Yy-
CTUTh NPU DPA3BUTHUU INPOrpeccupylolledl HelpomnaTuu
WJIU IPYTrOro TOKCUYECKOTO sIBJIEHUS, CBS3aHHOIO C ero
nprMeHeHueM. CelyeT pacCMOTPeTh COOTBETCTBYIOLIME
Mepbl NPOQUIAKTHUKY, BKJIIOYAst MOAAEPKKY PpaKTopaMu
pocTa M NpUMeHeHHe NPOTUBOMH(EKIIMOHHBIX CPEJCTB,
Hanpumep npotuB VZV (Varicella Zoster Virus) u PJP
(Pneumocystis Jirovecii Pneumonia), a Tak»ke no/jaBjieHue
aKTUBHOCTH renatura B y paHee HHQUIMPOBAHHBIX JIUL,
JleueHue MOeT ObITh NIPOOJIKEHO /10 6 IIUKJIOB B 3aBU-
CUMOCTH OT IEPEHOCUMOCTH U OTBETA.

15. Hackosnbko kom6uHaynsi Pola + BR o6ecrneynsaer
AOJIrOCPOYYHbIN KOHTPO/1Ib HAAQ Anghhy3HOM
B-KpyrnHOK/1€ TOYHOW /TMMGbOMON rpu peunanBax
W1 NepBUYHON PEPHPAKTEPHOCTH MO0 CPABHEHUIO
C KOMOGUHAUMsIMHU 6e3 rnosiatysymaba Be4oTmHa?

B xone uccnenoBanus GO29365 Mbl yBUAe d, UTO
npumepHo y 20 % manueHTOB yAAN0Ch AOCTUYb JJIU-
TeJIbHOW PeMUCCUH, COCTaBUBILIEN 2 roga u 6oJiee. K co-
JKaJIEHUI0, 3TO, KOHEUHO 3Ke, peJiKoe siBJIeHUe NpPU MpU-
MeHEeHUU CTaHAAPTHBIX METOJO0B TepaluU «CHaceHUs»,
Takux Kak BR 6e3 nosiatysyma6a BeoTuHa, R-GemOx uiu
JpyTUX CTaHAAPTHBIX CXeM JieyeHUs. HecoMHeHHO, Takas
JJUTENbHOCTh OTBETA y MOATPYNIbI MAlUEHTOB SIBJIS-
eTcs oYeHb 0OHAJEKUBAIOIIMM IOKasaTeJieM. 3a 3TUMU
nalnMeHTaMy OyAyT HabJI0AAaThb, YTOOBI Jy4llle MOHSTD,
OyAyT JIM y HUX BIOCJEACTBUU PAa3BUBATbCS PELUUBBI
WIH e UX JeUCTBUTEJNbHO MOXXHO BblLIeYHUTb. OJHAKO
Ha JaHHbI MOMEHT ObLIO Obl SIBHO NpeXJeBpeMeHHO
0O'BABJIATH TAKUX MAI[MEHTOB U3JIeUeHHbIMHU.

16. KakoBbl pe3y/ibTaTbl MHOIroghaKTOPHOIro
aHAa/sIM3d B PAMKAx o6CyXXAaemMoro rnpoeKra
C npumeHeHnem kom6uHayunu Pola + BR?
Hackornbko gokasare/ibHbl 3AK/1I04EHHUS1 0 60/1ee
BbICOKOM YPOBHE 0/IHOro oTBeTd, OTCYTCTBUMN
30BUCUMOCTH OT MPeALUECTBYIOLNX JIMHUA
MPOTUBOOIYXO0/I€BO TEPANNU, PEGHPAKTEPHOIO
craryca, a Takxe crarycoB «cell of origin»
u «double-expressor»?

AHanusz nmoArpymm B paMKax  MCCJe/loBaHHUSA
G029365 orpaHudeH u3-3a OTHOCUTEJIbHO HEGOJIBIIOTO
yuc/a NalyeHTOoB, MoJy4YaBLIKX JedeHHe. [lanbHelne
BbIBOJbI OYAYT CZeslaHbl, UCXO/S U3 Pe3y/JbTaTOB NpPU-
MmeHeHuss POLA-RICE, kJuHMYecKOro wucciaeloBaHUs
POLARGO u fipyrux TeKylHUX uUccaenoBaHui. [Ipu aTom
MMelIlHecs JaHHble MO3BOJISIOT MpPeJIOoJI0XKHUTb, UYTO
NalMeHTbl BBIMIPAlOT OT BKJIOYEHUS IoJaTy3yMaba
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BeJI0OTHHA KaK BO BTOPYIO, TaK U [0C/eAyIolI1e JINHUY Te-
panui (XoTs YMCJ/I0 AllMeHTOB, N0JyYyaBIIUX IpenapaT BO
BTOPOM JINHUH, OTHOCUTEJIbHO HeBeUKo). Mcxoabl yayd-
marcs He Toabko npu JBKJI noaTunos GCB u non-GCB,
Ho u nipu «double-expressor» tumdpome (DEL) u mumpome
Tuna non-DEL. B HacTosi1lee BpeMsl y HAcC HET HAZLEKHOTO
6uoMapKepa, NO3BOJIAIOLIET0 BBIABUTH MOATPYNNy Ia-
UEHTOB C penuauBaMu/pedpaxktepHoit popmoit JIBKJI,
y KoTophIX BR 66111 661 Tak ke 3¢ PeKTUBEH, KaK U cXeMa
BR + mosiaTy3ymMa6 BeJOTHH.

17. Yro Bbl ckaxxeTe O NepeHOCUMOCTH
u npocghusie 6€30MnacHOCTH MNosIaTysymaéa
BeAOTMHA B KOMOUHALNN C 6€EHAAMYCTUHOM
u putykcumabom? Hackosnbko npochusib
6e30rMacHOCTH nNpenapara ynpas/isieMblin?
KakoBa yacTora n HaCKO/1bKO rnpruemsieMblii
npogusib Hexesnare/ibHbix iB1eHnn? Ha kakune
HeXesiaresibHble IB/IEHUS c/ieqyeT npexae
BCero o6pawjatb BHUMAHUE MPAKTUHECKOMY
remarosory?

[Ipodunb GesomacHocTu cxeMbl BR + mosiaTy3syma6
BEeJIOTHH [JEeHCTBUTEJNbHO VIpPaBJseMbIH, XOTA Cylie-
CTBYeT PUCK TOKCHUYHOCTH, KOTOPYIO MOXeT HNPOSBUTH
J10601 U3 ee kKoMIoHeHTOB. Kom6uHauus BR npu npu-
MEHEHHMU C UHTepBajJoM B 21 JeHb MOXeT BbI3bIBATh
3HAUYUTEJBHYI0 MUEJIOCYNIPECCHI0, 0COOEHHO Y TMOXKUJIbIX
NalMeHTOB, KOTOPbIE, BO3MOXKHO, [T0JIy4Yaly NpeAIeCcTBY-
I0lllee MHTEHCUBHOE JIeUeHHE U Y KOTOPBIX MOXKET UMETh
MECTO HCXOAHasi uuToneHus. [losaTy3yma6 BeJOTHH
MOXET B ONpesie/IeHHON CTENeHH CI0COGCTBOBATb MHUe-
JIOCYNIPECCUH U BbI3bIBATh Pa3BUTHE IPOrpecCcUpyroIen
CEeHCOPHOM HelponaTHH, KOTOpas 4acTo 0caabeBaeT WU
ycye3aeT IOCJe 3aBeplleHUs JedyeHUs. BaxHo paccmo-
TPeTh CHIKEHHUE J103bl OeHAaMyCTHHA UJIH 110J1aTy3yMaba
BeJIOTHHA, YTOObI 06ECIEeYUTh EPEHOCUMOCTD JIeYeHUs]
Ha NPOTSXKEHUU 6 MJIaHOBBIX [IUKJIOB.

18. B NCCN Guidelines Bepcun
1.2020 npun peunansax u NepBUYHON
PePAKTEPHOCTHU MOC/IE NEePEeYNC/IEHUS
TPAANLMNOHHBIX PEXNMOB «CIIACEHUSI» BTOPOH
JIMHUMN HALL/IN CBOE MECTO pEKOMEHAALNN
o agonTUBHON UMMYHOTEPANNUN FrEHETUYECKU
moaunynpoBaHHbiMu T-inmepoymuTamm,
3KCNpeccUpyroLnMN XMMEPHbIE AHTUrE€HHbIe
peuenrtopbl, — aHTU-CD19 CAR T-ks1eToO4YHOM
Tepanuu, To/1bKo A/151 KaHauaaros Ha ayToTI CK.
Yro Bbl ckaxxeTe 1o asTomMy rnoBoAy U B LLE/IOM
o texHosiornn CAR-T npu ancbebysHo
B-kpyrnHoknieTro4Ho# numgpome?

B nacrosimee Bpemsa B CIIA antu-CD19 CAR T-kJe-
TOYHas Tepanus oJ0bpeHa HEe3aBUCUMO OT HaIU4usd
cratyca KaHauaaTta Ha ayToT['CK B ycioBUsIX TpeTbel,
a TakXe IMOCJAefyMIIUX JUHUNA. O4yeBUJHO, YTO IIpo-
rpaMMbl KjeTo4yHoW Tepanuu, B T. 4. CAR-T, TpebGyoT
TIATeJbHON OLleHKU KaHJWUJaTypbl KaXKJOT0 MallMeHTa
C y4eTOM MHOTMX QaKTOpPOB, CXOAHBIX C TAKOBBIMHU MpHU
IIPUCBOEHUHU CTaTyca KaHauzaaTa Ha ayToTI'CK, Bkiroyas

KTMHNYECKAA OHKOTEMATO/TON 4

cepJleYHO-JIeTOYHbIH pe3epB U PyHKUMIO MoveK. Kpome
TOrO0, AOCTYNHble KJIETOYHbIE MPOJAYKTHI MOTYT UMETh
pas/MyHbIA MPOQUJIb TOKCUYHOCTH, HANpPUMeEp pas-
JINYHYI0 YaCTOTY Pa3BUTHUSI CUHAPOMA BbICBOOOXKAEHHS
LIUTOKMHOB U HeHUpOTOKCHYHOCTU. [locienHue o6CTOS-
TeJbCTBA MOIYT CJAYXWUTb OCHOBaHHEM JJI1 NPUHATHSA
pelleHnH 0 TOM, KAaKOH MPOJYKT Ha3HAYaTh KOHKPETHBIM
NalyeHTaM B COOTBETCTBUH C UX NIPOodHUJIEM pUCKA.

19. Kak Bbl gymaete, KOKOBbI NNepCrieKTUBbI
npoABVXXEHUS MosIaTy3ymaba Be4oTUHA
M ero KOMOMHaUNii B NMepBYyIO JIMHUIO JIeHEHNS
naymneHToB C BrnepBble ANArHOCTUPOBAHHOM
Anchcby3HoV B-KpyrnHOK/1€TOYHOMi /1INM¢boMON ?
Hackornbko Bbil corniacHbl ¢ MHEHUEM,
4YTO MMEHHO Y 3TOM KATEropumn nayneHToB
6e3 npeALuecTBylOL|Ero /IeYeHNs1 pe3y/1bTATbl
MOryT OKA3dTbCH 3HAYUTE/IbHO /ly4ue? He mornun
6bl CKa3aTb HECKOJ/ILKO C/10B O K/TMHUYECKOM
unccnegosaHun POLARIX?

HepmaBHo 3aBepmieHHoe wuccnefoBaHne POLARIX
npeJjCcTaB/sieT CcOO00M  MeX/JYHapoJHYyH  IONBITKY
conoctaBuTh cxeMbl R-CHOP u R-CHP + mosiatysyma6t
BEeZIOTUH TpU JleYeHWU BIlepBble JUAarHOCTUPOBAHHOMN
JABKJl. Mpl HajeeMcd MOJyYUTb I[peJBapUTeJbHbIE
pe3ysbTaThl uccaefoBaHus K koHLy 2020 r., xoTd 3TO
OyZleT 3aBUCETb OT YaCTOTbI IPOrpeCCUPOBAHUA Y NallU-
€HTOB, N0JIy4aBIIUX JedeHHe. O4eBUHO, YTO yJIyUllleHre
MPOTHO3a NPHU JieYeHWU BIlepBble JUarHOCTUPOBAHHOM
JBKJI siBysieTcsl mpeKpacHOW BO3MOXKHOCTbIO MOBJIUATH
Ha o61111e UCX0/bl 3TOro 3a60/1eBaHUsA. Mbl IO-NIPEXHEMY
HaJleeMcs, YTO ITOMY MOXKeT ClIOCO6CTBOBATh BK/IOUEHH e
nosiaTy3yMaba BeJoOTHHA B TepPANHUI0 IEPBON JIMHUM.

20. 'ny6okoyBaxxaembii gokTop MatTero Maracap,
nosBosito cebe nogenntTbcsi ¢ Bammu HekoTopbimu
cBOMMM coobpakeHnsimu. [AnchpysHas
B-kpynHokieTouHasi iMmm¢homa yxxe AaBHO
o cyLecTBy npeBpPATU/IaCh B «MMOKA3ATE/IbHYIO
mopge/ib» arpeccuBHOM 3/10KAYECTBEHHOMN
SIMMHOUNAHON OryXOsIn, NMPU KOTOPOH
06pa30BaA’iCs1 HEMPEOAO/TMMbIN PA3PbIB, 51 Obl
CPABHW/I C MPOIACTbIO, MEXAY MPOrpeccom
B HayKe 1 BO3MOXHOCTSIMM Bbl6Opa Tepanum
Bcex IMHUIA. U 3To B 3py CTPEMUTE/IbHOIO
pacyBeTa MOo/1IeKY/IPHON UMMYHOOGUO/10rnn
U /1TaBUHOOBGPA3HOIO MOCTYIN/IEHNUS MPEA/IOXEHNI
A/151 KTMHUYECKOIro UCro/Ib30BAHUS HOBbIX
TApreTHbIX MPOTUBOOIMYXO/1IEBbIX NMPENApPATOB
pPas/IN4HOM Hanpas/ieHHOCTH. HecmMoTps Ha 3To,
npy angbgbysHou B-KpyrnHoK1eToqyHoun immgpome
MOCTOSIHHO, CHOBA M CHOBA OCTPO CTOUT BOMPOC
0 He06X0ANMOCTU CO3AAHMNSI HOBbIX /Ie4€6HbIX
onyui. Kak Bber gymaerte, Pola + BR(G), Pola +
R-GemOx, Pola + R-ICE n, HakoHewy, Pola + R-CHP
npu6/IN3AT HAC K BO3SMOXXHOCTU NPeogosIeHNS
«rnponactu»? HackosibKo yHUKA/IbHOM MOXKeT
OKa3aTbCS CUTYALUS C CO3SAAHNUEM HOBBIX
KOMOUHALNI HOBBIX MPernaparoB pas/inYHbIX
TexHosiorn4deckux nnargopm? Hanpmumep:
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MOHOK/IOHQ/IbHbI€ AHTUTE/IA, BK/TIOYAS
6ucneynghnyeckmne (aHTu-CD20, aHTn-CD79b,
aHTu-CD20xaHTn-CD3, MDM_2-aHTAaroHucr,
BCL2-uHrnémutop), UMMYyHOKOHBbIOraThbl, MA/Ibl€
morsiekynbi? Kakue B 3TOM r/iaHe nepcrneKTuBbI
y nonarysymaba Be4oTuHda, Kak Bei cuutaere?

f cornaceH ¢ BamlMM yTBepXJeHUEM, 4YTO BIeyaT-
JISIOIMe JOCTIKEHHs] B HallleM NOHMMaHUK OGHOJIOTUU
JMMQOUIHBIX ONyX0J1el IT0Ka He CMOTJIM IOBJIeYb 33 CO60M
yay4lleHue UCX0,0B B npakTuke jedeHus JIBKJI. Ha camom
JleJle laxke 10J1aTy3yMab BeJOTHH He ONMpaeTCcst Ha TakoH
Hay4yHbIN Iporpecc U He 3aBUCUT OT Hero. Ho koHBelep,
KaK Bbl yXe CKasaJld, BblJjaeT OOUJIbHbIM acCOPTUMEHT
JIOTIOJIHUTE/IbHBIX IEPCIIeKTUBHBIX IPenapaToB: bHucneny-
dudyeckre aHTUTesa, pasinuHble BapuaHTbl CAR T-kie-
TOYHOM Tepanuu CjeAyollero NoKoJeHus, Jpyrue uMMy-
HOKOH'BIOTAThbl U BapHaHTbl UMMYHOTePANUH, BapUaHTbl
TapretHoi Tepanuu npotuB BCL2, BTK, EZH2 u MHorux
Jpyrux MylleHel. ITOT CIHUCOK MOXKHO MTPoJio/nKaTh. U Bce
JKe 1oJIaTy3yMab BeJ0OTHH MpPeACTaBasieT CO60M MOLHbIM
npenapar /s JiedeHusl, KOTOPbIM MOTEHI[MaJbHO MOXET
COYeTaThbCsl CO BCEM BblllleNepeyrcieHHbIM. PaboTa mno
OIpe/ieJIeHUI0 ONITUMaJ/IbHbIX «TAaPTHEPOBY», ONITUMaJIbHON
10C/Ie/IOBAaTE/JbHOCTH JIeYeHUs] W COCTaBJIEHHWIO HUHAM-
BU/Iya/IbHOTO IlJIaHA JiedeHUs] Ha OCHOBE YHHKaJbHOMN
NaTOOGUOJIOTUH ONYXOJIM KaXK/A0r0 NallieHTa TOJIbKO Hauu-
HaeTcsl, HO O-NIPeKHeMY MMeeT (0JIblLiMe epCIeKTUBBI.

21. potusno yxe 20 et co BpeMeHn orny6/IMKOBAHNS
B XypHasie «Nature» nepBoii paborel,
Korga Ha OCHOBAHUU U3YYEHUS NMPoghusist
3aKcnpeccumn reHoB (gene expression profiling,
GEP) yganoce Bbige/iMTb ABA OCHOBHbIX
MO/IEKY/IAPHBIX noagTuna gnghghyHomi
B-kpynHoknero4Hoi numegpombl: GCB n ABC
(2000, doi: 10.1038/35000501). CTtpemuresibHoe
pPasBUTUE MOJIEKY/ISIPHO-OMO/TOrMYEeCKNX
TeXHO/IOrn¥i rMNo3BOJISIET CErogHs rnpu anghhy3Houn
B-kpyrnHok/1eTo4HO 1iumgbomMe r/1iy60Ko N3y4aTb
pas/sinyHbie Tunel Hekogupyrowmx PHK, 6es1ok-
KoaupyioLymne reHbl, MyTaynu v reHbl, CBO604HO
ympKynmpyrowme hparmeHTbl oryxosesbix PHK
un AHK, anureHetn4yeckmne Mapkepbl 1 MHOroe
Apyroe. HbiMu crioBamu, naeT npoLecc
MOCTOSIHHOIO COBEPLLUEHCTBOBAHUS PA3/TNYHbBIX
MHHOBALMOHHbIX UHCTPYMEHTOB MAEHTUONKALNMN
MOJIEKY/ISIPHbIX MOATHUINOB, MOHUTOPUHIA
TeYeHMSs Oryxo/iu, oripeaes1IeHNs MPorHo3a
1 gaxke paspaboTKu NMPUHLUIMNOB 6MO/TIOrM4eCKU
OpPUEHTHNPOBAHHOM Tepanuu. B Takon cutyaymmn
HOCKOJ/IbKO Ha3pe/sia He06Xo0ANMOCTb CO3AAHNS
K/IMHUYECKN BOCTPEOGOBAHHOM MOJIEKY/ISIPHON
knaccugpukaynm angbehysHovi B-kpyrnHOK/1€ToOHYHOH
SIMMGOOMBI /TN MOKA 3TO NMPEXAEBPEMEHHO?
Kak Bbl gymaere?

Jla, MbI BCe ellle CTPaZlaéM OT OTCYTCTBUSI BO3MOX-
HOCTHU COCTaBJISITb WHJAWBU/YaJbHbIM IJIAH JIeYEHHs,
OCHOBAHHbIM Ha WHAUBUJAYAJbHBIX GUOJIOTUYECKUX
0CO6eHHOCTSIX 6o0sie3HU. Heo6XoaAMMOCTb HMEThb BO3-
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MO>KHOCTb COCTaBJIATb MHAWBU/IyalbHbIN IJIaH JIeYeHUs
MOJTHOCTBIO 3aBUCUT OT HaJW4usl Y Hac 3pQPeKTUBHBIX
MeTO/I0B JieUeHHU s, KOTOPbIE 8bI3bI8AI0M pasHbulll 3gpghexkm
B pPa3HbIX OMOJIOrMYECKUX NoArpynnax. f He yBepeH, 4To
B HaCTosllllee BpeMs y HaC eCTb HaroToBe TaKue MeTO/bl
JleueHUs], MO KpailHell Mepe B 6ojiee paHHUX JIMHUAX
Tepanuu. OHAKO 110 Mepe y/Iy4dllIeHUs] HalllMX BO3MOKHO-
cTel pas3nyaTh 6MOJIOTUYECKHe TOATHUIIBI OYXOJIH U 10
Mepe pacllMpeHUsl TepaleBTHYeCKOro apceHasa BCJej-
CTBUE MNOSIBJIEHUS MEeTO/|0B JiedeHUs, 06/alaloliuxX pe-
aJIbHBIM U pa3JIM4yaloLMMCcsl CBOMCTBOM, Mbl B KOHEUHOM
cyeTe o6peTeM CHOCOOHOCTb TeHEpUpPOBaTh OoJiee
3¢ deKTHBHbIE UHAMBUAYAIbHBIE NOAX0ABL. ECTb 1M ¥ Hac
ycnexu ceiyac? A6co0THO HUKaKUX. Ho 5 mo-npexxHeMy
Ha/leloCh, YTO NapasyesbHas paboTa 10 pacKpbITUIO 610-
JIOruM IMMQPOMBI ¥ pa3paboTKe HOBBIX METO/IOB JIeUeHUS],
HalnpaBJIeHHbIX IPOTUB HOBBIX MUlIeHeH, NpHUBeJieT Hac
K yCIIexy.

22, Bce mMbl XkuBeM B C/I0XKHOE BpeMSs NaHAeMun
COVID-19. Yro BbI ckaXkeTe 0 KOPOHABUPYCHOM
HHGeKynn B CBSA3U C AnNchpy3HOM
B-KpyrnHoOk/1€TO4YHOW /1InM¢boMONi ?

O4eBHAHO, YTO 00e HAIlMU CTpPaHbl NOCTPafaad OT
CTPEMUTEJNbHOTO PAcIpoOCTPaHeHUsT Ha JIOKaJbHOM
ypoBHe Bupyca SARS-CoV-2, BbI3bIBawoliero 60Jie3Hb
COVID-19. OnbIT HaGJIOAEHUNW Ha paHHUX 3Talax B
MeMopHuaZbHOM OHKOJIOTMYeCcKOM LieHTpe UM. CioyHa
1 KeTTepuHra nokasblBaeT, YTO NALUEHThbl C reMaToJIO-
rUYecKOM 3JI0KaueCTBEHHOM ONyX0JIbI0 WJIM BbDKHUBIIKE
[ocjle Hee HAxOAATCA B Tpylllle NOBBILIEHHOTO pPUCKa
pasBUTHUS oca0kHeHUH oT uHdekuu SARS-CoV-2, B T. u.
OHU INO/IBep>KeHbl HEOOXOAUMOCTH MHTYOALMM C UCKYC-
CTBEHHOW BEHTUJISILMEN JIETKUX UJIM PUCKY JIETAJbHOIO
ncxoza. CBA3aHO JiM 3TO ¢ JuMdoneHuel, TunoraMma-
rJ106yMHeMUeH, ApyrUMU $opMaMu UMMYHOCYIIPeCCHH,
CONMYTCTBYWOLeH TNaTOJOTHMeHd WU COBOKYIHOCTBIO
Jpyryux GpakTopoB, Noka HeMOHATHO. OJHAKO SICHO TO, 4TO
MBI JI0JDKHBI CJleJIaTh BCe BO3MOXKHOE, YTOObI 3allUTUTh
HallKX NallueHTOB C IMMPOMaMHU U BbDKUBILHKX [10CJIE Hee
oT 3apaxeHnus SARS-CoV-2. UTto kacaeTcs nanyeHTOB, 110-
Jlyqarouiux jJedeHue no nosoay /IBKJI, st 661 He coBeTOBa
HM3MEeHSTb BbIOPAaHHBIA KypC JIeYeHHUs], HO B TO e BpeMs
NpY HH/JOJEHTHbIX B-kjeTouyHbIX JiMMdoMax co6JIto-
JleHue OCTOPOXXHOCTH MOXeT JJUKTOBAaTb HE0OX0JUMOCTh
OTCPOYKHU WJIM NpeKpalleHUs JiedeHUs, TI0OKa CKOpPOCThb
nepejayd BUpyca He CHU3UTCA. st ”HGULIMPOBAHHbBIX
NALMEeHTOB, V¥ KOTOPBbIX Pa3BUBAIOTCA TsOKesble CUMI-
ToMbl COVID-19, yyacThe B KJMHUYECKUX UCC/AeOBa-
HUSX NOTeHLMAJbHO aKTUBHBIX CPeJCTB JIO/DKHO OBITh
npuopuTeTHbIM. Takve cpejCcTBa B HacTosillee BpeMs
BKJIIOYAIOT pPEeKOHBaJIECLeHTHYI0 I1JIa3My, IPOTUBOBU-
pycHble IpenapaThl (HanpuMep, peM/ieCUBUp), TPOTUBO-
BOCHa/IUTebHbIe cpeZicTBa (aHTUTeNA K [L-6 uau IL-1a),
pa3jiMyHble METOZbl TapreTHOH Tepanuy, BKJOYas
unrubutopsl BTK. U 3T0 faseko He MOJIHBIN CIUCOK.

Fny6okoysaxaembii goktop Marrbio Maracap,
cnacu6o orpomHoe 3a Bawe unrepBbio! C noxenannem
BCero camoro fo6poro B 3T0 C/I0)KHOe Bpems!
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Dear Doctor Matthew Matasar, first of all, let me express
my sincere appreciation for the opportunity to discuss
some important topics related to the treatment of dif-
fuse large B-cell lymphoma (DLBCL, NOS) under our in-
terview for Russian journal “Clinical Oncohematology.
Basic Research and Clinical Practice”. I should admit
that the range of problems proposed for discussion
is relatively wide. It covers the complicated issues of
biological and clinical tumor heterogeneity, postulated
normal counterpart (postulated cell of origin), relapses,
primary refractory patients, hematopoietic stem
cell transplantation, and the use of chimeric antigen
receptors (CAR) T-cell therapy. All these topics will be
discussed in the context of contemporary antitumor
treatment, including new protocols with antibody-drug
conjugate such as polatuzumab vedotin, in the largest
group of patients with a diffuse large B-cell lymphoma.

My first questions are related to an important,
I would say milestone, event in the recent history
of non-Hodgkin lymphomas. I mean 1994, when a
European-American Consensus was published in the
“Blood” journal, which laid the foundation for works
based on the agreed unified classification system with
a uniform nomenclature and terminology. At that
historical point, the REAL section on peripheral B-cell
tumors was a small list of only 11 immunomorpho-
logical variants of lymphoid tumors. The diffuse large
B-cell lymphoma was the 9th in this list.

The progressive value of REAL was related to two
fundamental approaches. It was a reasonable idea of
comprehensive diagnosis taking into account not only
morphological, immunophenotypic, genetic, but also
clinical characteristics of a lymphoid tumor, as well
as the concept of “postulated normal counterpart” or
“postulated cell of origin”. In other words, even at that
time the concept of “cell of origin” was firmly fixed
in REAL, and by now, in fact, the new concept of “cell
of origin status” has already been adopted and used.
And the molecular subtypes of diffuse large B-cell lym-
phoma — “cell of origin subtyping” — are discussed
following this concept. The time has confirmed that
this approach was correct.

As a result, 22 years later, the 2016 revision of
WHO Classification of Tumours of Haematopoietic and
Lymphoid Tissues was based on REAL's fundamental
approaches, and the total number of large B-cell
lymphomas reached approximately 20 variations.
The number of clinical and biological variations
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using the term “Diffuse Large B-Cell Lymphoma” is at
least 8. Hence, the completely obvious extraordinary
biological and clinical heterogeneity of large B-cell
lymphomas was confirmed once again.

Dear Doctor Matthew Matasar, my first question
is related to the concept of “Cell of origin status” in
non-Hodgkin lymphomas in general and in diffuse
large B-cell lymphoma in particular.

1. How relevant is the concept of “Postulated cell
of origin” or “Postulated normal counterpart”,
and how can this concept influence the future
taxonomy of large B-cell lymphomas?

[ would say that our understanding of the pathobiology
of diffuse large B-cell (DLBCL) continues to evolve, and
improve. Currently, in routine clinical practice we subdi-
vide DLBCL into a number of clinical entities, based upon
anatomy, clinical characteristics, immunohistochemistry,
and cytogenetic abnormalities. Primary CNS lymphoma,
primary cutaneous large B-cell lymphoma, leg type, and
primary mediastinal B-cell lymphoma all are named
for anatomy, but have unique biological characteristics.
Translocations of myc and either bcl2 or bcl6 define dou-
ble-hit lymphoma, which has now been reclassified not as
DLBCL but as high-grade lymphoma. Within diffuse large
B-cell lymphoma, cell-of-origin remains the most widely
available and clinically applicable method of subdividing
DLBCL-NOS. The biological differences between germinal
center and non-germinal center DLBCL are important; for
instance, risk of central nervous system relapse differ, being
higher in non-GCB disease, perhaps changing the risk-ben-
efit calculus for prophylaxis with high-dose intravenous
methotrexate. In newly diagnosed higher-risk non-GCB
DLBCL, some data support intensified induction regimens,
such as the RCHOP4ICE3 regimen reported from MSKCC.
And in relapsed DLBCL, there are agents that appear to have
differential activity according to cell-of-origin, such as the
BTK inhibitors and lenalidomide. But clearly cell-of-origin
does not capture the range of diverse biology within DLBCL,
and validation of more nuanced models of subdividing this
disease and their ability to guide practice is needed.

2. In the last version of 1.2020 NCCN Guidelines,
the pan-B-cell antigen CD79 is absent in the
immunohistochemical diagnostic panel. It occurs
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only in the “grey zone lymphomas” with a note
of frequent positive reactions. What do you think
about it? Is CD79b testing necessary? How or
why did CD79b prove to be an attractive target in
diffuse large B-cell lymphoma?

CD79b is a component of the B-cell receptor complex
that is believed to be ubiquitously expressed across the range
of B-cell lymphomas including diffuse large B-cell lymphoma,
both newly diagnosed cases as well as in relapsed disease. As
the target for polatuzumab vedotin, the antibody-drug con-
jugate with a payload of monomethyl auristatin E (MMAE),
the expression of CD79b becomes clinically relevant. How-
ever, early work with polatuzumab vedotin both affirmed
the ubiquitous expression of CD79b and found that relative
expression and density of antigen was not correlated with
response. Thus, we do not believe that IHC testing for CD79b
is required as a companion diagnostic or in guiding decision
regarding the use of polatuzumab vedotin.

3. How antitumor treatment choice depends on
a cell of origin — under the extreme biological
and clinical diversity of large B-cell lymphomas,
including the diffuse large B-cell subtypes?

In newly diagnosed diffuse large B-cell lymphoma,
present guidelines in the United States do not distinguish
treatment based upon cell of origin. This being said, in
advanced stage GCB-DLBCL that harbors a translocation
of myc without concomitant translocation of either bcl2 or
bcl6, some experts counsel consideration of da-EPOCH-R in
lieu of R-CHOP. And as mentioned, in higher-risk non-GCB
DLBCL, consideration of RCHOP4ICE3 in appropriately
selected patients may be appropriate. And, as mentioned,
CNS prophylaxis decision-making may in part be informed
by the contribution to risk by cell-of-origin.

4. A lot of new information comes in, and new
definitions reflect the progress in immunology,
immunomorphology and molecular biology of large
B-cell ymphomas. The range and capabilities of
contemporary molecular genetic technologies are
constantly increasing. The first 20 years of the new
millennium provided the clinicians with the ideas
of GCB and ABC molecular subtypes of DLBCL,
“double-hit” and “triple-hit” high grade lymphoma,
and the concept of “double-expressor” in DLBCL.
Moreover, 5 genetic clusters have been identified
by the whole-exome sequencing to date: two of
them are within GCB DLBCL, two other — within
ABC DLBCL, and one — independent of GCB
and ABC. It turns out that all of them have an
independent prognostic value, regardless of clinical
manifestations and international prognostic indices
(IPI). Also, the clinician should recognize and
remember that high-risk GCB subtype and low-risk
ABC are identified today. In this regard, my next
question is related to the treatment of patients
with newly diagnosed DLBCL. Do R-CHOP and its
modifications remain the standard of treatment? Is
it so even though the frequency of early relapses
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and primary refractory patients reaches 40-50 %
after R-CHOP in the first line? Should we accept
such results as an effective option? In your opinion,
are there any new promising treatment options
that can be considered to be better than R-CHOP?

Guideline-based treatment of de novo DLBCL remains
R-CHOP-based treatment for the majority of patients
regardless of individual risk; we tend to deviate from this
standard when patients are ineligible for such treatment
due to comorbidity, or for select risk cases such as high-
grade lymphoma (which is now best understood as distinct
from DLBCL) or risk scenarios such as described above.
But clearly we need to do better than we can at present,
and significant resources are being dedicated to this. By
way of example, we have recently completed the POLARIX
trial, comparing RCHP + polatuzumab to RCHOP, and look
forward to beginning ACE-LY 312, comparing R-CHOP to
R-CHOP + acalabrutinib, a next-generation inhibitor of
BTK, in younger patients with non-GCB DLBCL.

5. What is the frequency of relapse and primary
refractory DLBCL patients in your clinical
practice? Taking into account the latest
progress in molecular biology should we make
any corrections in definitions of “relapse” and
“refractory” diffuse large B-cell ymphoma? Could,
for example, the studies of circulating tumor DNA
allow hematologist to determine the risk of early
relapse even before the clinical manifestations?
How can it affect the treatment?

The frequency of failure of first-line therapy is, of course,
influenced by individual patient risk as well as appropriate
delivery of therapy. There remains hope that we can sub-
stitute diagnosis of relapsed/refractory disease based upon
biopsies that are themselves prompted by changes in phys-
ical examination or body imaging with detection of minimal
residual disease or recurrent disease with circulating tumor
DNA. However, despite some early promise with such
approaches, we have yet failed to validate this approach
prospectively. And the available literature on the impact of
timing of detection of relapse does not definitively support
the hypothesis that earlier diagnosis of relapsed or refrac-
tory disease will lead to improved outcomes. Research,
however, is ongoing in this field.

6. Is primary refractory and relapse the same in
biological and clinical terms? Is it correct to
consider the patients with relapsed and refractory
DLBCL in a single group when choosing the
therapy? How can this approach affect the
treatment results?

We know that shorter times to relapse are associated
with worse outcomes with platinum-based salvage chemo-
immunotherapy, but the lines that we draw to distinguish
relapsed and refractory are admittedly somewhat arbitrary.
The challenge, of course, is that at present the outcomes
for both relapsed and refractory DLBCL remain generally
poor. There may be a small population of patients with
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very late relapse who may, in fact, have a second de novo
DLBCL confirmed by sequencing both the original and
second specimens, and who may be able to be re-treated
with first-line therapy (the second time receiving treat-
ments such as da-R-EPOCH, R-GCVP, or other programs
safe following prior bolus doxorubicin exposure). But the
majority of relapsed/refractory DLBCL will face a poor
prognosis, and are clinically grouped by their eligibility for
intensified treatments such as autotransplant or, at later
lines, CAR-T cell, allogeneic transplant, or other approaches
under clinical investigation. Some investigational agents are
expected to have differential activity based upon biology or
cell-of-origin, and the future may bring more individualized
therapy to the clinic in such settings.

7. And now let me ask you a question on the “How
I Treat” principle. Doctor Matthew Matasar, what
are your approaches to the treatment of relapse
and refractory DLBCL in each patient who is
NOT a candidate for autologous hematopoietic
stem cell transplantation? What is your choice
based on? And finally, what unmet medical needs
concern you the most in this context?

The treatment or relapsed/refractory DLBCL in trans-
plant-ineligible patients is individualized based upon a
number of factors. These include patient characteristics
such as comorbidity, performance status, and age; disease
characteristics such as cell-of-origin and double-expressor
status; clinical characteristics such as the anatomical
pattern of relapse; and preference and goals of care of the
patient and their family. Second-line options include chemo-
immunotherapy with regimens such as RGemOx, R-CEPP,
or da-R-EPOCH; and use of non-cytotoxic regimens such
as rituximab and lenalidomide, rituximab and ibrutinib, or
the combination of all three (R2I). For localized relapse, re-
sponse can be consolidated with involved field radiotherapy
if anatomically safe and feasible. Third-line therapy would
often prompt consideration of CAR-T cell therapy, with
bridging treatment with any of the above treatments. Here
also, the regimen of polatuzumab vedotin + BR (Pola-BR)
is both FDA and NCCN compendium listed. I will often use
Pola-BR as a standard third-line therapy either alone or as
bridging for CAR-T cell therapy depending on the clinical
scenario. Unfortunately, despite the availability of all the
above treatments, outcomes remain poor for the majority of
patients, and there remains great unmet need.

8. Polatuzumab vedotin is a new antitumor agent, an
antibody-drug conjugate that obtained the high
international rating with the almost simultaneous
assignment to “Breakthrough Therapy
Designation” (FDA) and “Priority Medicines” (EMA).
Such information usually draws the attention of
a wide range of practicing hematologists to a
new agent. Under the priority consideration, the
drug has been approved in the United States for
the > 2nd lines treatment of DLBCL patients (June
2019). What are the pharmacological structure
features and mechanism of action of polatuzumab
vedotin? How do you assess its place among the
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new target agents that are used in diffuse large
B-cell ymphoma? Can treatment options with
polatuzumab vedotin be considered as a ready-
made solution to a problem of primary refractory
and relapses, or is this question still premature?

Asdiscussed, polatuzumab vedotin is an antibody-drug
conjugate with an MMAE payload that targets CD79b. It is
a promising compound in the treatment of both aggressive
and indolent lymphomas, and in the recently reported
DLBCL arm of the GO29365 trial, when added to BR in
patients with relapsed or refractory DLBCL was associated
with improved overall response, complete response, and
improved overall survival. This is, in fact, the first ran-
domized trial to demonstrate an overall survival benefit in
relapsed or refractory DLBCL in the rituximab era. Benefit
was seen in both second- and third-line patients, in both
primary refractory and relapsed patients, and regardless
of cell of origin. However, the number of patients treated
in GO29365 was relatively small, and important trials both
confirming benefit and expanding upon our understanding
of the ability of polatuzumab vedotin to safely improve
outcomes in earlier lines of therapy are ongoing.

9. Does the CD79b expression level (high — low) on
tumor cells of diffuse large B-cell lymphoma affect
the antitumor activity of polatuzumab vedotin?

The best available data on the level of expression of
CD79b suggest that outcomes do not clearly correlate with
the degree of expression. Indeed, the ubiquitous expression
of CD79b and relatively low antigen requirements suggest
that response is more likely to be determined by sensitivity
to the MMAE payload. CD79b testing is neither required
nor recommended in the consideration of whether or not
to treat a patient with polatuzumab vedotin.

10. Dear Doctor Matthew Matasar, could you, please,
share your own experience with polatuzumab
vedotin treatment in DLBCL patients. In what
combinations do you use polatuzumab vedotin?
Which of them, in your opinion, are the most
preferable and why?

The only use of polatuzumab vedotin that is approved
by the FDA or listed by the NCCN is in combination with
bendamustine and rituximab in the treatment of DLBCL
in or beyond third line. Other regulatory agencies have
approved this combination for use in second line as well
based upon the same data-set, GO29365 (Sehn et al.). We
have used polatuzumab in completed clinical trials with
rituximab alone in relapsed DLBCL and in combination
with RCHP (randomixed RCHP + polatuzumab vedotin
versus RCHOP) in the POLARIX study, from which we await
results. We are also participating in the POLARGO trial,
which will compare RGemOx to RGemOx + polatuzumab
vedotin. We are as of yet unsure if there is an ideal partner
for polatuzumab vedotin in the treatment of DLBCL, but
my hopes are that data from POLARIX and POLARGO will
demonstrate that its inclusion in earlier lines of therapy
can lead to improved outcomes for patients with DLBCL.
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11. And now let me discuss another category of
patients with primary refractory and the first
relapse of diffuse large B-cell lymphoma. Those
individuals who are candidates for autologous
hematopoietic stem cell transplantation. There are
two identified problems concerning the treatment
options: the antitumor potential of the traditional
second line salvage therapy before transplantation
and post-transplant relapses. For most patients
with a refractory diffuse large B-cell lymphoma, we
currently do not have an effective treatment option.
There are two questions in this regard. What are
the perspectives for using the regimen based on
polatuzumab vedotin before auto-HSCT at the
induction stage with the first relapse or refractory
DLBCL? How to treat relapses of diffuse large B-cell
lymphoma after auto-HSCT?

These are two very important questions indeed, as out-
comes for transplant-eligible relapsed or refractory DLBCL
remain poor despite the opportunity for treating with
curative intent. We as of yet have no data in transplant-el-
igible patients, for whom the standard of care has long
been platinum-based chemotherapy. POLARGO, which is
now in safety-run-in, is the first experience with combining
polatuzumab vedotin with platinum-based chemotherapy.
However, RGemOx is not the preferred platinum-based
program for transplant-eligible patients, and investigators
are working to open a clinical trial evaluating the safety
and effectiveness of polatuzumab vedotin in combination
with RICE (POLA-RICE) as second-line treatment for trans-
plant-eligible patients with relapsed or refractory DLBCL.
As to how best to treat relapsed DLBCL post-autotransplant,
G029365 did include some such patients and BR + Pola is
an appropriate consideration for such patients. CAR-T cell
therapy is approved in the United States for such patients
as well, presuming at least two prior lines of therapy (i.e.
that autotransplant was not performed in first remission),
and if CAR-T cell therapy is to be pursued, BR + Pola can
be a consideration as bridging therapy (as could other
programs, such as involved field radiotherapy, treatment
with lenalidomide or ibrutinib in non-GCB DLBCL, or other
chemotherapy regimens such as da-REPOCH).

12. Is allogeneic hematopoietic stem cell
transplantation still an option for patients with
relapse of diffuse large B-cell lymphoma after
auto-HSCT? How effective such approach is? In
general, what can you say according to your own
clinical experience about the place and role of
allo-HSC transplantation in DLBCL?

Allotransplant is indeed an option in consolidation of sub-
sequent complete response following relapse post-autotrans-
plant. We and others have reported, however, that those with a
brief duration of remission post-autotransplant do not benefit
from this approach. In the era of commercially available CAR-T
cell therapy there are fewer allotransplants being performed,
but a reasonable algorithm may be to consider either al-
lotransplant or CAR-T cell therapy in patients with reasonably
durable remission post-autotransplant, and to determine
which cellular therapy to pursue based upon clinical factors
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such as comorbidity, age, donor availability, and response to
salvage/bridging therapy — as CAR-T cell therapy may work
bestin the presence of disease antigen, whereas allotransplant
outcomes are best when patients are in a complete response.
Allotransplant represents a curative option, whereas we are
still working to better understand if and for whom CAR-T cell
therapy may represent a possible cure.

13. What was the rationale for choosing BR as
combination partners for polatuzumab vedotin
in a randomized clinical trial for the treatment of
patients with relapse/refractory DLBCL who are
NOT candidates for auto-HSCT? What is your
opinion on the short and long-term results of
Pola-BR treatment in terms of clinical trials and
further perspectives for use of the drug in DLBCL?
How was the “Cell of origin status” taken into
account when evaluating treatment outcomes?
Are you satisfied with the results?

Historically, the treatment landscape for transplant-inel-
igible patients with relapse or refractory diffuse large B-cell
lymphoma has been quite individualized; in the United States
the most common regimens in public datasets include RICE,
RGemOx, and BR. Retrospective data suggest that outcomes
for such patients with all such regimens are comparable —
and comparably poor; there are no data that support the use
of any one regimen over another in such patients. Accord-
ingly, we sought an appropriate chemotherapy “partner”
for polatuzumab vedotin without overlapping toxicity — a
concern for platinum-based chemotherapy given the known
risk of neuropathy with MMAE-delivering antibody-drug con-
jugates including polatuzumab vedotin. Of the widely used
regimens, neuropathy rates with BR are lowest — and thus
this was felt to be the safest and most appropriate partner
for evaluating the incremental benefit of polatuzumab ve-
dotin. We are attempting now, with POLARGO, to determine
whether the dramatic benefit associated with polatuzumab’s
use in GO29365 can be recapitulated when combined with a
platinum-based backbone (RGemOx) and, of course, whether
such combination therapy is safe.

In terms of my impression of the data, GO29365 rep-
resents the first randomized clinical trial to demonstrate
a survival benefit for any treatment in the rituximab era
in the treatment of relapsed DLBCL, with a small subset
of responding patients enjoying very durable remission,
benefits that are seen independent of line of therapy or
cell-of-origin. We have seen in Hodgkin lymphoma that
a similar proportion of treated patients with relapsed/
refractory disease have very long durations of remission
following brentuximab vedotin, and may indeed be cured;
while we clearly require longer-term follow-up of the long
responders, whether polatuzumab vedotin may carry cura-
tive potential in relapsed DLBCL is an important question
to address with such follow up. Unfortunately, however, the
majority of patients will either not respond to, or relapse
following, treatment with BR + polatuzuab, and clearly
further progress is desperately needed in this disease.

14. Dear Doctor Matthew Matasar, | do not doubt
that your interview will be of great interest.
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Hematologists are waiting for polatuzumab
vedotin, especially those who had experience
with the drug in the frame of an early access
program. The existing BR scheme looks like a
simple and convenient combinational partner

for polatuzumab vedotin, and I think that there
will be no difficulties with implementing Pola-BR
into real clinical practice. The main aspects are
approval of the drug, its availability, superiority in
efficacy, and an acceptable (manageable) safety
profile. All these aspects can ensure the inclusion
of polatuzumab vedotin for the treatment of
diffuse large B-cell lymphoma in the Russian
clinical guidelines. In this regard, could you
schematically present the combination of Pola-BR
with the indication of dosage, features of the drug
administration regimen, treatment follow-up and
timing?

Certainly. The dosing of Pola + BR in the trial that led to
its regulatory approval is as follows: Bendamustine 90 mg/
m2 days 1,2; rituximab 375 mg/m2 day 1; polatuzumab
vedotin 1.8 mg/m2 day 1. Cycle length was intended as 21
days, with the option to prolong the cycle length to 28 days
if needed for tolerability. Dose reductions of bendamustine
can be considered for prolonged cytopenias or other benda-
mustine-related toxicity and dose reduction of polatuzumab
vedotin can be considered for progressive neuropathy or
other polatuzumab-related toxicity. Appropriate prophy-
laxes, including growth-factor support and anti-infectives
such as anti-VZV and anti-PJP prophylaxis, should be con-
sidered, as should suppression of hepatitis B in previously
infected individuals. Treatment can be continued up to six
cycles depending upon tolerance and response.

15. Does Pola-BR combination provide long-term
control of relapse and refractory diffuse large
B-cell lymphoma compared to combinations
without polatuzumab vedotin?

In GO29365, we have seen that approximately 20 % of
patients achieved ongoing long durations of remission —
two years or longer. This is, of course, an unfortunately
rare occurrence with standard salvage approaches such
as BR without polatuzumab, RGemOx, or other standard
regimens. Indeed, this durability of response in a subset
of patients is very encouraging, and these patients will be
followed to better characterize whether they will subse-
quently eventually relapse or whether they may in fact
have been cured — for now, it would clearly be premature
to declare such patients cured, however.

16. What are the results of multivariate analysis of
Pola-BR in comparison with BR in terms of the
level of complete response, dependence on the
number of previous lines of therapy, refractory
status, as well as the “cell of origin” and “double-
expressor” statuses?

Subset analysis of GO29365 is limited by the trial’s
relatively small number of treated patients, and further
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insights will be gained from POLA-RICE, POLARGO, and
other ongoing trials. This said, the available data suggest
that patients benefit from the inclusion of polatuzumab
vedotin both in second-line as well as subsequent lines of
therapy (although relatively few second line patients were
treated), and outcomes improved both for non-GCB and
GCB DLBCL, as well as for double-expressor lymphoma
(DEL) as well as non-DEL. At this time, we have no reliable
biomarker to identify a subset of patients with relapsed/
refractory DLBCL for whom BR would be expected to be
just as good as BR + polatuzumab vedotin.

17. What is polatuzumab vedotin + BR tolerability
profile? Is the safety profile manageable? What
is the frequency of adverse events, and how
acceptable is their profile? What adverse events
should hematologist first pay attention to?

BR+polatuzumab’ssafety profileisindeed manageable,
although there is a risk of toxicity from each constituent
component. BR, particularly at the every 21 day schedule,
can lead to significant myelosuppression, particularly in
older patients who may have been heavily pretreated and
have baseline cytopenias. Polatuzumab may contribute to
the myelosuppressive nature of the treatment to a degree,
and can lead to progressive sensory neuropathy that often
improves or resolves after treatment completion; dose
reduction of bendamustine or polatuzumab is important
to consider to maintain tolerability through the planned
six cycles of treatment.

18. In the NCCN Guidelines 1.2020, for relapse/
refractory DLBCL, after a list of standard second-
line salvage regimens, anti-CD19 CAR-T found
their place only for patients who are candidates
for auto-HSCT. What can you say in this regard
and in general concerning the CAR-T technology
in the treatment of diffuse B-large cell lymphoma?

Presently in the US, anti-CD19 CAR-T cell therapy is
approved regardless of candidacy for autotransplant in
the third-line setting and later. Clearly, cellular therapy
programs need to evaluate each patient’s candidacy for
CAR-T therapy carefully, considering many similar factors
to those that go into consideration of candidacy for auto-
transplant, including cardiopulmonary reserve and renal
function. The available cellular products, furthermore,
may have different toxicity profiles including different
rates of cytokine release syndrome and neurotoxicity that
can inform decisions regarding which product to prescribe
for individual patients based upon their risk profile.

19. In your opinion, what are the perspectives of
moving polatuzumab vedotin in combinations
with different agents to the first line of DLBCL
treatment? Do you agree with the opinion that
in this category of previously untreated DLBCL
patients treatment results may turn out to be
much better? Could you say a few words about
the POLARIX clinical trial?
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The POLARIX trial, recently completed, represents an
international effort to compare RCHOP to RCHP + polatu-
zumab vedotin in patients with newly diagnosed diffuse
large B-cell lymphoma. We are hopeful to have preliminary
study read-out by late 2020, although this depends on
the occurrence of progression events in treated patients.
Clearly, improvement in the outcomes in newly diagnosed
diffuse large B-cell lymphoma represents the greatest op-
portunity for improving overall outcomes in this disease,
and we remain hopeful that the inclusion of polatuzumab
vedotin in first-line therapy can advance this cause.

20. Dear Doctor Matthew Matasar, let me share
some considerations with you. Diffuse large B-cell
lymphoma has turned into an “indicative model” of
an aggressive malignant lymphoid tumor, with the
formation of an unsurpassable gap (I would even
compare it with the abyss) between the progress
in science and the possibility of choosing therapy
in each treatment line. The simultaneously rapid
flourishing of molecular immunobiology and the
avalanche-like proposals for clinical use of new
target antitumor drugs appear. Despite this, in
diffuse B-large cell lymphoma, the need to create
new effective therapeutic options remains. Do you
believe that Pola + BR(G), Pola + R-GemOx, Pola +
R-ICE, and, finally, Pola + R-CHP can overcome
this “abyss”? How unique can the situation with
the creation of new combinations of new drugs of
various technological platforms be? For example,
monoclonal antibodies, including bispecific
(anti-CD20, anti-CD79b, anti-CD20xanti-CD3,
MDM?2 antagonist, BCL2 inhibitor), ADC, small
molecules? What are the perspectives for
polatuzumab vedotin in this regard?

[ agree with your assertion that impressive gains in our
understanding of lymphoid biology have not yet yielded
improved outcomes in DLBCL; indeed, even polatuzumab
vedotin does not really build upon or depend upon such
scientific progress. But the pipeline, as you indicate, is
replete with additional promising compounds — bispecific
antibodies, next-generation CAR-T cell therapies, other
antibody-drug conjugates and immunotherapies, targeted
therapies against BCL2, BTK, EZH2, and many other targets,
the list goes on. And yet polatuzumab vedotin is a potent
treatment and one that is potentially combinable with all
of the above. The work of determining optimal partners,
optimal sequencing of treatment, and individualizing treat-
ment based upon individual patients’ unique pathobiology
is just beginning, but continues to hold great promise.

21. Already 20 years have passed since “Nature”
published the first work on gene expression profile
(GEP), where two main molecular subtypes of
diffuse large B-cell ymphoma were identified: GCB
and ABC (2000, doi: 10.1038/35000501). The rapid
development of molecular biological technologies
today allows studying various types of non-coding
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RNAs, protein-coding genes, mutations, and
genes, circulating tumor DNA and RNA, epigenetic
markers, and much more. In other words, there is a
process of continuous improvement of innovative
tools for identifying molecular subtypes, monitoring
the tumor course, determining the prognosis, and
even developing the principles of biologically
oriented therapy. In such a situation, how urgent is
the need to create a clinically relevant molecular
classification of diffuse B-large cell lymphoma or is
it early yet? What do you think?

Yes, we continue to suffer from a lack of prognostic
capability of individualizing treatment based upon indi-
vidual disease biology. The need to be able to individualize
treatment is wholly dependent upon our having treatments
that work, and that work differently in different biological
subsets. I am not convinced that we have such treatments at
the ready at this time, at least not in earlier lines of therapy.
But as our ability to discriminate biologically improves, and
as the therapeutic armamentarium expands with treat-
ments that have real and differential activity, we can find
ourselves ultimately capable of generating more effective
individualized treatment paradigms. Are were there now?
Absolutely not. But I remain hopeful that the parallel work
of unraveling lymphoma biology and developing novel ther-
apies active against novel targets will get us there.

22. We all now live in a difficult time with the
COVID-19 pandemic. What can you say about
coronavirus infection in connection with diffuse
B-large cell lymphoma?

Clearly both our nations have suffered with the rapid
community-based spread of SARS-CoV-2, the virus that
causes the disease COVID-19. Early experience at MSKCC
suggests that patients with, or survivors of, hematologic
malignancy are at heightened risk of complications from
SARS-CoV-2 infection, including need for intubation or risk
of death. Whether this is due to lymphopenia, hypogam-
maglobulinemia, other forms of immunocompromise, co-
morbidity, or other factors altogether is as of yet uncertain.
But it is clear that we must do all that we can to protect
our patients with lymphoma and our lymphoma survivors
from infection with SARS-CoV-2. For patients undergoing
treatment with DLBCL, I would not advocate altering the
course of treatment, whereas with indolent B-cell lym-
phomas caution may dictate consideration of delaying or
discontinuing treatments until transmission rates decline.
For patients infected who develop severe manifestations
of COVID-19, participation in clinical trials of potentially
active agents should be prioritized; such agents at the
present include a variety of approaches, including con-
valescent plasma, antivirals such as remdesivir, anti-in-
flammatories such as anti-IL6 or anti-IL1a, and targeted
therapies including BTK inhibitors, to name but a few.

Dear Doctor Matthew Matasar, thank you very much
for your interview! Wish you all the best in this
difficult time!




