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Abstract

Diffuse large B-cell lymphoma (DLBCL) is the most common invasive and heterogeneous tumor
containing large or transformed B cells, accounting for 25%~50% of all non-Hodgkin lymphomas.
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As a group of diseases with high molecular heterogeneity, cytogenetics, gene expression profiles,
and whole genome sequencing enable the detection of multiple complex chromosomal transloca-
tions and genetic abnormalities. Tumor microenvironment (TME) refers to the tumor or cancer
stem cells of the surrounding environment, including immune cells, blood vessels around the tu-
mor, extracellular matrix, fibroblasts, mast cells, and all kinds of signaling molecules, etc. In recent
years, people have gradually realized that the proliferation, invasion and metastasis of tumors
depend not only on the tumor cells themselves, but also on the regulation of various cells and sig-
naling molecules in TME. With the further development of immunotherapy research, TME, as an
important part of the tumor as a whole, has been considered to have an important regulatory role
in the occurrence, development and treatment of tumors. This article reviews the prognosis and
treatment of TME in diffuse large B-cell lymphoma.
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1. 38K B fAEHEE

PRiE K B 2 itk B2 U8 (diffuse large B-cell lymphoma, DLBCL)J2 & # WAL & K4l s 44k B 4 i)
1R PE R R VE R, 205 4l AR E AT Ak IR () 25%~50% . S —2H B 0 T SRR R, AN s A 2
58 [R] SRR 1 R 4 5 DR 2L N P A 0 281 22 P A J (R e 2k B N R AR 2 SR8 . 112 DLBCL R 4700
JEEAL IR ERTEAS, R AT AR PR A R A A W AT 95 . HRTIR R L)z A A [ bR
5 $5 8 (international prognostic index, IPI)LA A H At AR HEAL ST 16T £ 3 B T 224 R 15 X 36 40 DLBCL
BHEWE[L]. M BURR b3 EREUL AT, BEHEW, 29 60%[1 DLBCL &3 K HARHETT (B
R-CHOP 75 &VRYT), SR 30%~40%[) DLBCL & 2 I R BAMEVA TR [2]. [5G 52 R v P 1Y)
DLBCL S nAkHs T8 24 i R SRUHT BVA YT 7 IR o JEHER, Seiny B s O ek i, s s bt
PIETT « SRR MEPUARIGTT . PUR - 29 1HBL(ADC)R T AR A AAPUE SZ 451 T 41A(CAR-T) BT 2 [3]

2. MBI

Ji IR B A 35 (Tumor microenvironment, TME) 2 F8 [/ I8 B30 41 B A7 15 1) 41 B BRI P85, /60435 ik g )&
M. M. AAANER . RRAT4Edni . AERYIMFI %2055 50 T . TME HA R 40 g pk 4340
B, B B AN, P R AR R S R I AR R, AR AR R R AR IR R SR
AN FEFER RSN, AR RN BT . X LA S S S A R S AE Bl iR
YR RE RN, kIR A A7 o T TME Hp i B e e AR S A B R4 i . Bl i A 2 o)
e, EATTAT LG bR 4 M R R B AR IR R e, PP G LI R R N FLBR SRR 2 (R TR R B, i
JAAHC ELR AN P LA i A SERESDURR ST . AR B 29 MRS A& S R R S 1 . TME 1R S
— AU I R AT AR o AT A A o VT e 20 AR R R I A% B I g AT 4 B e RS . e Ak,
FSCET S 2 it A g w0 A A B P R A AR A T AT SR IEIE 4] [5] [6]. BRULZAL, EH KBRS
RAELE TME o, i8id 5% K et FEH kS S Mg ki ARKMEB[7]. T4k,
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MNATZB AR IR A GE « 3R AT R RO T g i 5 B, SCHGS T TME R R i LS 5 0
TR B AT 20T BT AL — BN, TME (R AR ) A G 7y, IAE D&l
XS AL L R LA iR T A 3 AR

3. BRIRA B ZAMH BB K AR NI R AR TR

HErH Z #7004 750 DLBCL KEIIRE P F R, RN, 2R i v 2 %%
JERAAS Sl STE G . HASCHRIESS, KZHEHLT, DLBCL MU B 4K, i
A8 H5 T 988 S 852 (tumor microenvironment, TME) (4856 5 5 42 K:[8] .

i 8 AH 5% LW £ g (tumor-associated macro-phage, TAM) 2 it gg iR 45 v fi 8 B 11— 28 S s 4R, 241
X F ki8R B A0k R T 2 S A 5. X T URIE K B 4R ER H TAM AHSCIOTEFL, B 1)
T RRCYIRT S S TR AE CD68. CD163. CD68 REfAEAmIC #h 7 HAT HilR /E H I M1 B E i, o Rebs
10 5 HINREM I 1) M2 B B4, W] RERR #1) CD68+ TAM £ 1l DLBCL 3% )5 i1 - 1 CD163
76 M2 R E WA R0k, ML B S REAH I AN R IA[9] [10]. 2 ANE N AMESCHE 7T iEd H CD68. CD163
Fric TAM KB K& CD68+ TAM it J 4= 47 # (progression-free survival, PFS)A1E 447 H(overall sur-
vival, OS)#>%, CD68+ TAM #l CD163+ TAM = 3KIA#H FilJ5 2[11] [12] [13]. &2, 7E DLBCL 1 K&
FRW], RHEALH M1 B S ik CD68. CCR2 Il HLA-DR, ik 22 Rt L) A g 2 K 11
YRR : M2 B B4 i = 25k CD68. CD163. CX3CR1 Al CD206, it &ML s et s E K, #55
M #5[14]. IRAIRZE DLBCL R4141 M1, M2 B EREANARRIE, ] LA 5408 [ 167 AV LE 1)
o> FHLE TR AL I A

AR, BT AR JE I H L 20 i 96k L 48 i EE 8 (neutrophil to lymphocyte ratio, NLR)3E &2
DLBCL Wi/ AN RRZE. HE T s4s LKW, 7€ DLBCL 76+, LMR fJfE&Z L TAM B4 T5 s
FR[15] HPERLAH MR A 9 mT DU IS — R B AE SN, AR IO A B 1 R R, T S, JCHE T
IR L PRI A 5 ) 200 S X BT AR P TR 2 i AR FH [16] o AR08 9 85 458 o [l e 8 43 A 165 451147
76 DLBCL 35, HRIF Hh b 4 bk T 40 i Lo (X B176 57 k38 0K B 4 M bk 80 £ TS A 3L, 9
RILIATTHT NLR FEi$278 DLBCL B WG A R [17]. Mu Z5i@id 43 #r 2515 5] DLBCL &4 & NLR F+
R . Ann Arbor 2 ER T B IR K BES RO A S L FLIR N A KT A B R AE O
NLR % ) DLBCL 3 b NLR BAKH) & Bl ReTifE B 22 [18]. £ Wang 55 A2 2504, @i wf
AT 2297 4 DLBCL 3 J5 , 3 Hi 5 Mu AH [F] (1) 2514 [19] . Feng &5 AR IE Bk L 40 4 x5 1H UK (ALC)
J& DLBCL 7 B ¥l J5 /4 4E[20] - Annibali 253 135 77 505 41 DLBCL 3% FitA5 2 Wi NLR X% E 514
FE(EFS) AL AEAE(OS)MITIE1EFH , #8578 1 NLR & — MRS B Bl s R 2R, & n] DA B X 2%/ 1P & (1P
<3)[21]. %L, EWSLIHFFTIER, NLR #J{E4 DLBCL f—/Mlar #ijs K%, NLR %iEfI DLBCL
AT NLR BURA R H B Re S 802, IR v TP B M Tis .

4. 5REK B 4ARTHEREEYATT

VEN—F T Z N kRAE 7 %, R-CHOP (FIZ & FpTBL A BB G . 2R A .. KEHAIKE
FAREIG @ =4y 2 —If) DLBCL i3, H A& T X R-CHOP [ 24 14 i s A M v PE 8 & M50
TG AN o an ] vHEAR TR0 TS 3 A5 A IR RO T 7 RADAAAEAR KB AR . B A8 1) S 46 7 55
JIROARSE . 4315 5 1 N 3R B A e AR YR 97 v DA S A i S YR T SR RIRI R T DLBCL VA9 HHT
A

EER, MR RZERT 2R ZRFEFREE R, HAl CAR-T A1 PD-1/PD-L1 iai7 A T E
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ZIGIRST 2. PD-1/PD-L1 15 538 B aT D@L Fd] T 4 Mo 0SB 5t LR fi TAM FEgE/E R, 3
JieE S R )R] ReE[22] . BEXT S SO@EE, PP TIRYT PD-1 AT PD-L1 RSk & s dblR, BT
PD-1/PD-L1 M FILE NG PR L FH T 2 R & e it — 2R 3R 77 I R B va PR ML R 78 43 Sk U, (HH
BIEPRIFFH T DLBCL B2, H B R HEUFH OR 2 DL R 4252 %2 41 [ 23]« 2017 4736 H & S A1 2454
R (FDA)LHE T PIAHIR S LR ZAK-T (CAR-T)JT ik o HEHE R IE ROAE 2 FH TR 77 SR BAEia PRI vk
B 4R, LARIRYT 25 % LA R MEvE M EER kel DL R B R I SRR B AR R (ALL) &3 . H U,
AR — ELEXT A 7] (1) L 28 G g A S AR R AT )2 (ORI 9, VAl CAR-T Y87 I 22 A TR FIA 20 o SR
BEE 2Bk CAR-T RITHITTRE, RERREMIIKKS, HRMAFEAM. BTN, s
60% 1) 5 3 tH B 5 0 i 6 1 4 FH (A 48 L 8] ¢ TR 27 5 11 (CRS)) DA B B B 114 A 7= 357 2 B 1 i IR £ek
CAR-T 4HMuy7 LM E 2R . XL T B 7 s IRX e fG 1)) 2 IR KRB 78, LAME AT LAY K CAR-T
SYEHAE VO . 3R T O 22 4 M 2R IO CAR-T A5 7%, BH 5T %S, IR T
—f CAR-T J7¥%, #ltanidEid i H CAR-H R4 1(CAR-NK)HI CAR B4 il(CAR-Ms).

RICE WA E N —FP e AT, OO X s KRG ZFEH, FEIE I 52w 4k RE s A= K A
7P 4 6 R £ 7 A RS R SR AR T 15 o K TS i LA IR PR R g B 24V 97 [24] BROBE & f b Rt A7
(1 R-ICE [25]F1 R-ESHAP [26])X4 & K /MEVA T oRiE MK B AUk B A 2k tbah, SRIAPEE L i T B %
% AN BF R (I RE 77, AT TR TT IR R M HRAX AR 2 R S itk B8 (PCNSL) [27] [28]

i BT 2 RSB (BTK) & B Ak &R GBS, W RAMIGTE. Sh. /b, T
AR [29], H W ES B AR R4 K% VI C[30]. IRPRIFFTIESE, BTK #ilIxt £ 5 B
Y AR B Sk R (NHL) B EZRIT I E. HATZE BTK #II77E DLBCL Hr R R M 3 22 1E
R-CHOP (¥ 2&hli FIEAFH, [RINA —LeIEAE AT B 257697 kG DLBCL [ 7T,

=R, BT UL WG ik, R IA B 5 A LR RN B DA K — 2RI TT e R R R TR
PR B 4L SR (R/R DLBCL) &, AT L2 R& H 443 1L+ 2H 1 #2 4 (autologous hematopoietic cell
transplant, auto-HCT), {EiTALIT ISR EH 5 HCT 5 8 kKB ELEI LS S5, XA5 0%
FIPRAH . SRTMTAH LT 240 HcH B 22 A AT CAR-T JAIT, — T [l B IV AN B 6 A% R T 70 Hh oy M 5
RS, FEANOEVRYT S PR Hi) DLBCL &, 5 CAR-T #HEL, BEAIE A0 1E YT AT b
ORI EEAEER[31].

5. RERAKREZRAE

H B PR vz 48 [ B 7S 458 % (international prognostic index, IP1)¥Wr DLBCL &% )5 . 1 20
T TME o635 20 73 R hE R A2 R R 52 o

H A e ek 2 3 2 2 H T MR IR RIA T, TME W 2 R0 e 4oy W i R 2 R BT 1
HERTEH O 2852, TME 788 UG PEAS FIIG ST 00 B B o B AT S 3G [32]. Bl
CUREHH T PR ) — T e T B R 4B () 2BV ST BOR . H CAR 3 P& B4, ik &5 324K (CAR) T
AT ORI T MBS R, SR T T RS S MR A st KB @ Aiifr, HAESK
g b () S E A 1 EORBAAS[33] . 11 ELRR A A Dy e A B rp o 2 AL e R A e A e . —, A
FoE B MR O IR G 2 IR TT 25 R R SR B S . PR A i — i R E R A, H B VR
BAFEMIEEE ), XK A PURZ A - EVEAN(CAR-M) BT RERCN T G275 [34]. 4k, &FXt
RO B R (5 S iE s, A —Im R, bhinE S F S T DAS SAERSE T R DLBCL H (1)
NF-xB/STAT3 {55155, MIf%5S DLBCL 4iMfIsET-[35]. &K, HR DLBCL MR BInR K,
{RAEVEANEALAE BIHE T AW IR RIR R T, A8 — H S IR Y SE R4 REHE, |
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