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Abstract: Objective To investigate the correlation between MYC/BCL2 double-expression large B cell
lymphoma (DEL) and programmed cell death ligand 1 (PD-L1) mRNA or protein expressions and analyze the
clinical significance of PD-L1 protein expression in DEL. Methods We collected 90 cases of diffuse large
B-cell lymphoma(DLBCL) and detected MYC and BCL2 protein by immunohistochemical staining, and then
grouped them into DEL and non-DEL groups. The expressions of PD-L1 in tumor cells or microenvironment
were detected by immunohistochemical double labeling staining. qPCR was used to detect the relative
expression of PD-L1 mRNA. The clinicopathological data were collected and followed up. Results Among
90 cases of DLBCL, there were 28 cases of DEL, 22 cases of PD-L1 expression in tumor cells (PD-L17)
and 26 cases in microenvironment (mPD-L17); while, 14 cases of PD-L1 expression in tumor cells and 9
cases in microenvironment in DEL group. PD-L1 protein expression in tumor cells or microenvironment
was correlated with DEL (P<0.05). The relative expression of PD-L1 mRNA was significantly different
between two groups (P=0.012). PD-L1" was related to IPI score and B symptom in DEL group (P=0.007,
0.021). PD-L1" and mPD-L1" were correlated with the prognosis of patients in DEL group (P=0.005, 0.001).
Conclusion The mRNA and protein expression of PD-L1 are significantly up-regulated in DEL patients and
correlated with the prognosis. PD-L1 could be used as an independent risk factor for the evaluation of poor
prognosis of DEL patients.
Key words: MYC; BCL2; Double-expression large B cell lymphoma; PD-L1; Prognosis
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2.1 —weRt
DLBCL90f|, HEY: @ UK 1, B4764], 443
s FE17~82% (TPALAERSS8.5) 5 AR fuyedl
gt sh 41, 284 WDEL, 624 kmnon-
DEL, U2, #1993 NHL E Fx i )5 £5 B PIIT
g5 0~24349%1], 3~5734145; ImpKs-: 1+ 11
safp), T+IVEI364),
2.2 DEL#]5non-DELZ{PD-L1%E [ ik 1E I 4L
90| DLBCL g3 4 Jitd 1 i3 #745% H PD-L 1 BH 4
3224 (24.44% ) F12641 (28.89% ) , UL
13, DELZ Jih e 4H i Fn i A 55 Hh PD-L 1 BH 3R
KA H450.00%F132.14%, non-DELZ 43 %
12.90%F127.42% . B 4 F A 55 PD-L1£E
FIKTEDELA Snon-DELA ] o4, 25 S 4G 553

A

AT
El1 DLBCLAYHEZR &L R (HE x400)
Figure 1 Hematoxylin-eosin staining results of diffuse
large B-cell lymphoma (DLBCL) patients (HE x400)

%1 DELZH5non-DELZAPD-L1E BAXIZHIELE:
Table 1 Comparison of PD-L1 protein expression between
DEL and non-DEL groups

PD-L1”
mPD-LI mPD-LI"_ "
0.400 <0001 0273 0.033

Groups n PD-LI" P p P

DEL 28 14 9 5
Non-DEL 62 8 17 37

Notes: DEL: double-expression large B-cell lymphoma; mPD-L1:

PD-L1 expression in microenvironment cells; y,, P;: PD-L1%; Y2, Po:
mPD-L1",

2.3 DELZ 5non-DELZ[A]PD-L1 mRNAAHX} Rk
A

qPCRAG N ZE 5 5 7R DELZH (0.9862+0.49853 )
Snon-DEL4] (0.7175+0.29265 ) PD-L1 mRNA
MXFRIBR LK, ZRAGITFEL (95%CL:
0.06325~0.47419, =2.653, P=0.012 ) .
2.4  DELZHPD-L13&3k 5 AR BRRFIE (1) ¢ 2R

A: high myelocytomatosis oncogene(MYC) expression; B: high B-cell lymphoma-2(BCL2) expression; C: low MYC expression; D: low

BCL2 expression.
E2 DLBCLREHAULFLELR (PV x400)

Figure 2 Immunohistochemical results of DLBCL (PV x400)

PD-L1" in tumor cells(A) and in microenvironment cells(B), while PD-L1" in tumor cells and in microenvironment cells(C); PD-L1: programmed cell

death ligand 1.

E3 DLBCLH 4R A AR ER 1 A B PD-L1AIZRIE (PV x400)

Figure 3 PD-L1 expression in tumor cells and microenvironment cells of DLBCL (PV x400)
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DELALH, 25455 4 1fi 3 FLER i =l (LDH)
Hrp134PD-L17, 8fflmPD-L1°, 4{5jmPD-L17; 2447
R B R E T (B-MG ) , HA144PD-L1", 74
mPD-L1°, 3flmPD-L1", IPI¥F530~25304H . 3~5434H
¥rom1af], T+1088, T+IVE 2 511540 13415
PD-L1" 55, 4% . Ann Arbors3#. LDH. P,-
MGICH N, , (HS5IPI 3 FIBRER ) 1 B 2 AH G
( P{E435140.007, 0.021) ; mPD-L1" 5 _FiRIG A
FRRFEY oA G (39P>0.05) , W32,

R2 DELZHBNE A FARINE P PD-L15RIE 5 IR K R B2 4
fERKR R
Table 2 Relation between PD-L1°, mPD-L1* and

clinicopathological characteristics of DEL patients
PD-L1° PD-L1°(n=14)

Characteristics (n=14) mPD-LI" mPD.LI" 1 P,
Gender 1.000 1.000
Male 8 5 2
Female 6 4 3
Age(years) 1.000 1.000
<60 6 4 2
=60 8 5 3
Ann Arbor stage 1.000 0.301
[,1 7 4 4
m, v 7 5 1
B symptoms 0.021 1.000
Yes 10 2 1
No 4 7 4
IPI score 0.007 0.505
0-2 3 8 3
3-5 11 1 2
LDH(u/L) 0.695 0.545
<245 8 3 3
>245 5 5 1
B,-MG(mg/L) 0.678 1.000
1-3 9 4 1
>3 5 3 2

Notes: P;: PD-L1" vs. PD-L17; P,: mPD-L1" vs. mPD-L17; LDH:
lactate dehydrogenase; B,-MG: B,-microglobulin; There were 13 cases
of PD-L17, 8 cases of mPD-L1 and 4 cares of mPD-L1" in 25 patients
with serum LDH; A total of 24 patients were tested 3,-MG, including
14 cases of PD-L1", 7 cases of mPD-L1", 3 cases of mPD-L1".

2.5 DELHEH G MPD-L14E kA A7
DELAH, HEA78%, FET 146, JKijjoefl,
Hp g kot i AEfEmt 297 o 2044% 5%
R-CHOPIAYTY, HAARTE; Kaplan-Meier £ 41
M RPD-L1 40 /B 3 AR AE fEIE] (OS) B B4 T
PD-L14 (P=0.005) , WE4; mPD-L1"¢HH¥%&
OSHH 2} TmPD-L1" 4 (P=0.001) , DLEE5,

3 it

U 2L 9 WHO 43 26 i A DEL L3 51
LSS LR XTI R A2,
B L ST R A . g 2]

[ ] 35 [ ]
1.04
— PD-LI
T 084 — PD-LI*
= =14
Z 064
E
< 041
g
O 02
=14
0.0
00 100 200 300 400 500 60.0
Time(months)
El4 DELAFPD-L1'5PD-LI'Z2FHNEGFHELLR
(P=0.005)

Figure 4 Survival curves of DEL patients with PD-L1" and
PD-L1" (P=0.005)

1.0
_~mPD-LI"
= 081 =9 s  ——mPDLI'
z
7 061
E
< 044
g
O 02+
0.0
00 100 200 300 400 500 60.0
Time(months)
E5 DELZFmPD-L1'5mPD-L1" B H I EE & ELE
(P=0.001)

Figure 5 Survival curves of DEL patients with mPD-L1"
and mPD-L1 (P=0.001)
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AR SR T R 10 Z AR PD Y45 A7
SR TN T R TARME Ak, DT = A e
AR IIREE, AR 4t S k3%, PD-L1
FEIRXT R BAH M bk E IR 5 M A F 5% 22 4 R AR A R
SR R VAR 55 55 1T - Kiyasufiff 58 /N 581
1 2350ImIRAEAS, A BRI 40 il 2 A PD-L17EDL-
BCLH MR R 1%, AT EPD-L1FHM:RA
#}15.3%, PD-L1KmPD-L1AYi5 5 GCBFEDL-
BCLFIEBY 7: B fit oA B2 o 9k T 928 o 197) 8. 25 A
X, HPD-LI'WyEH BAAEH (OS) K FPD-LI°
MUDLBCLE# o Lin%F" i 924 J5 & i 18 1 ik
12 KBYNIE M BRI FEAR P PD-L1RY R, 450
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90 f51] FC B bk L9 H 1y BH A e 15 43331 SR 24.44%
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