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Effects of tazemetostat on stem and proliferation of diffuse large B — cell lymphoma

and its mechanism of action
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Abstract; Objective To study the effect of tazemetostat on the
stemness of diffuse large B — cell lymphoma and the related mechanism of
action. Methods OCI - LY3 cells were divided into blank group,
tazemetostat group and microRNA - 378a — 3p (miR - 378a - 3p)

mimics group. Blank group cell conventional culture; tazemetostat group

was treated with 5 wmol + L' tazemetostat; miR — 378a — 3p mimics

EE W H: ® M0 B R A

(2022NS053) group was transfected with miR — 378a — 3p mimics. The relative
TEER A REy (1982 - ) 5, TVREEIW, Z M expression level of miR —378a —3p was detected by fluorescence in situ

PO ELR | 1 L TR ER AR G A
BSR4, 8 3 A LR
MP 13805926682 detected by quantitative real time polymerase chain reaction; the

hybridization. mRNA expression levels of dryness related factors were

E - mail : wulidefj@ 126. com expression of signal pathway — related proteins was detected by Western
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blot. Results
1.00 +£0. 14 and 0.52 =+ 0. 08, respectively, the difference was statistically significant ( P < 0.001). The relative

The relative expression levels of miR — 378a - 3p in blank group and tazemetostat group were

expression of octamer binding transcription factor 4 mRNA in blank group,tazemetostat group and miR —378a —3p mimics
group were 1. 00 £0. 16,0. 21 £0. 06 and 0. 49 =0. 08, respectively; the relative expression of sex determining region
Y box protein 2 mRNA were 1. 00 £0. 09,0. 39 +0. 05 and 0. 85 £0. 11 ,respectively; the relative expression of Nanog
homeobox mRNA were 1. 00 £0. 13,0.17 £0. 03 and 0. 65 +£0. 10, respectively; the relative expressions of Kruppel
like factor 4 mRNA were 1.00 +0. 10,0.28 +£0.05 and 0. 86 = 0. 14, respectively; the relative expressions of Yes
associated protein were 1.00 = 0.19,3.46 + 0.52 and 2.14 = 0.36, respectively; the relative expression of
transcriptional coactivator with PDZ - binding motif protein were 1.00 = 0.14,1.90 = 0.35 and 1.51 0. 33,
respectively. The above indexes of tazemetostat group were compared with those of blank group,and the above indexes
of miR —378a — 3p mimics group were compared with those of tazemetostat group, the differences were statistically
significant (P <0.001, P <0.05). Conclusion Tazemetostat can inhibit the stemness of OCI — LY3 cells by down —
regulating the level of miR — 378a - 3p, which may be achieved through the Yes associated protein/transcriptional

coactivator with PDZ — binding motif signaling pathway.
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M1 43 SR a5 1 4 . inhibitor — NC 2 . miR - 378a - 3p
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PO HUE M) OCT - LY3 21, 4 f 2. 27 Jy i
ALFRSE DAL 1 x 10°4i i R0 5] 96 FLAR T, A
WP R Y, 2 U [ 1S min, YRR SN A 25 T, 2 i
A 15 min, PEEJ5 A TUNEL SSRGS ,37 C it
WEE 1 h, YEU G A DAPL %, = i 6 i &
10 min, YEFRJGTEDOG A T WK 24 48 F1 72 h i)
HPFE TS O
2.6 s EmRE AR T 4B R R

WX B0 K ) OCT - LY3 1, FH 9 i e 2% e
& ( phosphate buffer solution, PBS) £ #,75% £ FiF

FELTE4 C BB, i PBS YRk JG , ML & T
IMA N E R BRRE A 100 pL FIALAL DI RE 7 400 pL,
37 CREEYL (R 30 min, FH I 40 M A A T 200 M T 1A 4
Br, 853t GO/GL.S I G2/M AR 4 g i

2.7 83 JE I Z 3 (fluorescence in situ hybridiza-
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Table 1 Comparison of microRNA —378a — 3p expression in cells and comparison of cell proliferation and apoptosis rates in all groups

(xxs)

Group n miR —378a - 3p Proliferation rate( % ) Apoptosis rate( % )
Inhibitor - NC 10 1.00 £0. 11 87.05 +11. 84 8.44 £2. 66
miR —378a —3p inhibitor 10 0.36 £0.06* * 49.24 +8. 65" * * 19.09 £4,54***

Inhibitor - NC group: Transfected miR —378a —3p inhibitor negative control; miR —378a - 3p inhibitor group: Transfected with miR —378a —3p inhibitor;

Compared with inhibitor — NC group, ** * P <0.001.
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Table 2 Comparison of apoptosis rate and cell cycle in each group (x +s)

Apoptosis rate( % )

Cell cycle

Group n

0h 24 h 48 h

72 h G0/GL(% ) S(%) G2/M(% )

Blank 10 98.24 +1.74 99.20 +£2.23
Tazemetostat 10  98. 38 £2. 44

101. 66 +£2. 17

98.73 £3. 14
73.38 +£12.56" " *51.86 7. 17" " " 24.30+4.65" " 12.62+1.68""" 60.21 £8.52" "

32.84 £4.57 17.52 £2.45

27.17 £4.07" " *

49.64 £6.41

Blank group; Conventional culture; Tazemetostat group: 5 wmol + L =" tazerestat; Compared with blank group, ** P <0.01, *** P <0.001.
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24 48 FN 72 h B, A Ef A 525 A AH L, 20
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2 HA M, & T GO/Gl Y 4 i B 2 ek >
(P<0.001), 4T S HiF0 G2/M HARY 4Ny B &
(P<0.01,P<0.001), 32,
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FKirER

25 FA A5 7 A AL miR - 378a - 3p FX 3
IKAKEA3 4 1.00 £0. 14 F10. 52 +0. 08, {15 w] il
H 525 AL, miR - 378a - 3p X FIE KV 3%
TRE(P <0.001) ;i w2 5 25 4L AR L, miR -
378a - 3p AHX DGR B E FRE(P <0.05) LA 1,
4 {13%F 7 M miR - 378a - 3p 0 OCI — LY3
dparp TR X EF

i Rlb Al 525 HALA B, 4L sh OCT4 (SOX2 |
Nanog F1 KLF4 mRNA AH X} 3235 7K -3 i 2 FEAIK (3

P <0.001) ;miR - 378a — 3p mimics 2 5 fth 5 w] fh 4H
FIE, 0 OCT4 SOX2 Nanog Fl KLF4 mRNA F%f
TR BT = (3 P <0.001) , L3 3,

miR-378a-3p DAPI Merge
1 IO ARSI A5 I 45 2 40 g v B/ RNA - 378a - 3p

BTG BL( x 100)
Figure 1

Blank

Tazemetostat

Expression of microRNA —378a - 3p in cells of each

group detected by fluorescence in situ hybridization ( x 100)

T3 AUAM T ARSI 5 SRR B AR X R KK HA (2 £ 5)

Table 3 Comparison of messenger ribonucleic acid expression levels of dryness related factors in cells of each group(x +s)

Group n OCT4 S0X2 Nanog KLF4
Blank 10 1.00 £0. 16 1.00 £0.09 1.00 £0. 13 1.00 +0. 10
Tazemetostat 10 0.21 +0.06* * * 0.39 +0.05*** 0.17 £0.03* ** 0.28 +0.05* **

miR -378a —3p mimics 10 0.49 +0. 08*##

0.85 +0. 11"

0.65 £0. 10"** 0. 86 0. 14%#

miR -378a —3p mimics group: On the basis of tazemetostat group,miR —378a —3p mimics were transfected; OCT4; Octamer binding transcription factor 4 ;

SOX2: Sex determining region Y box protein 2; Nanog: Nanog homeobox; KLF4. Kruppel like factor 4; Compared with blank group, *

Compared with tazemetostat group , " P <0. 001.

F4 KA Yes AHRE E (YAP) F RGN+ &
GYE A (TAZ) FXTFIB KA R (2 £5)
Table 4

associated protein (YAP) and transcriptional coactivator with PDZ —

Comparison of the relative expression levels of Yes

binding motif (TAZ) proteins of each group(x s)

Group n YAP TAZ
Blank 10 1.00 £0. 19 1.00 £0. 14
Tazemetostat 10 3.46 £0.52" "~ 1.90 £0.35" " *

miR —378a —3p mimics 10 2.14 £0. 36" 1.51 0. 33"%

Compared with blank group, ** * P <0.001; Compared with tazemetostat

group,*P <0. 05, P <0.001.

** P <0.001;

5 fti% T MR miR -378a - 3p 4% YAP/TAZ {5
=1 B

b Fl 41 5 25 T ALAR EE, 40 i YAP Fil TAZ
BEEHMAN RIBEK B R EZEFA G (P <0.001);
miR —378a —3p mimies 21 5/l 7% E] {4 AH L, 4
YAP fil TAZ 2 [ AH X} 3 ik 7K F ¥ B 2 B K
(P<0.001,P<0.05), 54,

it

WFFE AL, M EZH2 Al fdiA: bt B 45 1k
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