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Therapeutic Effects of Targeted Intervention of SETDBI1 in Acute Myeloid Leukemia

XU Aixiao, ZHANG Jianhua, DU Wenxin, HE Qiaojun, YING Meidan®, SHAO Xuejing"(College of Pharmaceutical
Sciences, Zhejiang University, Zhejiang Province Key Laboratory of Anti-cancer Drug Research, Hangzhou 310058, China)

ABSTRACT: OBJECTIVE Acute myeloid leukemia(AML) is an aggressive hematological malignancy. Despite remarkable
insights into the molecular pathogenesis and albeit modest advances in treatment, the S-year survival rate of AML patients is only
25%-30%. A characteristic feature of AML is failure to terminally differentiate into functional mature myeloid cells. A notable
exception in AML therapy has been use of all-trans retinoic acid(ATRA) in individuals with acute promyelocytic leukemia (APL).
ATRA can induce APL cell differentiation, highlighting that differentiation-based therapy holds great promise for AML treatment.
Unfortunately, ATRA only reverses the survival curve of patients with APL, which only accounts for 10% of the total AML.
Therefore, there is an unmet need to reveal new druggable targets for broad differentiation-based therapies. SET domain,
bifurcated 1(SETDBI) is a histone 3 lysine 9(H3K9)-specific methyltransferase and is essential for the gene expression via
regulating histone methylation. Aberrant expression of epigenetic regulators often leads to myeloid malignancies, such as histone
demethylase LSD1, METTL3, indicated targeting epigenetic regulators in AML leukemia treatment holds great promise.
SETDBI is involved in regulating cancer development, such as abnormally high expression in hepatocellular carcinoma(HCC)
and knocking down SETDB1 expression inhibits the motility and metastatic ability of HCC. However, it is still unclear about the
role of SETDB1 in AML leukemogenesis and malignant progression, and whether targeted intervention of SETDB1 can be used
for leukemia differentiation therapy. Therefore, this study is aim to explore the role of histone methyltransferase SETDBI in the
malignant progression of AML and the therapeutic effect of SETDB1 suppression in AML. METHODS Based on TCGA(The
Cancer Genome Atlas) and GTEx(Genotype-Tissue Expression) databases, an analysis of the expression of SETDB]I in different
cancer species and a comparison of the expression of SETDBI in bone marrow cells of AML patients and normal bone marrow
cells was conducted. Additionally, the correlation between the expression of SETDBI and different risk stratification, micro
residual disease(MRD) as well as different FAB(French-American-British) subtypes in AML patients were analyzed based on
information obtained from the TCGA and TARGET databases. GSEA(Gene set enrichment analysis) for patients with high and
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low SETDB1 expression were performed to analysis the relationship between SETDBI expression and differentiation. During the
research, the silencing efficiency of SETDBI was examined by RT-qRCR in AML cells. Furthermore, the effect of SETDBI1
knockdown on the proliferation and viability of AML cells was evaluated using Trypan blue staining assay. CD11b, CD14
expression level alongside cell nuclear morphologic changes and nitrotetrazolium blue chloride(NBT) reduction ability were used
to determine the therapeutic effect of SaISETDB1 in AML cell differentiation. RESULTS SETDBI was significantly highly
expressed in AML patients compared to other cancer types, and was also significantly higher expressed than that in normal bone
marrow cells. SETDBI was obviously highly expressed in high-risk AML patients as well as patients with residual MRD.
SETDBI silencing significantly inhibited AML cell proliferation without any obvious cell death. Besides, genes typically
upregulated in hematopoietic stem cells(HSCs) and downregulated in myeloid cell development were highly enriched in patients
with high SETDBI expression and SETDBI] was also found to be relatively highly expressed in undifferentiated or partially
differentiated M0-M2 FAB subtypes. More importantly, flow cytometry analysis showed that sSASSETDBI1 significantly increased
the expression of CD11b and CD14 in AML cells and the upregulation ratio of CD11b and CD14 corresponded to the silencing
effect of SETDB1. Moreover, SETDB1-declined cells had a more mature nuclear morphology and enhanced NBT-reducing
ability in AML cells, suggesting the depletion of SETDB1 may drive myeloid differentiation and maturation in AML cells.
CONCLUSION Histone methyltransferase SETDBI1 is specifically highly expressed in AML and closely associates with the
malignant progression of leukemia. Targeting SETDBI is expected to be a promising strategy for differentiation therapy in AML,

which provides new opportunities for AML treatment.

KEYWORDS: SETDBI; acute myeloid leukemia; malignant progression; differentiation therapy

2088 & 9% (acute myeloid leukemia ,
AML)JZ— B 86 55 A1 A i i 46 R0 4 HE S 2R 4
i S 4 A R U . E R AR T T T
S DL RS TR 25 W 3K G s v ) St B B O 2
GHNHATIFHERIRITH, B AT T 4
FEHEATYLENAYT o BRI 4 ML 7E Ak 7 5 ©
BRET RS, (HRE 2 B E U TR B2
MR, RASTE R K soRE A M I, AR
AML BHH 5 FEARICN 30%. Lkt
AML 8 —ANbrRa e e, RO i T/#H 20 i BEA 7 7
1 B 2 ) OB B . 4 e K 4E PR (all-trans
retinoic acid, ATRA)YE I T 201 5 Zpkr 240 it 1 1
(acute promyelocytic leukemia, APL)/Hbifayr HHL
157 E R, B BTy 7 A AR I R W]
M2 /0 FaE S F A sl . itkS48 AML 53
I B o R, A B THESNE S kiR IT
M) A € o

SETDBI1(SET domain bifurcated 1)J& T 215 1
3 #i% 2 9(histone 3 lysine 9, H3K9)H 34k 4% #% fily
Kk, (i T 1921 Jetafk -, SETDB1 Al i i1y
R A R PR R s AL AR D Be R e
FHFRL, FEIEF GO SEI0H . R RN,
FEA AL JE 2 TR 1) 5 8 & B BUE B
T R AR, 2 AR 2 T AL LSD1I/KDMIA
SR T 1 I 200 A P 39 K A L 178 G B i
7 m6A HIEML% RS METTL3 #EWE 435S
AML ZHJ 53 FNJR T8, PR R 1) R0 a8 A% A
K76 AML [3a97 h BAA 3R 5 R ryar w9, H
A 2RI SETDB1 2584 M 1 &

P E AR F 252 2023 4 6 5 40 B4 12 1

AR EIERE, WNAENF AN . 45 B S e
S ek Ik SETDB1 35 nl il T4
JL3EE iz sh A R i ML BOR EoRt i R R B
hfn AR SETDB1 7 1E 5 1 1L #0241 i 41k
R A EELA AU, (BJE5CT SETDBI 7F
AML B BCEM R ER, DL R ) T 1
SETDBI &5 A] T s S A6 T v AN T 28 o ik
— 5% SETDBI 7E AML HRyZhEE , % T 53-8t
) AML I RIG 7 5 s BA B S

1 MR5EREE

1.1 ik

AML ZHffitk HL6O W [ rhRHgE b4t A% ;
NB4 4iffiH Lingtao Wu #2158 . HL60 4 H &
A 20%M64- 175 IMDM B3R 1455%, NB4
L&A 10% R4 35 1) 1640 550 4557
2 BRANMIIS T 37 °C . 5%CO, W4 T s 55
1.2 X8 5]

HERACELL 1501 4 i 3% 3% #i (Thermo) ;
D-35578 {8)'& i (Leica); FACSCalibur 2040
M (& BD 22 #)); QuantStudio 3 SEH I E
PCR(Applied Biosystems); Centrifuge 5418R 5.0
HL(Eppendorf).

S AL i 2 DY & M ¥ (nitrotetrazolium  blue
chloride, NBT)¥3A (BI$7 T A LB 10 A PR
A, 7% : N104910); % HE(TPA, Sigma, 575 :
P8139); Hit [G - 3 1 B YL 4, W (BioChip,, 75 :
380055-W2); W iEm AR EIEEAY) TRA TR
NaE], 885 BS1121); PE-human CDI11b =4t
& (Biolegend, %75 : 301306); FITC-human CD14

Chin J Mod Appl Pharm, 2023 June, Vol.40 No.12 - 1663 -



HAPUABiolegend, 155 : 325604).,
1.3 AWE RS0

FT TCGA BHRIE53Hr SETDBI TEA[R] I
R FARE RIS, JEF TCGA FI GTEx $di 5
Bt SETDBI 1t AML ‘& B 2H 2L HNE * B #EZH b 1)
FIRTEN; 2T TARGET U 223 Hr A [a) KUK 43
)2 N A%/ ViR B8 9% K (minimal residual disease, MRD)
IR STE AML 83 b SETDBI HyZakiFm;
T TCGA 7 SETDBI 7¢ AML H.# AJ] FAB
(French-American-British) /1 1) & ik f§ & ; & T
TARGET ¥ 5%} SETDBI & /MK 353k B 1 T 3L A
& #4711 (gene set enrichment analysis, GSEA)!S],
1.4 45

YA S IR bR AL G A0 M R TR CD11b
CD14, 4MIAZIEZAR NBT i Ji7Be Sl
1.4.1 CDI11b, CDI14 42 i s fbbnic 4 Lo
E  WedE shSETDB1 1EH & Y 4i B A A% (1x10°
), JIA 100 uL 54 1% BSA ) PBS Z& iR
A1, EA A 2 uL CD11b 8% 2 uL CD14 $ifk,
16 4 CHERBOEIE 1 h, BESEH 1 mL PBS ZZnh
WL E , 4 CD11b, CD14 FH
P 240 B 1 434k LU A8 (RS REAR THE 10 000 >4 o
1.4.2 i [C-H WgR e 0050 Y4 shSETDBI fE
G M AIAEAR (3x10%4>), F 100 uL PBS ZZ ik
Hkk, JH Cytospin A0AEVR A HILKS 4 2k B
2HEI L, BHPRERE. FRTE, KHH
RH WAy, T RMb THE, Mg
ML AT S AR DA B A L
1.43 NBT i&Jiig 1w WidE shSETDB1 /EH
JE AR BEAEAS (1x10°4), SRAH PBS S8 izt 1
UCE H] 200 UL PBS 22 rfif g8, TS iMA 200 uL
NBT (1 mL PBS 1454 2 mg NBT 5 2 ug
TPA), FEAHRAIG#EE 37 “CRY 40 min, Z )5
A 1 mL PBS ZZ P2k, B0 5%+ B, R
20 uL FPEEREE R AR T 24 fLtkh, BT E T
W TSR, XA LT 0 A e
F14) BH 14 200 B A A i A R e A T4, THIAD NBT BHME:
Al
1.5 & Wik e o AR D 20 i 34 5 K 3% )

0 M EA T T Y AR BT A A N 1 (]
SOGT 2 B AT R DA B A R T 3 B B A
Mo ELARBRME  WOBGE B A0 T #5.0, JH PBS
MR E ARG R, BEETE 10 ulL T 96
1664 -

Chin J Mod Appl Pharm, 2023 June, Vol.40 No.12

LAk, A 10 uL B g R e iR A, W
B 10 pL TR A AR 2 40 M 55k B Acse 14k
BEET 4x4 /NI b i3 5 0 40 I A 1 2
J, T o B i e B o P 20 A R ST L . i
Je MR AT T B2 SR 22 ) 34 5 42 S A % 2k
1.6 SERFZESGE & PCR(RT-qPCR)

e shSETDB1 EH G 4L (1x10° 4>),
Trizol Zf#IF4RHUE RNA, KW X7 &
(TransGenBiotech) & i, c¢DNA . #% & i #] &
(QuantiTectTMSYBR Green PCR kits)#47 H i) F
By s, PR HMSI1Y)F 5 GAPDH: 1E |4
5’-GTCATCCATGACAACTTTGG-3* , X [ 5’-
GAGCTTGACAAAGTGGTCGT-3"; SETDBI: iF
[ 5>-GGTGGAAGTCCCGAGTTGAG-3", JZ [f] 5°-
TTTGGACGTGTCCTGAGCTG-3.,

1.7 Bt

G BUR R N X £, 2 dUBURRE K25
K H Student ¢ #5 50 CBUI) , 22 21 %540 (1] 22 5% 2R
& ANOVA kil P<0.05 Uil R BA G
2 R
2.1 SETDBI 1& AML W5 Sk w355

TCGA H# 2 i 3 [ [E 59 0 A9 BT (NCT)
V] 8 N S35 PR 2 AF 90 I (NHGRI) 54 2 57 988
FERF I U3, G 58 i A G 1 25 A 2 2 B8
RN RBFIE R S 2 BIEE . EEFH
TCGA $0¥i % %%¢ SETDBI Tv A S Fp b it 3k
TEOL, 9 AMLCAYESE R L) . TGCT(5
JUIE) . UCS(¥ B W) . CHOL(HA %) .
BRCA(FLIREIE%E) . OV(IP &%), UCEC(FE N
MEREG ) . ESCA(E 4 9) . THYM(H B %8) .
LUAD(fifi i) . LGGUIRIR S i 59 ) . SKCM(JZ
Jik B0 ) . GBM(Z B I i 5 40 9 )
LUSC(i R 20 M gea) . CESC(Ey 20 s AR IR |
KIRC('% 3% W 41 Mo sii) . BLCABEEIR 6 b Heg) |
DLBC(ixiZ K B 4tk ELE) . STAD(E J#) .
SARC(IA¥#). READ(HI#¥) . THCAH RARE) .
COAD(Z/73) . PAAD(BRARE) . KIRP(H FL 3tk
M) . PRAD(HTF MR IE) . HNSC(k s ) |
LIHC(JHi) . PCPG(WE 8 4 it Jed FH I #2215 98 |
ACC('H I Jf% Bosss) A KICH(BS B 4 i) . 45
R/R, 76 31 NMEM, SETDBI 78 AML H13k
N, UL 1, SR, ST GEPIA2UOIZEZ Mk

rh I AR FH 224 2023 47 6 A4 40 555 12 11




53 AT SETDB1 {£ AML £ 5 B8 20 L RN 1E 5 8 S5 40
MLk tE o . R EN, SIEW SR,
SETDBI 7£ AML ‘B #f4i i rh 218 2 W i,
2R IEH B BRI 2.1 £5(P<0.05), WL 2, Rk
459K SETDBI 1E AML WSk 36k, R
SETDBI Alfig 2t AML &A= & Ry s S |
UEAh, AR T IE 5 B BRI AR R ek, $R il
[13Z 53~ AT BEXT IE 5 - SR A REPE AL

80
60
40
20

SETDBI Expression TPM

B 1 SETDBI % 31 1M
Fig.1 Expression of SETDBI in 31 cancer types

]
7.0
= -
+ |
=31 K
= 6.51 t,
) ¥
2 i}
g 74
Rt £
% 6.0 b
& £
5 7
X &
5.5 x
E :':,. e
& A
J K
5.0 —‘—
T T
AMLEREAIM 1E % B A4
n=173 70

2 SETDBI % AML K IE % & B 40 je o+ 80 R A
HIEWBHEAEMLL, VP<0.05.
Fig. 2 Expression of SETDB! in AML and normal bone

marrow cells
Compared with normal bone marrow cells, "P<0.05.

2.2 SETDBI 1£ 1= AU AIfF/E MRD 1) AML 3%
Rk

i1 T TCGA ¥ 5 i AML Il RAS S8 R A 375 B
P AR R MRD (945 B, AWF5EfdFH TARGET
B e 4T 43 BT . TARGET %4 J% (https://ocg.
cancer.gov/)Z i 0 LM B 2 — 5 &
JLE AML., 2R A . B, paRi
S« TR R G AR ) S DR R I R R

=3

ﬁ/m\o

P E AR F 252 2023 4 6 5 40 B4 12 1

ATFSE 8 Jefd ]l TARGET SR+ AML
H G AR B (5 B2, 438 SETDBI £ AML A
AR 2 BB TR R oL, LIRS 4 A 72
B, PrAERBS AT 92 ], XA 12 fi, K
HINESHA 11 . 2588w, SETDBI f£ AML
e AU A R i 2 38 B I o AR RO A
(P<0.0 1) FITARHE XU AFEZH(P<0.05), UK 3A . MRD
J& AML B S5 I R W45 45 2 —171, MRD
18 1 2 VAT Ja EBE R P AR B AR D 1 bR
YA S kL, T L B A e X A AR R B B
MRS S AkLEs, S AML BET S E %K,
Pt MRD FHHZ 5 BE AR RS HHE, ARWF5E
3T TARGET #4543 #F SETDBI 7£ MRD f77E 5
) AML BE R RIBEL, Hr MRD 74
i 34 ], MRD ANEFEA A 105 ], MRD {5 E oK
HIZHA 48 fil, 45 WoR, AT RF7E MRD Ay
., i1 MRD [WE&Y SETDBI 2 W& ERE
(P<0.05), WK 3B, VI L&5RH/R SETDBI Mg/
AML B#E A BTG IR s LA

A 5 2) B 5- 3)
1) 3)
i o o 44 5 o o
ﬁﬁ M O o Hg
K o] * f E ke % %
] ]
E 24 ° o Q 2 ¢ 4
~
81 ° ° g1 °
0 T T T T 0 - r 1 1
NP G
R 532 MDREFBIFLE
n=72 92 12 11 n=105 34 48
3 /4 # SETDBI1 & AML + B K& 4 Z(A)% MRD %
EELTBREFEFRELER

SRR AL, DP<0.05; SN ATEMLL, 2P<0.01; 517
1E MRD AfEAHLE, PP<0.05.

Fig. 3  Analysis of SETDBI expression differences in
patients with different risk stratification of AML(A) and
MRD residual or not(B)

Compared with standard-risk patients, 'P<0.05; compared with low-risk
patients, 2P<0.01; compared with patients with MRD, »P<0.05.

2.3 [ SETDBI [ shRNA 47
97— R SETDBI1 275 al i N iA YT
AML BYHHE L, A5\ Sigma Mui(https:/www.
sigmaaldrich.cn/) % i1 T 2 45 # ] SETDB1 Y
shRNA, EREEmFHIILE 4A, FiJE2EH
shSETDB1 1) 18 %5 ¥ & 4 HL60 #fi ffl, >k H
RT-qPCR FARHAIE T shSETDB1 41> 41 1T 2k
RO 25 R BIR, FHEET shCrl 41, shSETDBI1 #1 .

- 1665 -

Chin J Mod Appl Pharm, 2023 June, Vol.40 No.12



shSETDBI #2 $J381 H BH i i TTTERA5UR (P<0.001),
Jf H shSETDBI1 #1 MIUTERSURML T shSETDBI
#2, ULIE 4B, RILABFS R HX 2 4% shRNA 17

B M shCtrl

A shSETDB1 #1
shSETDB1 #2
1.0
shRNA ¥ ~ i— )
)
shSETDB1 #1 AGTTAGAGACATGGGTAATAC 2 <05 I
shSETDB1#2 CGTGACTTCATAGAGGAGTAT Eg% ‘I)
ikl

4 ¥ )F7(A)E AML 4+ T2 SETDBI /& SETDBI
mRNA 7 -F(B)
5 shCtrl AL, DP<0.001,
Fig. 4 Targeted sequence(A) and SETDBI mRNA levels
after SETDBI silencing in AML cells(B)
Compared with shCtrl group, "P<0.001.
2.4 UiEK SETDBI1 i 4] AML 4 Hg 34 5

F T IR R SETDB1 BUVETFALE:, AWFSE
a5 W i e Tk 5 T UER SETDB1 X AML 4
JSE B R T RS2 FE I BE IR IS Y4 g B[]
MR 3R, S KA 7 RN T8, 5
Y2t R R, 7E HL60 40+, shSETDB1 #1 Bii#2
oy a] B 5 b A ) 40 5 2 5 B2 T (P<0.001 B,
P<0.05), HIMFEHAMEIGE )15 SETDB1 MIUTERACR
AAXIRE, UL SA. [RIRE, JiER SETDB1 JFX) AML
ARG TN, UL 5B DL g5 SRR BT
2k SETDB1 A] i 4 AML 4 8857 , 45275 ¥ i)
SETDBI1 A A VE N AML Il 1A Y7 FIHT 5 .

A -e- shCtrl

800 shSETDBI1 #1 120
shSETDBI1 #2 100 l\.\'__,‘,
& 600

w

RS
> M 80
& 400 n  H g
= » % 40 - - shCtrl
= 200 = 2 shSETDBI #1
0 0 shSETDBI #2
0 3 5 7 o 3 5 7
#d #d

5 JLER SETDBI * AML % it 3 7 (A) K& 71 (B) i % ¥
5 shCtrl iAHLL, VP<0.05, 2P<0.001,
Fig. 5 Effect of silencing SETDBI1 on the proliferation(A)

and viability(B) of AML cells
Compared with shCtrl group, "P<0.05, 2P<0.001.

2.5 SETDBI =3ikn e AML S b BErAH ¢
UUER SETDB1 AT AML 40 5, {H%F 41
MG S sg g, Bk, ARBFE R R T
2k SETDB1 %} AML 4 it HoA D EFI 5210 .
i (1R A 1 K VAR = A SN BV S B O = a2 TN

-1666 -

Chin J Mod Appl Pharm, 2023 June, Vol.40 No.12

2 R DI RE 0 BRI AR AR , AR REAS A A
Az A A R R G D0RE . oAk 32 BH 25 %
I HE S E 14 F 10 AL 200 7 1 s At s I
HHRRFHERR, SHIMRREELRE X, BF
SCHRE 7R SETDBI 7 1E % & 1L T #HL 20 ffd 53 st 7
rhE R A Al FL, AR R
AML Hhid BE 3255149 SETDB1 5 141 156 4 i 431k pis
MR,

5, A9 5T TARGET B3R X SETDBI
H/RFRIBH AML B #1T GSEA 43#r. 4534
7N, E 251k SETDBI 1 AML H# 7E7E 1 i 140 i
HH G HE PR A A3 AE B A A DG BE PR ) i 2 4, 4300l
P h A T 40 8 o A 2 A (Jaatinen_
Hematopoietic Stem Cell Up, X IEJG )& %54
NES=1.76, P=0.012); LI KEBEdmitk &idfe ™
HYFE A (Brown_Myeloid Cell Development Dn,
1EJE I B 824 B NES=1.69, P=0.014)1Y i & &
W 6, Lh EZEREN, SETDBI [E#RiknlfEs
P L5 240 L 53 Ak PR A 23 DDA 56

&AM

Brown_Myeloid_Cell_
Development Dn

Jaatinen Hematopoietic
Stem_Cell_Up

P=0.014

NES: 1.69

SETDBI 1K

[ SETDBI 1% =

6 SETDBI & /1K % 84 GSEA 447
Fig. 6 GSEA between AML patients with high and low
expression of SETDBI

AN, AML & i T IR 88 R A b & 7 it
AN ] B BB ) 3 i #H 240 T 2 b o
It FAB ZH:—Fh AML 43R5, MO Hom
SRR AR B S HIE 7 ERYA IR, K AML 53
FALHE MO~M7 [ 8 WAL, 435 MO(AML
ARAETE ALY . MILCERPERL A I (A i A 4 fE 7)) |
M2 RN 3 I 783 A2 ) M3 (2B
A0 L A ) . MACR AL A A - B 20 M 1 1
J) . MSCRE BRI ) . MO(ZLE 11555 )
M7(ATEEAZANE A ). P28 R AT LI
MO~M2 MV 7 F) 248 it s T 0 A R 0 A 5 7
B AN, T M3~M7 W SRR A0, Bl
EHIET TCGA Bdi 534t SETDBI 1£ 4 [F] FAB
WA AML HHRYRIB DL, Hoh MO JEALG 16 4],

rh I AR FH 224 2023 47 6 A4 40 555 12 11




M1 R 42 41, M2 R 39 41, M3 WAA
16 {5, M4 WA 35 ], MS WHRA 18 5], M6
WHA 2 ], M7 WA 3 ], 45 EoR, AT
M3~M7 WA, SETDBI £ MO~M2 V.5 A %} 5
Fik, WHE 7. VLSRR SETDBI (/)15
FIRTTRES AML M EBHIFEEE A K,

[*]
(=]
|

T

1 T

[

i—— m I _
| | l-— _
ll lL

D
S
1

£

[\
(=
1

SETDBI mRNAZF K7k (TPM)
N
(=)

S

MO MI M2 M3 M4 M5 M6 M7
(n=16) (n=42) (n=39) (n=16) (n=35)(n=18) (n=2) (n=3)
TCGAREA

7 £ T TCGA #t4E & 4 #t SETDBI # T[] AML FAB
o BRI

Fig. 7 Analysis of SETDBI expression in different AML
FAB typing based on TCGA database

2.6 ULER SETDBI X AML 4l il sk i S

AML HA B RAE , AT 2B 4
R, SETDBI i3Ik vI 685 AML 4% 73
A oG, WitdE—2 228 SETDB1 Xf
AML 4 sz, ABFER A T a4
il CD11b., CD14 ik, AHMZIEAZALL KT
NBT HYiL R BE I FE P 3 A2 LA i Ak 8 Aok
AT JE 22

Y 9 2% 2L FRiCH) CD11b, CD14 i 3 4k
F AR IFE BR . CD11b A FRIEHE A 2 (alphaM),
M RE N, TEERERAME T RL, W
H PRI . B W T R R AT 40 A5 4y
LB R E ARSI, S 5REY. B
I 240 L RUAE A48 R Y 25 R R N AR EAE R, R bk
BANEERS . IS 5 T-4E, CD14 E—Fhsi e &
., SBAEETHAZANM . 5 i A rb o 4 i
oAb AR M R T AR IC Y, KR dE i 2
B IR WSS S,

A5 R i =X A AR R U 7E 0B SETDB1
J&, HL60 [ NB4 #fiffiZk 1A CD11b, CD14 Kkt
iR AEfk, CD11b el a5 R B, 5 shCtrl
AL, UIEk SETDBI J&, %5 3 K. 26 5 KR 7
K HL60 4 I 1A i CD11b F235 Hu il &34, 4
7 KRULER SETDBI1 40 CDI11b FHE4HM Eb i AT 3k

P E AR F 252 2023 4 6 5 40 B4 12 1

(67.76+6.83)%(shSETDB1 #1, P<0.001)7F(50.18+
6.51)%(shSETDB1 #2, P<0.001). 5 shCtrl ZHAHH,
7E NB4 4ififurh{j{%k SETDBI 5 5 K[a)FEn] i &7
T CDI11b FiLEIR3E N, 451 ik 5 (43.38+
9.84)%(shSETDB1 #1 , P<0.01) #l (21.50+3.13)%
(shSETDBI1 #2, P<0.01), %53 LK SA~B.

CD14 ik 255 Bx, UiBk SETDB1 4]
WEIHES AML 400 CD14 Fk AR il 78
HL60 4Hffirh CD14 BHHE: L 5l b 2 s 75 B UL B[R] 1Y)
FER TGN, B ERERYLSE 7 X, 5 shCurl Z1AHLL,
JLE SETDBI J5 CDI14 FH ¥ 40 ff L 491 7 35
(67.84+4.69)%(shSETDB1 #1, P<0.001)7F(43.28+
1.55)%(shSETDBI1 #2, P<0.001), Z5{Llf4, 5 shCtrl
ZHA L, 76 NB4 g b jiBk SETDBI1 4% 5 K CD14
P40 L 51T 34(42.49+6.65)% (shSETDBI #1,
P<0.01)F/1(26.88+4.88)%(shSETDB1 #2, P<0.05).
41, shSETDBI J5 Y CD11b il CD14 BH:41 |
P LGS SETDB1 MUTERRCHARNT R, #1 A9 Lo
BRI T#2. LA EdEER I, UiEK SETDB1 nJ i %
P55 AML 4l CD11b, CD14 MY i,
it AML 4iiffisrk. 2558 LK 8C~D.,

T AU AML 20 B 2538 % 52 RUE |
BERFAD, Miafbam AML EZES S L4
Ak, AR AR/, H AR AT A5 S B
FE a4y, 2% SETDBI JTERZ J5 i) AML 4
MBS0 R B b, T g U A G V% 4
Bl At g5 Bon, 55 shCul 414, #£ HL60
J2 NB4 #fiJfs -2k SETDBI1 J&, ZHMA%IE A
TE St (R ) S B I AL RS A8, I HLAl A%
i He AR /N, i — 23R B SETDBI 5 AML 4]
o ELAA B W e B S . S5 L 9,

B, HT AR e 4 A Rl kA AR R
JE S RERRIR B (0 1) NBT 38 R s (i B IR, DL
S5 ) AR B BEIR R UL T A Y, B AR
%% T AML 4 7E I8k SETDBI1 J5Xf NBT
W R RE S AR AR PR AE A 43 fE 1 1 o % SETDBI
DU ZNEREAH NBT JOhiigge(s, T ofids ~
MR 851 R, 5 shCtrl HAH L, 76 HL60 1 NB4
A ECER SETDBI Ji, NBT BHY: 21 E 34
5L RN, 9 H NBT A% E R He 5 SETDBI
FIVTERBCRAART I, UL 10A. NBT HARSL 45
R, 5 shCtrl AL, 7 HL60 4 iiEk
SETDBI1 Ji5 NBT BHPE4HME LLAI AT 15(56.95+5.10)%

Chin J Mod Appl Pharm, 2023 June, Vol.40 No.12 - 1667 -



A HL60 B NB4
80 M shetrl > hCtrl
[IshSETDBI1 #1 3) 60 3) E:hSI:_‘rTDBl #1
+2 60 [IshSETDBI1 #2 A [EIshSETDBI #2
S S 40
= 40 = 2)
8 E 20
20 ©
0 0
7 285
C D NB4
3 60 W shCtrl
»  [shSETDBI #1
. =  []shSETDBI1 #2
§ 3) é 40
= z 2
[
8 O 20
0
7 251

t/d

8 AML % fig % /1 B SETDBI & % & #1 /& CD11b.CD14
REEMN

A-UEK SETDBI J& HL60 4fi it CD11b L& fk; B-ji3k SETDB1
J5 NB4 4iffg CD11b LLfilAEfk; C-Ui#k SETDBI J5 HL60 i
CD14 [L 25 fk ; DUk SETDBI 7 NB4 #4ififl'h CD14 [LHEfL . 5
shCtrl ZH#H1k, DP<0.05, PP<0.01, »P<0.001,

Fig. 8 Changes of CD11b and CD14 expression in AML
cells after silencing SETDB1

A—Changes in the proportion of CD11b in HL60 cells after silencing
SETDBI; B—changes in the proportion of CDI11b in NB4 cells after
silencing SETDBI1; C—changes in the proportion of CD14 in HL60 cells
after silencing SETDB1; D—changes in the proportion of CD14 in NB4

cells after silencing SETDB1. Compared with shCtrl group, VP<0.05,
2p<0.01, ¥P<0.001.
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Fig. 10 Changes in NBT reduction ability of AML cells
after silencing SETDBI1

A—Changes in NBT reduction ability of AML cells after silencing

SETDBI; B-statistical results of NBT positive cells. Compared with
shCtrl group, "P<0.001.
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