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including tumorigenesis. The mo6A reader IGF2BP2 significantly enhances mRNA stability and
translation efficiency and is abnormally expressed in multiple cancers. However, the specific biological
function of IGF2BP2 in pancreatic cancer remains unclear. Therefore, this study investigated the
expression of the m6A reader IGF2BP2 in pancreatic cancer and its effects on pancreatic cancer cell
functions.

Methods: The expression levels of m6A-related writers, erasers, and readers were analyzed using The
Cancer Genome Atlas (TCGA), the Genotype-Tissue Expression (GTEX) database, and the Gene
Expression Omnibus (GEO). Kaplan-Meier survival analysis was conducted to assess the relationship
between IGF2BP2 expression and the prognosis of pancreatic cancer patients. Immunohistochemistry
was used to validate IGF2BP2 expression in clinical specimens of pancreatic cancer tissues and adjacent
normal tissues. Functional experiments, including CCK-8 assay, flow cytometry for cell cycle analysis,
colony formation assay, and Transwell migration assay, were performed to evaluate changes in cell
proliferation, cell cycle distribution, colony formation ability, and migration capacity after IGF2BP2
knockdown in pancreatic cancer cells.

Results: TCGA-GTEX and GEO database analyses showed that IGF2BP2 was highly expressed in
pancreatic cancer tissues (both P<0.05) and that its high expression was associated with poor overall
survival (both P<0.05). Immunohistochemical staining of clinical specimens confirmed that IGF2BP2
protein expression was higher in pancreatic cancer than in adjacent normal tissue. Functional
experiments demonstrated that IGF2BP2 knockdown significantly reduced the proliferation ability of
pancreatic cancer cells, arrested more cells in the GO-G1 phase, decreased colony formation, and
impaired cell migration (all P<0.05).

Conclusion: The m6A reader IGF2BP2 is highly expressed in pancreatic cancer tissues and is closely
associated with poor prognosis in patients with this disease. Its mechanism of action may be related to
the promotion of cancer cell growth and migration.
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), TR E R EAAL, EWEPEE L h, HPBS
PRI 3k, BEIK 5 min, [5] Y] H % A DAB (4
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RT-PCR X fl & W TR X449 (7 H LK,
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ST R R SR, Y Al Al Rl 60% B, fif ]
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(si-IGF2BP24H), FHiFE 48 h 5+ H -

1.2.4 gRT-PCR  fifi i TRIzol i 7 & BU 5% Y 5 si-
NC 41 1 si-IGF2BP2 41 4 it i) £ RNA, 45 I RNA ¥
BE R Al B 5 i SR RS cDNA, -20 C IR A7 H ;
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7 521 5E B PCR 20 M, PCR B 2514} . 95 C T
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37 CIEFRF L 48 ho BALINA 200 L 4 il 24 i
W (1 mL Lysis buffer FF A i B2 B 50 ) 551 2 26 1 1
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22 mLEE.OEF, 14000 mp, 4 CE.L 15 min,
B 13 B R 40 i 4 2 PR Y, BCA YA @ H
W, WWE LR, 4 A LR W,
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MRS L ERTHAMI, Transwell /NETE
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L. FHl GraphPad Prism 8.0.1 3% F #1742 i+ 43 #r
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43 5K TCGA 5 GTEX 0¥ & K GEO %4 s 4
GSE28735 5 GSE62452 Jif if Ji B 95 4 I 50 B I it
WAL W, m6A Fw B g% AH OC B P (ZC3HI3.
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BERR B AL (FTO, ALKBHS) . )32 % AH ¢ 2
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YTHDF3. IGF2BP1. IGF2BP2. IGF2BP3. RBMX .
YTHDF2 . HNRNPC) 145 18 4~ #H & % K £ TCGA-
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1t A5 2F B i A 56 JE TR B 17 A 7E GEO B 45 i iR ik, HBEINBRERMLEL, HAIGF2BP2 75
JEREAR (n=114) FIE W BERFEA (n=106) H % HW“EP E#RE (3 P0.05) (E1-2),

Bl m6AHXERERRIEANMN  A: TCGA-GTEX; B: GEO
Figure 1 Differential expression analysis of m6A related genes  A: TCGA-GTEX; B: GEO

E2 IGF2BP2BS EEHAERRIESH  A: TCGA-GTEX; B: GEO
Figure 2 Differential expression analysis of IGF2BP2 in tumor and normal samples  A: TCGA-GTEX; B: GEO

2.2 IGF2BP2BRIESRIBETEHNX R 2.3 IGF2BP2 ZEEH AR RRIZER
TCGA-GTEX . GEO ¥ ## & ' Kaplan-Meier 4 £ HE— 25 W R FE A 38 2 G 938 21 Ak 30 UF I 3% 5k
ST R, m6A [EER IGF2BP2 M Rk S EM B W, BRSSP B2, M TBR
A (¥ P<0.05) (K3), IE #4140, IGF2BP2 £ il Ja A A v 2 B I 5 &
s (E4),

http://www.zpwz.net



490 HE AR R K 534 %

B3 AEIGF2BP2RIFKFRMBEENEFMHL A: TCGA; B: GEO
Figure 3 Survival curves of pancreatic cancer patients with different IGF2BP2 expression levels ~ A: TCGA; B: GEO

H4 S@AkRNIGRBR EHEBARS EEEIARRARNES A FEHRALL
BRI AL, AN —, HESIRAL, %I IGF2BP2 RV

Figure 4 Immunohistochemical staining for IGF2BP2 expression in pancreatic cancer tissues and normal pancreatic tissue

samples (magnification indicated in the images above)  A: Normal pancreatic tissue with a clear structure and orderly
cell arrangement; B: Pancreatic tumor tissue with a disorganized structure, irregular cell sizes, and chaotic arrangement,
with the entire field stained dark yellow for IGF2BP2

2.4 |GF2BP2 X[k ARz 40 B A ¥ S T sE B 340 si-NC 2H B S FE A (3 P<0.05) ([&15)., IGF2BP2 3
R T HE—25 43T m6A [ IGF2BP2 (1 4= ) 2 PRI U I L P R 0 1 B B R ) B R s, LAl

Uifie, 8T P9 OFP B AR R A0 M AR (SW1990 K T 2R I (GO~G1 ), 40 v IR

BXPC3) fENWFFEXT SR o B Y BOR A  Bon, PIRE  pSE W s>, iR RS RE O W AR (3 P

i JfL E 47 1IGF2BP2 5E A @ i J5 ,  si-IGF2BP2 41 11y 0.05) (#l6),

IGF2BP2 3% ik 78 % 5 KV Jo 85 H K E ¥ B % B

W si-NC 41
W si-IGF2BP2 24,
P<0.05

SW1990 BXPC3
si-NC 2 si-IGF2BP2 4 si-NC 2 si-IGF2BP2 4

IGF2BP2

- o -

5 FERREMWM  A: IGF2BP2 mRNA FikKGl; B: IGF2BP2 K F AR
Figure 5 Transfection efficiency detection  A: IGF2BP2 mRNA expression analysis; B: IGF2BP2 protein expression analysis

1GF2BP2

B-actin
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—0—si-NC4 —0—si-NC4
— 0 si-IGF2BP2 4 — 0 si-IGF2BP2 4

W si-NC4L W si-NC4L
W si-IGF2BP2 41 W si-IGF2BP2 41

si-NC 4l si-IGF2BP2 41

W si-NC4L
W si-IGF2BP2 41

SW1990

P<0.01
1

BXPC3

si-NC 41 si-IGF2BP2 4

W si-NCZH
W si-IGF2BP2 44
P<0.01

SW1990

BXPC3

6 HHRATHEEFESNW  A: CCK-8SLUAGANMIE G E; B: IR AN EI s C. SREIE LS ga A0 20 M 5 1%
fEJ1; D: Transwell SCU KN AN TR BE S
Figure 6 Cell functional experiments  A: CCK-8 assay for cell proliferation activity; B: Flow cytometry for cell cycle analysis;
C: Colony formation assay for cell expansion ability; D: Transwell assay for cell migration ability
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IGF2BP2, YTHDF1 A1 YTHDF2 %5221 3§ i X
TCGA 1 GEO $ 4k 75 0 #8450 #r , & 0L I i g v A7
TE 9D mOA FHOCHE D 1y i R iE 22 5, JUHJE m6A
2] 132 4% IGF2BP2 7 g i 96 2 20 b AH 300 55 i 38 = %
ik, BN AT RETE R R g 0 2 R v R 5 OCHEAE -

m6A [ 5% #% €0, 7% IGF2BP1 . IGF2BP2 . IGF2BP3
B, NKBEHFEFARKKEF2 (IGF2) mRNA 454
EHZRE (IMPIGF2BP) 25T — R4 )4 P it
B, B LT . MW A M T 4l e e,
IGF2BP2 5t & It 5% e HH: 4 % %E  IGF2 mRNA 4565
wH, BHAIGR2 K% mRNA § iz B L i, wf
B 58 mRNA & M R0 U B B 00 T BEPY. 1E
IGF2BP1 i 2 fy #ft BRUASE A0 vp | LR P ) B9 539 41 i
A KR R BE 0 B SR ES T, LUK, R R
PANC-1 41 Jifd th % IGF2BP1 % B, &8 43 40 o BH ¥
FE GL 1, Dm0 ) g i AR KL TR R
IGF2BP3 [ i Rk S MR % UM, HHS
Jit g e B 1 R BE A & BE Y O HKPO, R T X
IGF2BP K& AT IO 9%, A BE5E B 7E R 1) IGF2BP2
XFJBR M R A SE . ARG SE A T TCGA-
GTEX K. GSE28735-GSE62452 ¥4 4 45, £ 4% T4tk
BONE, ST OE HRE AR 8 T 80 4 B T R
] . 5E i 2E {5 R B IGF2BP2 AH 4% T IGF2BP1 K&
IGF2BP3 75 [ i g 20 2L A G SRR T vy, B0 55 A
SEmRBTRE, IFHSEEANRBUGEVIAHEL,
7 AR R i A A B R S b AR AR I

PLAER, m6A [ 32 4% IGF2BP2 7£ £ il fift 8 1) %
AR AL th 2 B T e, HAEAN A 2R A
Ji g T AR FALI © 24T TR SR . FESS
IGF2BP2 i i iR 51 I 45 & m6A & 1fi ) SOX2 mRNA,
H95% T SOX2 mRNA A8 M, 4ERFE SOX2 1 7 K ik
AKAE, DT HESD T AR Y TR R L R B
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B BE ) s fE S TR, m6A [ A%
IGF2BP2 i #of £2 2 SC#E JE 1 (4 MYC. GPT2 Al
SLC1A5) 1) mRNA Jf £l #F 0 38 , 3 5 4 20 It i A%
W, R R AN M 0 RE SR, (i 0 g AN PR 1
FEUT, FE B S th IGF2BP2 i iF m6A & M 4R
FLT4RNA ()% 2 Pk, e Jib 8 Ak 20 5% i 45 26 i
A E i 9 1) 4R 2 55 5128 . IGF2BP2 4 S m6A &1 1Y
CHR DR EAR, AE 2R bR v o R AN [ )
PRI R AXIF 3 B, 4 SN R A R e B A . (R BN
o fEIE MR I RESE T, E A W5 43 i R GEO
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