A variables HR (95%)CI P value

WTAP —— 0.59 (117 -2.81) 0.0083*
RBM15B —— -0.01 (0.62 - 1.58) 0.9690
RBM15 —— 0.89 (1.71-3.49) 8.09E-07"
CBLL1 ——— 012 (0.67 - 1.89) 0.6640
YTHDC1 —— -1.23 (0.16 - 0.54) 8015E-05*
LRPPRC —a -0.73 (0.31-0.75) 0.0014*
IGF2BP3 — 0.40 (1.39 - 1.62) 3.80E-26*
IGF2BP2 —= 0.30 (1.26 - 1.44) 7.83E-20*
HNRNPC — -0.57 (0.33 - 0.98) 0.0432"
HNRNPA2B1 —— 0.89 (1.52 -3.92) 0.0002*
FMR1 —— -0.16 (0.54 - 1.33) 0.4755
ELAVLY —_—— 1.54 (2.44 - 8.97) 3.51E-08*

B Hazard Ratio
. Cerebral cortex Low grade glioma
m6A_genes | Location(U251MG) Gender/Age | Antibody staining | Intensity | Quantity | Gender/Age | Antibody staining | Intensity | Quantity
WTAP Nuclear Female/54 Medium Moderate | 75%-25% | Female/37 High Strong >75%
RBM15B Nucleoplasm Female/64 Low Weak <25% Male/65 Low Weak | 75%-25%
RBM15 Nucleoplasm Female/19 Low Weak <25% Female/37 High Strong >75%
CBLL1 Nuclear Female/30 High Strong >75% Male/38 Medium Moderate | >75%
YTHDC1 Nucleoplasm Female/30 High Strong >75% Female/22 Medium Moderate | 75%-25%
LRPPRC Mitochondria Male/57 Medium Moderate | 75%-25% Male/65 Low Maoderate <25%
IGF2BP3 Cytosol Female/52 Not detected Negative None Male/67 Not detected Negative None
IGF2BP2 Cytosol Male/6 Low Weak <25% Male/65 Medium Moderate | 75%-25%
HNRNPC Nucleoplasm Male/6 High Strong >75% Male/58 Medium Moderate [ >75%
HNRNPA2B1 Nucleoplasm Female/45 Medium Moderate | 75%-25% | Male/42 High Strong >75%
FMR1 Cytosol Female/52 Medium Moderate | 75%-25%| Female/22 Medium Moderate | >75%
ELAVL1 Nucleoplasm,Cytosol | Female/52 Low Weak <25% Female/58 Medium Moderate >75%

Figure S1. Immunofluorescence and immunohistochemistry of mC°A-related

regulatory proteins in cerebral cortex and lower grade gliomas
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Figure S2. (A) The correlation diagram shows the correlation between six
mo6A-related miRNAs and m6A regulators. (B) Based on the online website SRAMP
for prediction of m6A modification sites in MIMAT0004951 (MIR887). Principal
component analysis between the low- and high-risk groups based on (C) 23 m6A
genes, and (D) risk model based on the transcriptional profiles of the six m6A-related
miRNAs in the TCGA database. (E) The scatter plot showed the ratio differentiation

of m6A scores between the low- and high-risk groups
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Figure S3. Kaplan-Meier curves of OS differences stratified by age, gender, sample

type, WHO grade, histological type, IDH status, and MGMT status between the low-

and high-risk groups in the CGGA database. (A—G) Risk score differences stratified

by age, gender, sample type, WHO grade, histological type, IDH status, and MGMT

status between the low- and high-risk groups in the CGGA database. (H-N)

Kaplan-Meier curves of OS differences stratified by age, gender, sample type, WHO

grade, histological type, IDH status, and MGMT status between the low- and

high-risk groups in the CGGA database
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Figure S4. Identification of novel candidate compounds targeting the m6A-related

miRNA model. (A) A total of 104 compounds were screened for significant

differences between the low- and high-risk groups. (B—F) The difference between the

top 5 compounds in the low- and high-risk groups of LGGs



A Univariate Cox regression analysis HR (95%)Cl1 P value

Risk.score F 4 2.37 (2.02 — 2.79) 8.19E-26*
Age [ ] 1.06 (1.04 — 1.078) 8.99E-12*
WHO.grade I .- | 3 (1.95 — 4.61) 5.96E-07*
KPS [ ] 0.97 (0.95 — 0.99) 0.0003*
Histological_type I 4 0.6 (0.38 — 0.95) 0.0291*
Multivariate Cox regression analysis
Risk.score F 4 1.625 (1.27 — 2.08) 0.0001*
Age [ | 1.03 (1 -1.086) 0.0254*
WHO_grade i - ] 2.277 (1.13 — 4.59) 0.0194*
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Figure S5. Assessment of the prognostic risk model of the m6A-related miRNAs and
clinicopathological characteristics in LGG in the TCGA database. (A) Univariate and
multivariate analyses of the clinicopathological characteristics and risk score with the
OS. (B) ROC curves of the clinical characteristics and risk score. ROC, receiver

operating characteristic. AUC, area under the curve




risk.scor Gend Age  Histologi WHO KPS IDH sta

e er cal tus
risk.score NA 0.126  0.002 0.9077 0.4844 0.766  0.7097
9 2 1
Gender NA NA 0.760 0.0563 0.9505 0.680  0.0017
3 7
Age NA NA NA  0.3356 0.0496 0.008  0.0025
8
Histologi NA NA NA NA 0.2491 0.239  0.4852
cal 6
WHO NA NA NA NA NA 0.212  0.7251
2
KPS NA NA NA NA NA NA 0.1613
IDH stat NA NA NA NA NA NA NA

us
Table S1. Evaluate whether there is a correlation between the risk model of

mo6A-related miRNA and other clinicopathological characteristics of LGGs

risk.sc Gend Age Histolog WH KPS IDH_st

ore er ical O atus

risk.sco  Pearson 1 0.041 .320 -.304** 343 -.249 -.659**
re correlation ol ol ol

coefficient

Sig. (2-tailed) 0.423 0 0 0 0 0

Num 393 393 393 294 393 238 377
Gender  Pearson 0.041 1 -0.00 -0.021 -0.01 -0.02 0

correlation 3 2

coefficient

Sig. 0.423 0.94 0.717 0.84 0.73 0.995



Age

Histolog

ical

WHO

KPS

(2-tailed

)

Num
Pearson
correlation
coefficient
Sig.

(2-tailed

)

Num
Pearson
correlation
coefficient
Sig.

(2-tailed

)

Num
Pearson
correlation
coefficient
Sig.

(2-tailed

)

Num
Pearson

correlation

393
.320**

393
-.304**

294
343**

393
- 249%*

393
-0.003

0.947

393
-0.021

0.717

294
-0.01

0.849

393
-0.022

393
1

393
122

0.03

294
.226

**

393
-.261

**

294
122*

0.036

294

294
-.252%*

294
-0.046

393
226

**

393
-.252

**

294
1

393
-0.09
1

5
238 377
-261 -.320**
**
0 0
238 377
-0.04 .245**
6
0.54 0
3
180 281
-0.09 -.250**
1
0.16 0
3
238 377
1 .250**



coefficient

Sig. 0
(2-tailed
)
Num 238
IDH_st  Pearson -.659%*
atus correlation
coefficient
Sig. 0
(2-tailed
)
Num 377

0.735 0 0.543 0.16
3
238 238 180 238
0 -320 .245** -.250

** **
0.995 0 0 0
3717 377 281 377

238
.250

**

226

226

377

Table S2. Evaluation of the risk model of m6A-related miRNAs and other

clinicopathological characteristics of LGGs using multivariate Cox regression

analysis. ** At the 0.01 level (2-tailed), the correlation is significant. * At the 0.05

level (2-tailed), the correlation is significant. ¢ Since at least one variable is a constant,

1t cannot be calculated



