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Supplementary Figure 1. Relationship between receptor accessory protein 4 (REEP4) expression and clinical features and
histology type. (A) Chemotherapy status. (B) Radiotherapy status. (C) TCGA subtype. (D—F) Histological subtype.

WWW.aging-us.com

AGING



>

Disease Free Survival

10

08
1

04

Percent survival

02
1

—— Low REEP4 TPM
—— High REEP4 TPM
Logrank p=1.1e~08
HR(high)=2.5
p(HR)=3.1e-08
n(high)=256
llow)=256

Study

CGGA mRNA-array
CGGA RNA-Seq
GSE43378
GSE50025

TCGA RNA-Seq

Random effects model

TE seTE Hazard Ratio
0.68 0.1686 ——
0.75 0.0948 .
0.18 0.5229
0.01 0.0897 -

0.17 0.0243 =}
R
Heterogeneity: /> = 91%, 72 = 0.0867, p < 0.01
0.5 1 2
D pvalue Hazard ratio
REEP4 <0.001 1.122(1.061-1.187)
Age <0.001 3410(2.238-5.195)
Gender 0547 1.118(0.778~1.606)
WHO Grade 0.007 1.924(1.200~3.086)
Hstology 0127 0.888(0.763-1.034)
PRS type 055 1.278(0.572-2.856)
Radio status 0393 1.188(0.800-1.765)
Chemo status 0194 1.346(0.859-2.110)
IDH mutation 0985 1.003(0.718-1.402)
TCGA RNA-seq
praloe Hazard ratio
REEP4 Q001 1912(1.301-2809)
Age 02w 1.382(0.808-2.365)
Gender osm 0.892(0.521-1.527)
WHO Grade <0001 3.356(1.746-6.450)
TCGA subtypes 083 1.036(0.745-1.439)
Htology 0857 0.957(0.789-1.161)
PRS type 074 1276(0.252-5.575)
Radio status 008 0479(0.205-1.118)
Chemo status 0385 0.763(0.429-1.354)
10H mutation 022 062(0.384-1249)
1p19q codeleton e 09390 590-1.493)
MGMTp methylation 0555 0.820(0.425-1.582)
CGGA microarray
H - —
REEP4 0.005 1.351(1.098~1.664)
Age 0432 1.119(0.845-1481)
Gender 0448 1.118(0.838-1.483)
'WHO Grade <0.001 2465(1746-3478)
Hstology 0.387 0.900(0.709-1.143)
PRS type 0.009 3911(1.411-10.8%)
Radio status 022 1.2165(0.858-1.724)
Chemo status 0.097 0.763(0.555~1.050)
IDH mutation 0.003 0.605(0435-0.842)
1p19q codeletion 0,006 0.463(0.269-0.797)
MGMTp methylation 0,670 0.939(0.702-1.256)

2
3
T T T
0 50 100 150
Months
C palue Hazard ratio '
1
REEP4 <0.001 1.187(1.132-1.245) K]
Age <0001 3307(2289-5042) : —_——
Gender 0576 1.107(0.75-1.583) Hi—
1
WHOGrade  <0.001 3544(2379-5.280) \ [ —
1
Histology <0.001 0.751(0.683-0.850) M,
PRS type 0743 1.129(0.548-2.328) |—Ib_q
Redostas  <0.001 1.682(1278-2215) | i
'
Chemo status <0.001 2.007(1.484-2.715) | ——
DHmuaton 0269 0828(0593-1.157) [
0 1 2 3 4 5
TCGA RNA-seq e
pralue Hazard rato 1
REEP4 <0001 1964(1 412-2733) ! i
Age 0041 1851(1021-2670) b_._q
Gender o057 117700.720-1.907) Prl—{
WHO Grade 001 3170(1955-5.142) [ S——
TCOAsiypes 0037 07430563-0982) H
Hstology 0449 1.0400.940-1.150) ']
PRS type 0001 312%1576-6.176) | fr——
Radio sahs 00n 044210206-0827) PH:
Chemo stats 0148 142600 881-2306) b-—
10H mutation 0028 0576(0.352-0841) (]
Ipiogeodeleton 0904 1021(07251439) -
MGMTp metyaion 0543 1,176(0.67-1.986) —
01 2 3 4 5 6
CGGA microarray Hazard rato
G pvalue Hazard ratio !
REEP4 <0001 2.108(1.750-2.538) : -
Age 0147 1.221(0.932-1.600) -—
Gender 0564 1.084(0.824-1.425) H-
|
WHOGrade <0001 2938(2.175-3968) p Y S
Histology <0001 1.143(1.073-1.218) ]
PRS type <0001 3.124(2.368-4.121) : —_—
Rado status 0756 0.949(0.683-1.320) e
Chemostatus 0128 1.256(0.936~1,684) o:-o—q
IOHmutaton  <0.001 0415(0.311-0555) -,
1p19q codeletion <0001 0275(0.191-0.3%6) ™ !
MGMTp methytation 0285 0862(0657-1.131) [

CGGA RNA-seq

CGGA RNA-seq

— s 119 [043,3.32]

HR  95%-Cl Weight

196 [1.41;2.73] 19.8%
211 [1.75,2.54] 238%
6.3%
1.01 [0.85:1.20] 24.0%
119 [1.13;1.24] 26.1%

1.45 [1.08; 1.94] 100.0%

{I[‘

.

&

o
~
w
IS
o

Hazard ratio

:T-ﬁ-

}iﬂ[

% I_

o
~
w
-
o
EY

Hazard ratio

'I‘!!Y‘

|

!..'—.-!--

0 2 4 6 8 10

Hazard ratio

Supplementary Figure 2. The Prognostic value of REEP4. (A) Effect of receptor accessory protein 4 (REEP4) on disease-free survival
of patients with lower-grade glioma (LGG). (B) Meta-analysis showing that elevated REEP4 expression is a risk prognostic factor for LGG (HR
= 1.45, 95% Cl: 1.08; 1.94). Abbreviations: HR: hazard ratio; Cl: confidence interval. (C, D) Univariate and multivariate analysis based on
TCGA RNA-seq database show that REEP4 is a risk factor for LGG prognosis. (E, F) Univariate and multivariate analysis based on CGGA
microarray database show that REEP4 is a risk factor for LGG prognosis. (G, H) Univariate and multivariate analysis based on CGGA RNA-seq
database show that REEP4 is a risk factor for LGG prognosis.
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Supplementary Figure 3. Relationship between methylation site cg16311504 and the clinical characteristics of lower-grade
glioma (LGG). (A) World Health Organization grade. (B) PRS type. (C) Isocitrate dehydrogenase mutation status. (D) Histological subtype.

(E) Chemotherapy status. (F) Radiotherapy status.
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Supplementary Figure 4. The relationship between receptor accessory protein 4 (REEP4) expression and immune
infiltration in lower-grade glioma (LGG). (A) REEP4 is negatively correlated with tumor purity and CD8+ T cells and positively
correlated with B cells, CD4+ T cells, macrophages, neutrophils, and dendritic cells. (B) Six kinds of immune cells are negatively correlated
with the overall survival of patients with LGG. (C) Relationship between the copy number variation of REEP4 and immune cell infiltration in
LGG. "P < 0-05. P < 0-01.
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