
Table 1: Table of characteristics for studies included in this systematic review
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CpG sites of interest

N f
umber of CpG (associated with

Sites interrogated

List of CpG sites
Interrogated

Year of Initial

Publication CpG Type

Main lab method Statistical Method Survival data?

ubjects (Samples)

Reference #

outcome)t

BS, HM-450K, HM- Univariate model and

17-20, 22, 25, 31,

1 M 2012 BM Fi i isti i i
Bady et al. oderate 0 63 (59 GBM) rozen 27k stepmsilljciig:rs]gc model oS Yes Sites 176 (14 in promoter) 60-62, 64, 70, 84, 97 19, 25
. Spearman's correlation mRNA . — 75-82 (cohort #1),
2 Moderat 201 1 2% TT# FFPE RNA-seq, P X . , = -
Chai et al. oderate 018 59 (8 ) seq, PSQ analysis, ROC el OF Yes Sites, Combinations 11 72-78 (cohort #2) 76-79 and 74-78
Uni and multivariate Cox .
De Carlo et al. 5 Low 2015 121 (121) NA PSQ X 0OS, PFS Yes Sites 10 74-83 74-77, 79-83
regression
Correlated with
expression: 27, 32, 73,
PSQ, Expression Mann-Whitney test, . . . 75,79 and 80
M t - § N
Everhard et al. 6 oderate 2009 78 (54 GBM) Frozen Analysis, PCR o) elusieili Expression Yes Sites, Regions 68 1-87 Concordant with
expression: 32-33, 72-
83
- Unsupervised hierarchical rr:RN{-\ n
Malley et al. 7 High 2011 22 (41) Xenograft Y clustering, Mann-Whitney SXPression. No Island, Cluster 96 Entire MGMT CGlI 83, 86, 87, 89
PSQ, RT-PCR U test luciferase
expression
PCA and unsupervised
hierarchical clustering;
BS. MSP. gMSP Kaplan-Meier survival
Mur et al. 8 Very low 2015 68 (68) Frozen/PE ’HM —4’5?)K ’curves and log-rank tests; oS Yes Sites 154 (25 in promoter) 1-10, 13-27 25, 165
Spearman's correlation
coefficient; multivariable
Cox PH
Cox - AUROC, KM,
Quillien et al. 9 Moderate 2014 89 (89) FFPE PSQ bootstrapping Harold-C ~ OS, PFS Yes Sites 16 74-83,84.89 ~ O% means of 84-88, 85-
e 89, and 74-89
mRNA
70 (gene BS. PCR. IHC. MS- 3R classification, expression, PFS: 8, 22, 38", 73", 75-
Shah et al. 10 High 2011 expression=46, Frozen " OMLPA Spearman's rank protein Yes Sites, Regions 97 Entire MGMT CGI 78, 80-82", 86", 87, 88,
PFS=44, IHC=31) correlation expression, and 89"
PFS
Chi-squared test; Kaplan-
_— . . CpG1, CpG2, CpG3, PFS: CpG3; none found
11 Lo 2007 1 1 FFPE BS, PCR, P - o , PF Y L
Yildiz et al. w 00 (100) S.PCR,PSQ  Meier log rg:ik test; Cox  OS,PFS es (L 4islands and CpG4 significant for OS

1 If outcome is not specified, then CpG sites of interest correspond to all outcomes listed

# Samples were split into two cohorts: cohort #1 and cohort #2

* Associated with mRNA expression and MGMT protein expression, in addition to PFS









Authors Reference # GRADE

Year of Initial 

Publication

Subjects (Samples) Tissue Main lab method Statistical Method Outcome Survival data? CpG Type

Number of CpG 

Sites interrogated

List of CpG sites 

Interrogated

CpG sites of interest 

(associated with 

outcome)†

Badyet al.

1 Moderate 2012 63 (59 GBM) Frozen

BS, HM-450K, HM-

27k

Univariate model and 

stepwise logistic model 

building 

OS Yes Sites 176 (14 in promoter)

17-20, 22, 25, 31, 

60-62, 64, 70, 84, 97

19, 25

Chai et al.

2 Moderate 2018 159 (82

#

, 77

#

) FFPE RNA-seq, PSQ 

Spearman's correlation 

analysis, ROC 

mRNA 

expression, OS

Yes Sites, Combinations 11

75-82 (cohort #1), 

72-78 (cohort #2)

76-79 and 74-78

De Carlo et al.

5 Low 2015 121 (121) NA PSQ

Uni and multivariate Cox 

regression

OS, PFS Yes Sites 10 74-83 74-77, 79-83

Everhardet al.

6 Moderate 2009 78 (54 GBM) Frozen

PSQ, Expression 

Analysis, PCR 

Mann-Whitney test, 

hierarchical clustering

Expression Yes Sites, Regions 68 1-87

Correlated with 

expression: 27, 32, 73, 

75, 79 and 80 

Concordant with 

expression: 32–33, 72-

83

Malley et al.

7 High 2011 22 (41) Xenograft

Luciferase assay, 

PSQ, RT-PCR

Unsupervised hierarchical 

clustering, Mann–Whitney 

U test

mRNA 

expression, 

luciferase 

expression

No Island, Cluster 96 Entire MGMT CGI 83, 86, 87, 89

Mur et al.

8 Very low 2015 68 (68) Frozen/PE

BS, MSP, qMSP, 

HM-450K

PCA and unsupervised 

hierarchical clustering; 

Kaplan-Meier survival 

curves and log-rank tests; 

Spearman's correlation 

coefficient; multivariable 

Cox PH

OS Yes Sites 154 (25 in promoter) 1-10, 13-27 25, 165

Quillien et al.

9 Moderate 2014 89 (89) FFPE PSQ

Cox -AUROC, KM, 

bootstrapping Harold-C 

Index

OS, PFS Yes Sites 16 74-83, 84-89

89, means of 84-88, 85-

89, and 74-89

Shah et al.

10 High 2011

70 (gene 

expression=46, 

PFS=44, IHC=31)

Frozen

BS, PCR, IHC, MS-

MLPA

3R classification, 

Spearman's rank 

correlation

mRNA 

expression, 

protein 

expression, and

 

PFS

Yes Sites, Regions 97 Entire MGMT CGI

PFS: 8, 22, 38

*

, 73

*

, 75-

78, 80-82*, 86*, 87, 88, 

89

*

Yildizet al.

11 Low 2007 100 (100) FFPE BS, PCR, PSQ

Chi-squared test; Kaplan-

Meier log-rank test; Cox 

PH

OS, PFS Yes Islands 4 islands

CpG1, CpG2, CpG3, 

and CpG4

PFS: CpG3; none found 

significant for OS

† If outcome is not specified, then CpG sites of interest correspond to all outcomes listed

# Samples were split into two cohorts: cohort #1 and cohort #2

* Associated with mRNA expression and MGMT protein expression, in addition to PFS
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