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Table 							
Summary of included study characteristics						
study	        Study characteristics	    Patients population	                         CIMP assessment                                                     Outcomes
		        Publication type  Country  Sample   Stage  Male gender,   Median,      Gene panel    Lab method  CIMP       Marker threshold  CIMP prevalence,  
			                             size, N          N (%)        age, y/o                              classification                  N (%)
                                                                      range
Noushmehr et al.	Full publication   USA     272     II-IV     NR         mean 56     DOCK5,        MSP      CIMP −/+    CIMP+: ≥6/8    24 (8.8%)         OS
[bookmark: OLE_LINK1][bookmark: OLE_LINK2](12)                                                                              ANKRD43,
                                                                                   HFE, MAL,
                                                                                   LGALS3, 
                                                                                   FAS-1, FAS-2,
     RHOF
Martin J et al.     Full publication   NR      68       NR     40 (58.5%)   <50y/o:      cl22, cl18,      MethyLight  CIMP −/+   CIMP+:HOPACH  31 (45.6%)        OS
 (13)                                                                   N=33; >=    cl9, cl17,                             clustering red    
                                                                       50y/o:N=     cl23         
                                                                       35
Sevin et al.       Full publication   USA     81      II-IV    48 (59.3%)    <40y/o:      PHC2,VIM,      MSP      CIMP −/+   CIMP+: K -means   49 (60.5%)       OS
(14)                                                                   N=23; 40-    KIAA0494,                           consensus 
                                                                       <50 y/o:      SLC20A1,                            clustering red
                                                                       N=21;50-     IFRD1,FABP5,
                                                                       <60y/o:N=    DYNLT3,
                                                                       18;>=60y/o   SPRY2,RUNX1,  
                                                                       :N=19        GRB10,SLC9A1,
                                                                                    FNBP1,BCAT1,
                                                                                    C2orf3,ITCH,
                                                                                    MBNL3,
                                                                                    ARNTL2
Benedikt et al.     Full publication   German  126     NR       NR         >=65       DOCK5,           MSP     CIMP −/+   CIMP+:DOCK5   7 (5.6%)        OS, EFS
 (15)                                                                              ANKRD43, HFE,                        hypomethylated 
                                                                                   MAL, LGALS3,                         and >=5/
                                                                                   FAS-1, FAS-2,                           remaining 7
                                                                                   RHOF
Nanne K et al.     Full publication   NR     138     II-IV     87 (63.0%)   mean 44      IGS-16, IGS-18,     MSP     CIMP −/+   CIMP+:HOPACH   85 (61.6%)     NR
 (16)                                                                                IGS-23, IGS-17,                         clustering red
                                                                                    IGS-9
Thoraia et al.      Full publication   NR     35      IV       21 (60%)     NR         ANKRD43,         MSP      CIMP −/+   CIMP+: ≥3/7     5 (14.3%)      OS
 (17)                                                                                DOCK5,
                                                                                    LGALS3, FAS,
                                                                                    HFE, MAL ,
                                                                                    RHOF
zhang et al.       Full publication   China    33     IV       22 (59.42%)   NR         ANKRD43,        MethyLight  CIMP −/+  CIMP+:consensus   6 (18.2%)      NR
 (20)                                                                                DOCK5,                               cluster 1
                                                                                    HFE, MAL,                             (n = 12 tumors)
                                                                                    LGALS3,                               red
                                                                                    FAS-1, FAS-2,    
                                                                                    RHOF
Benedikt et al.     Full publication   German  115    NR        NR        mean 42      ANKRD43,        MSP       CIMP −/+  CIMP+:DOCK5    91 (79.1%)    OS, PFS
 (21)                                                                                DOCK5,                               hypomethylated
                                                                                     HFE, MAL,                            and >=5/
                                                                                     LGALS3,                              remaining 7
                                                                                     FAS-1, FAS-2,    
                                                                                     RHOF
Xiaowei Guan     Full publication   USA    716     II-IV      NR         NR         the Verhaak        MSP       CIMP −/+   CIMP+:>=1/5     208 (40.9%)     OS
 et al.                                                                               840-gene
 (22)
Nduka et al.       Full publication   USA    500     II-III      NR         NR         DOCK5,           MSP       CIMP −/+   CIMP+:1503      419 (83.8%)    NR
 (23)                                                                               ANKRD43,                              CIMP classifier
                                                                                    HFE, MAL,                                 probes red
                                                                                    LGALS3, 
                                                                                    FAS-1, FAS-2,
      RHOF
Pilar Mur et al.     Full publication   Spanish   55    II-III     31 (56.4%)    mean 48     TRIP4, DRG2,    MethyLight   CD-CIMP+/   CD-CIMP+:24.7%  38 (69.1%)   OS
 (18)                                                                               ASL, C1orf64,                CIMP+/       total probes;
                                                                                    FLJ11286,                   CIMP-        CIMP+:21.4%
                                                                                    CRELD1                                  total probes
Pilar Mur et al.     Full publication   USA     247   II-IV       NR        <65y/o:       CpG165,        MSP         CIMP −/+    CIMP+:CpG165   88 (35.6%)    OS
[bookmark: _GoBack] (19)                                                                   N=134 ;>=    CpG25,STP27                              methylation
                                                                       65y/o:N=53
		 					
Hopach, Hierarchical ordered partitioning and collapsing hybrid; NR, not reported; MSP, methylation-specific polymerase chain reaction; y/o: years old; PFS, progression-free survival; EFS, events-free survival; OS, overall survival; CIMP, CpG island methylator phenotype; CD-CIMP+, codeleted-CIMP+.
