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Epigenetic analysis for a novel therapeutic target in esophagogastric junction
adenocarcinoma
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Upper-gastrointestinal adenocarcinoma can be classified into 4 distinct
molecular subtypes by NGS, like chromosomal instability CIN , genetically stable GS |,
Epstein-Barr related type (EBV), and microsatellite instable-high (MSI-H). However, this subtyping
is too much complicated, and not easy to be applied for clinical practice, especially in dividing
CIN and GS. This study revealed the patient with LINE-1 hypomethylated tumor (LINE-1 59.0) was
significantly associated with TP53 mutation, Ki-67 index, and worst clinical outcome in 4-yr follow
up. Our data suggest that LINE-1 hypomethylated tumor (LINE-1 59.0) may be adistinct tumor
phenotype, and LINE-1 methylation level can be a useful marker in non-EBV/non-MSI-H EGJ
adenocarcinoma.
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Clinicopathol ogical feature Total No. Q1 Q2 Q3 Q4 (across
subtypes)
Total No. of patierts 319 81 (25%) 79 (25%) 82 (26%) 77 (24%)
Gender 0.073
Female 48 (15%) 5( 6%) 13 (17%) 15 (18%) 15 (19%)
Male 271 (85%) 76 (94%) 66 (83%) 67 (82%) 62 (81%)
Age at surgery (mean £ SD) 64.7+12.4 64.7+12.1 65.7+12.9 66.4+12.1 61.8+12.1 0.074
Body mess index (kg/n) (mean +
SD) 22.743.5 22.743.4 22.9+3.7 22.6+£3.3 22.6£3.5 0.95
*not all cases
Siewert classification 0.16
Typel 52 (16%) 10 (12%) 17 (22%) 14 (17%) 11 (14%)
Typell 223 (70%) 61 (76%) 56 (70%) 57 (70%) 49 (64%)
Typelll 44 (14%) 10 (12%) 6( 8%) 11 (13%) 17 (22%)
Barrett's esophagus 0.22
Absent 224 (70%) 56 (69%) 54 (68%) 53 (65%) 61 (79%)
Present 95 (30%) 25 (31%) 25 (32%) 29 (35%) 16 (21%)
Helicobacter pylori 0.90
*not all cases
Negative 79 (43%) 22 (46%) 20 (44%) 19 (39%) 18 (42%)
Positive 106 (57%) 26 (54%) 25 (56%) 30 (61%) 25 (58%)
pT Stage 0.0203
pTl 69 (22%) 12 (15%) 22 (28%) 23 (28%) 12 (16%)
pT2 47 (15%) 21 (26%) 8(10%) 11 (13%) 7( 9%)
pT3 115 (35%) 28 (34%) 31 (39%) 25 (31%) 31 (40%)
pT4 88 (28%) 20 (25%) 18 (23%) 23 (28%) 27 (35%)
pN Stage 0.39
pPNO 109 (34%) 24 (30%) 28 (35%) 35 (42%) 22 (28%)
pN1 67 (21%) 21 (26%) 14 (18%) 17 (21%) 15 (20%)
pN2 56 (18%) 18 (22%) 15 (19%) 9 (11%) 14 (18%)
PN3 87 (27%) 18 (22%) 22 (28%) 21 (26%) 26 (34%)
M Stage 0.62
MO 267 (84%) 69 (85%) 66 (84%) 71 (87%) 61 (79%)
M1 52 (16%) 12 (15%) 13 (16%) 11 (13%) 16 (21%)
Disease stage 0.19
| 80 (25%) 18 (22%) 24 (30%) 24 (29%) 14 (18%)
I} 36 (11%) 13 (16%) 4( 5%) 13 (16%) 6( 8%)
1l 151 (48%) 38 (47%) 38 (48%) 34 (42%) 41 (53%)
v 52 (16%) 12 (15%) 13 (17%) 11 (13%) 16 (21%)
Lauren classification 0.0006
Intestinal 240 (75%) 69 (85%) 60 (76%) 66 (80%) 45 (58%)
Diffuse 79 (25%) 12 (15%) 19 (24%) 16 (20%) 32 (42%)
Dominant histol 1 of JPN -~ 0.0026
pap 7( 2%) 4 ( 5%) 1( 1%) 2( 2%) v 0
tubl 81 (25%) 21 (26%) 20 (25%) 24 (29%) 16 (21%)
tub2 117 (38%) 29 (35%) 31 (40%) 35 (43%) 22 (29%)
porl 20 ( 6%) 12 (15%) 4( 5%) 0 4( 5%)
por2 68 (21%) 10 (12%) 18 (23%) 12 (15%) 28 (36%)
sig 11( 3%) 2( 3%) 1( 1%) 4( 5%) 4( 5%)
muc 15( 5%) 3( 4%) 4( 5%) 5( 6%) 3( 4%)
PD-L1 tumor proportion score>1 0.48
Absert 285 (97%) 76 (97%) 65 (94%) 74 (99%) 70 (96%)
Present 10( 3%) 2( 3%) 4( 6%) 1( 1%) 3( 4%)
Intratumor CD8 counts (mean +
SD) 244.7£165.8 235.3£166.8 250.8+158.6 223.6x167.0 271.2+£169.5 0.13
*not all cases
Peritumor CD8 counts (mean + 260.9£165.0 269.1£173.6 281.8+168.0 261.6x167.0 232.0£149.4 0.36
TP53 NGS status 2 <0.0001
Mutation 235 (76%) 66 (83%) 67 (87%) 60 (76%) 42 (58%)
WT 73 (24%) 13 (17%) 10 (13%) 19 (24%) 31 (42%)
Ki-67 positivity 0.0005
0-9% 21( 7%) 4( 5%) 1( 1%) 6( 7%) 10 (13%)
10-29% 50 (16%) 10 (12%) 10 (13%) 11 (14%) 19 (25%)
30-49% 91 (28%) 23 (28%) 35 (44%) 15 (18%) 18 (23%)
50-79% 117 (37%) 28 (35%) 25 (32%) 41 (50%) 23 (30%)
80-100% 40 (12%) 16 (20%) 8(10%) 9 (11%) 7( 9%)
HER2 IHC= 3+ and 10% 0.39
Absent 249 (86%) 61 (81%) 63 (86%) 62 (85%) 63 (91%)
Present 41 (14%) 14 (19%) 10 (14%) 11 (15%) 6( 9%)
EGJCIMP3 <0.0001
*not all cases
0 184 (57%) 68 (84%) 46 (58%) 31 (38%) 39 (51%)
1 74 (23%) 10 (12%) 17 (22%) 29 (36%) 18 (23%)
2 42 (13%) 2( 3%) 13 (16%) 13 (16%) 14 (18%)
3 18 ( 7%) 1( 1%) 3( 4%) 8 (10%) 6( 8%)
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