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The aim of this study was to clarify the characteristics for endoscopic,
pathological, and molecular biological findings, and genomic alteration, associated with the poor
prognosis pathway in serrated carcinogenesis. We examined the features in initial carcinogenesis
development by early-stage serrated carcinomas (SACs). The results of this study found that
Epithelial serration in the cancerous area indicated aggressive behavior in early-stage SACs, and
Early-stage SACs were classified into three molecularly distinct subtypes with different
clinicopathological and genetic characteristics.
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1 serrated adenocarcinoma(SAC)
2009 1H~2016 1 SAC 40
(A N=17) (B N=23)

TSA (Traditional serrated adenoma) SSA/P (sessile serrated

adenoma/polyp) 4
A B
(27.6 mm vs. 43.1 mm) T1 (71% vs. 13%)
A B (47% vs. 17%) NBI JINET Type 3
(18% vs. O%) V  pit pattern (70% vs. 39%) B A
IV  pit pattern (44% vs. 12%) 4

SSA/P (5/5) TSA  (7/27) (p<0.01)

TSA
(42.6 mm)
SSA/P
(17.2mm)
(18.3mm) (p<0.01) T1 TSA  (11%)
(p<0.01)
2) serrated pathway
2009 1H~2016 1 SAC

DNA 24



(CDX2 HTR2B FRMD6 ZEB1 MSI
) 3  (CCS1: CDX2 positive, HTR2B negative, FRMD6 negative, ZEB1
negative, and MSS/MSI-L, CCS2: MSI-H, and CCS3: CDX2 negative, HTR2B positive,
FRMD6 positive, ZEB1 positive, and MSS/MSI-L)
Next Generation Sequencer 15 (NRAS FOXL2 PIK3CA
PDGFRA KIT EGFR MET RET KRAS AKT1 TP53 ERBB2 BRAF GNA1l GNQ)
SAC 24 CCS1: 14 CCS2: 5

CCS3: 5 serrated adenoma CCS3 5
T1 12 (CCS1 3/14 CCS2 4/5 CCS3 5/5
CCS3  CCSL p=0.0048  Ki67LI CCs3
(83.0+ 5.8%) CCSL (65.4+ 4.0%) (p=0.031)
CCS3 (5/5)  CCS1 (3/14) (p=0.0048) CCS2 (4/5) CCS1
(3/14) (p= 0.038)
20
Variable ocst® ces2® ccss ' povalue
| (avsbyavsc, bvsc)
Sex (male/female) 6/8 | 372 3/2 0.6285, 0.6285, 1.0
Age (years) 726+ 2.6 67.6 +4.4 712+ 4.4 0.1782, 0.3928, 0.7092
Location 5/9 4/1 4/1 0.1409, 0.1409, 1.0
(proximal/distal + rectum)
Size (mm) 43.1£6.0 28.0 £10.1 25.0 + 10.1 0.1254, 0.0847, 0.3613
Depth (Tis/T1) 11/3 Ya 0/5 0.0379, 0.0048, 1.0
Macroscopic type 12/2 372 4/1 0.2722,1.0,1,0
(protruded/superficial)
Ki67 LI (%) 654+ 4.0 68.0+58 83.0+58 0.6307, 0.9847, 0.9468
Epithelial serration 3/11 4/1 5/0 0.0379, 0.0048, 1.0
(present/absent)

We analyzed 24 SACs that were classified into each CCS group
CCS1: CDX2+, HTR2B-, FRMD6-, ZEBI- and MSS/MSI-L, CCS2: MSI-H, CCS3: CDX2-, HTR2B+, FRMD6+, ZEB1+ and MSI-L/MSS

18 BRAF/KRAS 15 CCSs2
CCs1 CCS3
3) SA SA

, KRAS/BRAF
, CCS3 (80.0%) CCS1 (21.4%) (p=0.038)
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