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Epigenetic alterations related to efficacy of neoadjuvant therapy before
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Esophageal squamous cell carcinoma (ESCC) is an aggressive form of cancer.
Surgery and combined therapies, such as chemotherapy, radiotherapy, or synchronous
chemoradiotherapy, have significantly developed in the past several years. To imﬁrove the survival
rate of ESCC, identifying new markers to predict efficacy of preoperative chemotherapy and/or
irradiation is urgently needed. The aim of this study is to identify differences in gene expression
and epigenetic alterations between between responders and non-responders who have received
neocadjuvant chemotherapy or chemoradiotherapy before esophagectomy for ESCC. We performed
integrative transcriptomics by RNA sequencing and methylome sequencing by methyl-DNA
immunoprecipitation (MeDIP) analysis. We found genes whose expression levels were different between
responders and non-responders; however, there was no difference in their DNA methylation levels
between responders and non-responders.



( )
( )
RNA-seq
DNA CpG
(MBD2) (MeDIP)
DNA
( )
( )
(DEG) DNA
(DMR)
( )
MRNA
DNA
Pyrosequence

RNA

PCR

RNA-seq

( )
DNA
Pyrosequence DNA
MeDIP-seq
DNA
( )
PCR
( )
KLK13

Yamada K, Hagiwara T, Inazuka F,
Sezaki T, lgari T, Yokoi C, Nohara
K, Yamashita S, Dohi T, Kawamura
YI. Expression of the
desmosome-related molecule
periplakin is associated with
advanced stage and poor prognosis
of esophageal squamous cell
carcinoma. Translational Cancer
Res 7:79-87 2018

Otsubo T, Yamada K, Hagiwara T,
Oshima K, lida K, Nishikata K,
Toyoda T, lgari T, Nohara K,
Yamashita S, Hattori M, Dohi T,
Kawamura YI. DNA hypermethylation
and silencing of PITX1 correlated
with advanced stage and poor
postoperative prognosis of
esophageal squamouse cell
carcinoma. Oncotarget
8(48):84434-84448 2017

Sasaki A, lde S, Kawamoto Y, Bando
T, Murata Y, Shimura M, Yamada K,
Hirata A, Nokihara K, Hirata T,
Sugiyama H, Maeshima K. Telomere



visualization in tissue sections
using pyrrole- imidazole polyamide
probes. Sci Rep 6:29261 2016

Shiba D, Terayama M, Yamada K,
Hagiwara T, Oyama C, Tamura-Nakano
M, lgari T, Yokoi C, Soma D, Nohara
K, Yamashita S, Dohi T and Kawamura
YIl. Clinicopathological
significance of cystatin A
expression in progression of

esophageal squamous cell carcinoma.

Medicine 97(15):e0357 2018

Nohara K, Yamada K, Yamada L,
Hagiwara T, lgari T, Yokoi C, Soma

D, Yamashita S, Dohi T, Kawamura YI.

Expression of kallikrein-related
peptidase 13 is associated with
poor prognosis in esophageal
squamous cell carcinoma Gen Thorac
Cardiovasc Surg 66(6):351-357
2018

Harada K, Mine S, Yamada K, Shigaki
H, Oya S, Baba H, Watanabe M.
Long-term outcome of esophagectomy
for primary malignant melanoma of
the esophagus: a single-institute
retrospective analysis. Dis
Esophagus 29(4):314-319 2016

Matsumoto A, Watanabe M, Shigaki H,
Okumura Y, Nishida K, Mine S,
Yamada K, Yanaga K, Sano T.
Intussusception causing
postoperative intestinal
obstruction following free jejunum
transfer in adults: two case
reports and review of the
literature. Surg Case Rep 1(1):28
2015

Watanabe M, Mine S, Nishida K,
Yamada K, Shigaki H, Matsumoto A,
Sano T. Salvage Esophagectomy
After Definitive
Chemoradiotherapy for Patients
with Esophageal Squamous Cell
Carcinoma: Who Really Benefits
from this High-Risk Surgery? Ann
Surg Oncol 22(13):4438-4444 2015

Oya S, Mine S, Watanabe M, Yamada K.
Oesophageal cancer with an
aberrant right subclavian artery
accompanied by a thoracic duct
anomaly. Eur Journal Cardiothorac
Surg 48(3):eb5-57 2015

Yamada K and Kawamura Y1 . Expression of

the desmosome-related molecule
periplakin in esophageal squamous cell
carcinoma. 2016 ISDE Singapore, 2016/7
Shiba D, Yamada K, Hagiwara T, Sezaki
T, Inazuka F, Nohara K, Yamada J,
Yamashita S, lgari T, Dohi T, Kawamura
Yl.et al. Integrative analysis of
methylome and transcriptome detected
loss of Rh type C-glycoprotein in
esophageal squamous cell carcinoma.
2016 ISDE Singapore, 2016/7
Sugimoto T, Yamada K, Hagiwara T, Shiba
D, Sezaki T, Inazuka F, Nohara K,
Yamada J, Yamashita S, lgari T, Dohi T,
Kawamura Yl.et al. Cystatin A (CSTA) is
downregulated in esophageal squamous
cell carcinoma in association with
aberrant DNA methylation. 2016 ISDE
Singapore, 2016/7
Sugimoto T, Hagiwara T, Yamada K, Oyama
C, Tamura-Nakano M, Nohara K, Soma D,
Yamashita S, Shiba D, Igari T, Yokoi C,
Dohi T, Kawamura YI. PRS27 is
downregulated in esophageal squamous
cell carcinoma in association with
aberrant DNA hypermethylation. ESDE
2017/12 Munich
Yamada K, Kawamura YI, Hagiwara T,
Inazuka F, Sezaki T, Dohi T, Nohara K,
Soma D, Yamashita S, Edamoto Y, Yano H,
Hashimoto M, Kokudo N. Expression of
the desmosome-related periplakin is
associated with advanced stage of
esophageal squamous cell carcinoma.
OESO 14th World Conference Global
perspectives in Esophageal diseases.
2017/9
Terayama M, Yamada K, Soma D, Kokudo N,
Kawamura YI. Cystatin A (CSTA)
expression relates to
clinic-pathological stages in
esophageal squamous cell carcinoma.
OESO 14th World Conference Global
perspectives in Esophageal diseases.
2017/9
Yamada K, Otsubo T, Hagiwara T, Oshima
K, Iida K, Nishikata K, Toyoda T, lgari
T, Nohara K, Soma D, Kataoka A,
Yamashita S, Hattori M, Dohi T,
Kawamura. YI. DNA hypermethylation of
PITX1 correlated with poor prognosis
of esophageal squamous cell carcinoma.
ESDE European Society for Disease of
the Esophagus. 2017/11




10.

11.

12.

13.

periplakin

116
, 4, 2016.
periplakin
DNA . n
9’ 7 9’
2016.
methylome
transcriptome
RhCG .70 ,
,7 , 2016.
periplakin
. 715
, 10 , 2016.
HOPX
72 2017/7

Kallikrein-Related Peptidase 13

KLK13

JDDW2017 2017/10

2017

2016

2016

2016

o

@

®

*

YAMADA KAZUHIKO

70401081

KAWAMURA 1. YUKI

10392391



