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General Summary

The objective of our research in the Department of Pathology is to morphologically inves-
tigate the causes of disease and to evaluate morphological changes. We used human tissue
samples resected at autopsy and surgery or obtained at biopsy. These samples were exam-
ined with light microscopy, electron microscopy, morphological measurement, immuno-
histochemical staining, and molecular pathological techniques.

Research Activities

Research on the gastrointestinal tract

1. Budding, lymphatic invasion, and venous invasion are known risk factors for lymph-
node metastasis in cases of colorectal cancer with submucosal invasion. We studied the
relations between combinations of budding, lymphatic invasion, and venous invasion and
the presence or absence of lymph-node metastasis in 22 endoscopically resected submu-
cosal cancers for which the presence or absence of lymph-node metastasis was deter-
mined (Katsushika Medical Center, from January 2012 through October 2015). Lymph-
node metastasis was present in 2 of the 22 lesions. The lymph-node metastasis was
associated with the combinations of budding + lymphatic invasion and of budding + lym-
phatic invasion + venous invasion.

2. To evaluate the histopathological characteristics of villous adenomas, 74 lesions with
villous component in part of the adenoma were identified by reviewing colorectal epithe-
lial tumors that were stored at Katsushika Medical Center (2009-2016). Regions of tubu-
lar component were found in all of these lesions. Regions of villous component, tubular
component, and normal glands were manually resected from 1 lesion with villous capil-
laries, and the presence or absence of mutations of the Guanin nucleotide binding protein,
alpha stimulating gene (GNAS) complex locus gene was compared. The results showed
that GNAS mutations can be found in regions of villous component, whereas no mutations
were found in regions of tubular component.

Research on female genital organs

1. In patients with ovarian clear-cell carcinoma associated with underlying endometriosis,
AT-rich interactive domain 1A gene (ARID1) abnormality might be related to both carci-
nogenesis and tumor progression. Interleukin 6 provides control signals for ARID-1, but
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no correlation was found between ARID-1 abnormalities and interleukin 6 expression in
ovarian clear-cell carcinoma.

2. Recent studies have shown that high-grade serous carcinoma (HGSC), usually consid-
ered a primary tumor arising in the ovaries or peritoneum, can be due to the metastasis of
fallopian tube cancer to the ovary or peritoneum and that the organ with the largest mass
is not necessarily the site of the primary tumor. In patients with a clinical diagnosis of
bilateral ovarian cancer, detailed examination of surgical specimens of the fimbriae of the
fallopian tube showed HGSC and contiguous intraepithelial serous adenocarcinoma in the
fimbriae of the fallopian tube. Primary cancer of the fimbriae of the fallopian tube was
diagnosed. In cases of HGSC, the primary lesion can be identified with detailed observa-
tion and examination of the fimbriae of the fallopian tube.

Research on urogenital organs

1. Primary lesions and metastatic lesions of urothelial cancer were immunostained
(human epidermal growth factor receptor [HER2], p53, and Ki-67), and HER2 was eval-
uated with the use of immunohistochemical staining according to the guidelines of the
American Society of Clinical Oncology and the College of American Pathologists. In
patients with 2+ immunohistochemical staining, fluorescence in-situ hybridization was
performed to assess gene amplification. The results showed that 3+ staining was present
in 17% of cases. Gene amplification was found with fluorescence in-situ hybridization in
6 cases with 2+ staining. The rate of positivity for HER2 did not differ significantly
between patients with metastasis and those without metastasis.

2. Continuing from the previous year, we studied the clinical histopathological character-
istics of prostate cancers of the anterior and transition zone and those of the posterior and
marginal zone. Immunostaining for phosphatase and tensin homologue (PTEN) and ser-
ine peptidase inhibitor, Kazal type 1 (SPINK1) was performed to compare expression
levels in each zone. In addition, SPINKI expression was compared between cancers that
were positive or negative for erythroblast transformalion specific related gene (ERG). In
prostate cancers of the anterior and transition zone, the incidence of PTEN loss was sig-
nificantly lower than that in prostate cancers of the posterior and marginal zone. The
expression of SPINK! did not differ significantly. The expression of ERG and that of
SPINK1 were mutually exclusive.

Research on the liver

1. In patients with primary biliary cirrhosis who underwent several biopsies, histological
changes were assessed according to Nakanuma’s classification to investigate whether
such changes correlate with changes in biochemical data. A correlation between clinical
findings (changes in biochemical data) and pathological findings was often seen in
patients in whom changes in pathological findings were inconsistent with clinical data.
Histological evidence of inflammation and chronic nonsuppurative destructive cholangitis
were seen in some patients despite improvements in such variables as alkaline phospha-
tase and y-glutamyl transpeptidase. During the follow-up of patients with primary biliary
cirrhosis both blood chemical testing and liver biopsy should be performed if possible.
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Research on the mammary gland

1. Data on approximately 300 cases of benign and borderline lesions were collected and
computerized. The pathological diagnosis of some intraductal lesions varied from benign
(hyperplasia) to malignant (noninvasive ductal carcinoma), depending on the pathologist.
On immunostaining for actin, p63, and CD10, positive staining at intratubular sites of
hyperplasia (distinctly biphasic) was associated with benign papilloma. However, positive
staining only around the ducts (myoepithelium present) was associated with great varia-
tion in the lesion being diagnosed as benign or malignant.

Molecular pathological research

1. We investigated new responsible genes related to the development and progression of
primary lung cancer. To discover the locations of these genes, microsatellite instability
(MSI) analysis was performed with the polymerase chain reaction and 19 DNA markers
at chromosome 8p to evaluate a total of 306 cases of lung adenocarcinoma, squamous-
cell carcinoma, or neuroendocrine tumor. The incidence of MSI was found to be 20% at
8p23.2, 51% at 8p23.1, 24% at 8p22, and 15% at 8p21. The incidence of MSI was signifi-
cantly higher at 8p23.1 than at other regions. In particular, the incidence of MSI at DNA
marker D8S1819 was high in each histologic type of lung cancer, suggesting that a

responsible gene related to the development of lung cancer is present at 8p23.1.

Publications

Nishikimi K', Kiyokawa T, Tate S', Iwamoto
M', Shozu M' ('Chiba Univ). ARID1A expression
in ovarian clear cell carcinoma with an adenofibro-
matous component. Histopathology. 2015; 67:
866-71.

Lim D', Ip PP’, Cheung AN’, Kiyokawa T, Oliva
E°® (‘Natl Univ Hith System, “Univ Hong Kong,
*Massachusetts Gen Hosp). Immunohistochem-
ical comparison of ovarian and uterine endometri-
oid carcinoma, endometrioid carcinoma with clear
cell change, and clear cell carcinoma. Am J Surg
Pathol. 2015; 39: 1061-9.

Karamurzin YS', Kiyokawa T, Parkash V*, Jot-
wani AR’, Patel P°, Pike MC’, Soslow RA,
Park KJ* ('North Western State Med Univ,
’Yale Sch Med, *Memorial Sloan Kettering
Cancer Ctr, ‘Weill Cornell Med Coll). Gastric-
type endocervical adenocarcinoma: an aggressive
tumor with unusual metastatic patterns and poor
prognosis. Am J Surg Pathol. 2015; 39: 1449-57.
Iwamoto M', Nakatani Y', Fugo K', Kishimoto
T', Kiyokawa T (‘Chiba Univ). Napsin A is fre-
quently expressed in clear cell carcinoma of the
ovary and endometrium. Hum Pathol. 2015; 46:
957-62.

Gao Z', Hiroshima K, Wu X', Zhang J', Shao
D’, Shao H', Yang H', Yusa T', Kiyokawa T,
Kobayashi M, Shinohara Y°, Roe O°, Zhang
X', Morinaga K® ('Yuyao People’s Hosp, “Tokyo
Women’s Med Univ, *Yuyao Ctr Dis Control
Prevent, ‘Chiba Rosai Hosp, *Natl Inst Occup

Safety Hith, ‘NTNU, Nord-Trondelag Hosp
Trust, Aalborg Univ Hosp, 'Zhejiang Acad
Med Sci, *Environm Restoration Conservation
Agency Jpn). Asbestos textile production linked
to malignant peritoneal and pleural mesothelioma
in women: Analysis of 28 cases in Southeast
China. Am J Ind Med. 2015; 58: 1040-9.

Kato K'?, Nishikimi K', Tate S', Kiyokawa T,
Shozu M' (‘Chiba Univ, *Cancer Inst Hosp).
Histopathologic tumor spreading in primary ovar-
ian cancer with modified posterior exentera-
tion. World J Surg Oncol. 2015; 13: 230.
Motohashi M', Wempe MF’, Mutou T, Taka-
hashi H, Kansaku N', Ikegami M, Inomata T,
Asari M', Wakui S' (‘Azabu Univ, *Univ Colo-
rado, *SRICC). Male rats exposed in utero to di(n-
butyl) phthalate: Age-related changes in Leydig
cell smooth endoplasmic reticulum and testicular
testosterone-biosynthesis enzymes/pro-
teins. Reprod Toxicol. 2016; 59: 139-46.

Saito S, Tajiri H, lkegami M. Endoscopic fea-
tures of submucosal deeply invasive colorectal
cancer with NBI characteristics: S Saito et al.
Endoscopic images of early colorectal cancer. Clin
J Gastroenterol. 2015; 8: 353-9.

Saito S, Tajiri H, lkegami M. Serrated polyps of
the colon and rectum: Endoscopic features includ-
ing image enhanced endoscopy. World J Gastro-
intest Endosc. 2015; 7: 860-71.

Goda K, Dobashi A, Yoshimura N, Kato M,
Aihara H, Sumiyama K, Toyoizumi H, Kato T,



Research Activities 2015 The Jikei University School of Medicine

lkegami M, Tajiri H. Narrow-band imaging mag-
nifying endoscopy versus lugol chromoendoscopy
with pink-color sign assessment in the diagnosis
of superficial esophageal squamous neoplasms: a
randomised noninferiority trial. Gastroenterol Res
Pract. 2015; 2015: 639462.

Akiyama M, Yamaoka M, Mikami-Terao Y,
Yokoi K, Inoue T, Hiramatsu T, Ashizuka S,
Yoshizawa J, Katagi H, lkegami M, Ida H,
Nakazawa A', Okita H’, Matsumoto K* (‘Natl
Ctr Child Hith Develop, *Natl Res Inst Child
HIth Develop). Paraneoplastic syndrome of angi-
omatoid fibrous histiocytoma may be caused by
EWSR1-CREB1 fusion-induced excessive inter-
leukin-6 production. J Pediatr Hematol Oncol.
2015; 37: 554-9.

Kashiwagi Y, Nagoshi T, Yoshino T, Tanaka
TD, Ito K, Harada T, Takahashi H, lkegami M,
Anzawa R, Yoshimura M. Expression of SGLT1
in human hearts and impairment of cardiac glu-
cose uptake by phlorizin during ischemia-reperfu-
sion injury in mice. PLoS One. 2015; 10:
e0130605.

Umezawa T', Umemori M', Horiguchi A,
Nomura K, Takahashi H, Yamada K, Ochiai K,
Okamoto A, lkegami M, Sawabe M' (‘Tokyo
Med Dent Univ). Cytological variations and typi-
cal diagnostic features of endocervical adenocarci-
noma in situ: a retrospective study of 74
cases. Cytojournal. 2015; 12: 8.

Suzuki T, Suwa K, Ogawa M, Eto K, Kawa-
hara H, Fujita T, lkegami M, Yanaga K. Adju-
vant chemotherapy for the perineural invasion of
colorectal cancer. J Surg Res. 2015; 199: 84-9.
Mafune A, Hama T, Suda T, Suzuki Y (Int Univ
Hith Welfare), Ikegami M, Sakanashi C, Imai S,
Nakashima A, Yokoo T, Wada K, Kojima H,
Urashima M. Homozygous deletions of UGT2B17
modifies effects of smoking on TP53-mutations
and relapse of head and neck carcinoma. BMC
Cancer. 2015; 15: 205.

Wakui S', Motohashi M', Inomata T, Ichihara
N', Mutou T, Takahashi H, lkegami M, Asari
M' (‘Azabu Univ, *SRICC). Three-dimensional
reconstruction of deferent ducts papillae in uro-
genital duct system of the male rat. Prostate.
2015; 75: 646-52.

Motohashi M', Wakui S', Takahashi H, Yoshida
A, Mutou T, Ikegami M, Asari M', Inomata T'
(‘Azabu Univ, *Drug Safety Testing Ctr). Ade-
nocarcinoma of the ampullary glands of the ductus
deferens in a Sprague-Dawley rat. Toxicol Pathol.
2015; 43: 593-9.

Kawaguchi K', Kawanishi K', Sato M', Ita-
bashi M', Fujii A', Kanetsuna Y, Huchinoue S',
Ohashi R’, Koike J°, Honda K', Nagashima Y',
Nitta K' ('Tokyo Women’s Med Univ, *Nippon
Med Sch, *Kawasaki Municipal Tama Hosp).
Atypical hemolytic uremic syndrome diagnosed
four years after ABO-incompatible kidney trans-
plantation. Nephrology (Carlton). 2015; 20 Suppl
2:61-5.

Hojo S, Kawahara H, Watanabe K, Tomoda M,

27

Akiba T, Kanetsuna Y, Yanaga K. Usefulness of
laparoscopeic surgery for acute abdomen resulting
from non-occlusive meseteric ischemia. Jikeikai
Medical Journal. 2015; 62: 59-61.

Numata T, Araya J, Mikami J, Hara H, Harada
T, Takahashi H, Nakayama K, Kuwano K. A
case of pulmonary lymphangioleiomyomatosis
complicated with uterine and retroperitoneal
tumors. Respir Med Case Rep. 2015; 15: 71-6.
Tomoda M, Kawahara H, Watanabe K, Akiba
T, Kanetsuna Y, Yanaga K. An unusual cause of
colonic perforation in ulcerative colitis accompany-
ing with fissuring ulcer. Jikeikai Medical Journal.
2015; 62: 95-8.

Hano H, Takasaki S, Endo Y', Harada T,
Komine K, Koike Y'? (‘Fuji City General Hosp,
’Itabashi Chuo Med Ctr). Histological reassess-
ment of the role of bridging fibrosis in the angioar-
chitectural features associated with lobular distor-
tion of the liver in chronic viral hepatitis. Hepatol
Res. 2016; 46: E70-8.

Komita H, Koido S, hayashi K, Kan S, Ito M,
Kamata Y, Suzuki M, Homma S. Expression of
immune checkpoint molecules of T cell immuno-
globulin and mucin protein 3/galectin-9 for NK cell
suppression in human gastrointestinal stromal
tumors. Oncol Rep. 2015; 34: 2099-105.
Yamaguchi N, Mimoto R, Yanaihara N,
Imawari Y, Hirooka S, Okamoto A, Yoshida K.
DYRK2 regulates epithelial-mesenchymal-transi-
tion and chemosensitivity through Snail degrada-
tion in ovarian serous adenocarcinoma. Tumor
Bio. 2015; 36: 5913-23.

Kobayashi M, Sumiyama K, Ban Y, Dobashi A,
Ohya TR, Aizawa D, Hirooka S, Nakajima K
(Osaka Univ), Tajiri H. Closure of iatrogenic large
mucosal and full-thickness defects of the stomach
with endoscopic interrupted sutures in in vivo por-
cine models: are they durable enough? BMC
Gastroenterol. 2015; 15: 5.

Yamakawa H, Yoshida M, Yamada M,
Ishikawa T, Takagi M, Katagi H, Yoshida J,
Kosuga T, Kuwano K. Pulmonary tumor throm-
botic microangiopathy associated with urothelial
carcinoma of the urinary bladder: antemortem
diagnosis by pulmonary microvascular cytol-
ogy. Clin Case Rep. 2015; 3: 735-9.

Yamakawa H, Yoshida M, Yabe M, Baba E,
Ishikawa T, Takagi M, Katagi H, Kuwano K.
Useful strategy of pulmonary microvascular cytol-
ogy in the early diagnosis of intravascular large
B-cell lymphoma in a patient with hypoxemia: a
case report and literature review. Intern Med.
2015; 54: 1403-6.

Sasaki H, Kido M, Miki K, Aoki M, Takahashi
H, Dokiya T(Saitama Med Univ), Yamanaka H
(Kurosawa Hosp), Fukushima M (Translational
Res Informatics Ctr), Egawa S. Results of cen-
tral pathology review of prostatic biopsies in a con-
temporary series from a phase Ill, multicenter, ran-
domized controlled trial (SHIPO804). Pathol Int.
2015; 65: 177-82.



	RA2015-0_Part24
	RA2015-0_Part25
	RA2015-0_Part26
	RA2015-0_Part27

		2017-09-25T16:54:00+0900
	東京慈恵会医科大学




