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3A 479 384 788 759 71.2 66.2 117.1 130.9
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(FHE4) Yugo Maeda
(t3## %) Shumpei Onishi, Fumiyuki Yamasaki, Takeshi Takayasu, Ushio Yonezawa, Akira
Taguchi, Nobutaka Horie
(& %) Secondary meningioma after cranial irradiation: case series and comprehensive
literature review
(MtEE%4) Japanese Journal of Clinical Oncology ~ Volume 53, Issue 3 212-220, 2023

(F#&%) Y. Matsuda

(H:##4) Y. Otani, T. Yasuhara, et al.

(& %) A Case of Radiation-Induced Osteosarcoma with RB1 Gene Alteration Treated by
Skull Base Surgery and Craniofacial Reconstruction.

(HERES) Acta Med Okayama  Vol. 77 : 85-90, 2023

(F# ) Y. Matsuda

(H:##4) M. Hiramatsu, K.Sugiu, et.al.

(& #4) Transvenous embolization of the direct carotid-cavernous fistula via the pterygoid
plexus: illustrative case

(Mt5E44) J Neurosurg Case Lessons  Vol. 5 @ 1-5, 2023
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(FE%) Ishikawa A

(JL[FFE#E4) Fujii H, Fukui T, Kido A, Katsuya N, Sentani K, Kuraoka K, Tazuma S, Sudo T,
Serikawa M, Oka S, Oue N.

(Gi(%4) Expression of kinesin family member C1 in pancreatic ductal adenocarcinoma affects
tumor progression and stemness.

(ME3E%) Pathol Res Pract 241: 154277, 2023

(# §) Pancreatic ductal adenocarcinoma (PDAC) is an aggressive cancer and the third
leading cause of cancer-related deaths. Therefore, there is an urgent need for a novel molecular
target for the treatment of PDAC. Kinesin family member C1 (KIFC1) belongs to the kinesin
superfamily proteins and has been reported to be involved in the pathogenesis of a wide variety
of carcinomas. However, the role of KIFC1 in PDAC remains unknown. This study aimed to
analyze the expression and biological function of KIFC1 in PDAC. Immunohistochemically, KIFC1
was found in 37 of 81 PDAC cases (46%). A high expression of KIFC1 was significantly related
to tumor size (p = 0.023) and poor overall survival (p = 0.011). Univariate and multivariate
analysis indicated that KIFC1 expression was a prognostic factor in PDAC cases. As for cancer
stem cell markers, KIFC1 expression tended to co-express significantly with CD44 (p <0.01). The
growth and spheroid colony formation of KIFC1 small interfering RNA (siRNA)-transfected PDAC
cells were significantly lower than those of negative control siRNA-transfected cells. Therefore,
our findings suggest that KIFC1 is an independent prognostic factor in PDAC and may represent
a new promising therapeutic target in PDAC.



(F#&%) Ishikawa A

(JL[A## %) Uraoka N, Shibata J, Nobuhiro R, Kobayashi G, Saito Y, Nose H, Oue N.

(F@3%4) A Case of Bilateral Synchronous Paratesticular Leiomyoma.

(iEsE%4) Case Rep Oncol 16: 82-87, 2023

(# B) Bilateral synchronous paratesticular leiomyoma (BSPL) is a rare tumor that
originates from smooth muscle cells in the paratesticular region. Four BSPL cases have been
reported sporadically, starting with the 1991 report by Aus and Boiesen. Herein, we report the
case of a 60-year-old male with a bilateral scrotal mass with a maximum size of 7.5 cm.
Histological examination revealed oval to spindle-shaped tumor cells with a fascicular growth
pattern. Immunohistochemically, the tumor cells were positive for a-smooth muscle actin. The
pathological diagnosis was a leiomyoma. Based on the simultaneous bilateral nature of the
disease, BSPL was diagnosed. In conclusion, we encountered a rare case of BSPL, and our report
may contribute to the understanding of this disease.

(FE#H %) Takigawa H

LR E ) Yuge R, Miyamoto R, Otani R, Kadota H, Hiyama Y, Hayashi R, Urabe Y, Sentani
K, Oue N, Kitadai Y, Oka S, Tanaka S.

(is¢44) Comprehensive Analysis of Gene Expression Profiling to Explore Predictive Markers
for Eradication Therapy Efficacy against Helicobacter pylori-Negative Gastric MALT Lymphoma.

CHtzE4) Cancers (Basel) 15: 1206, 2023

(# H) Although radiotherapy is the standard treatment for Helicobacter pylori
(Hp)-negative gastric mucosa-associated lymphoid tissue (MALT) lymphoma, eradication
therapy using antibiotics and an acid secretion suppressor can sometimes induce complete
remission. We explored predictive markers for the response to eradication therapy for gastric
MALT lymphoma that were negative for both API2-MALT1 and Hp infection using
comprehensive RNA sequence analysis. Among 164 gastric MALT lymphoma patients who
underwent eradication therapy as primary treatment, 36 were negative for both the
API2-MALT1 fusion gene and Hp infection. Based on eradication therapy efficacy, two groups
were established: complete response (CR) and no change (NC). The Kyoto Encyclopedia of Genes
and Genomes pathway analysis showed that cancer-related genes and infection-related genes
were highly expressed in the NC and CR groups, respectively. Based on this finding and
transcription factor, gene ontology enrichment, and protein-protein interaction analyses, we
selected 16 candidate genes for predicting eradication therapy efficacy. Real-time PCR
validation in 36 Hp-negative patients showed significantly higher expression of olfactomedin-4
(OLFM4) and the Nanog homeobox (NANOG) in the CR and NC groups, respectively. OLFM4 and
NANOG could be positive and negative predictive markers, respectively, for eradication therapy
efficacy against gastric MALT lymphoma that is negative for both API2-MALT1 and Hp infection.

(#F#%) OtaniR

(LR E %) Takigawa H, Yuge R, Shimizu D, Ariyoshi M, Miyamoto R, Kadota H, Hiyama Y,
Hayashi R, Urabe Y, Ishikawa A, Oue N, Kitadai Y, Oka S, Tanaka S.

(Gis<$) The Anti-Tumor Effect of the Newly Developed LAT1 Inhibitor JPH203 in Colorectal
Carcinoma, According to a Comprehensive Analysis.



CHtzE44) Cancers (Basel) 15: 1383, 2023

(# B) A novel large neutral amino acid transporter 1 (LAT1)-specific inhibitor, JPH203, is
expected to cause cancer-specific starvation and possess anti-tumor effects; however, its
anti-tumor mechanism for colorectal cancer (CRC) remains unclear. We analyzed LAT family
gene expressions in public databases using UCSC Xena and evaluated LAT1 protein expression
using immunohistochemistry in 154 cases of surgically resected CRC. We also evaluated mRNA
expression using polymerase chain reaction in 10 CRC cell lines. Furthermore, JPH203
treatment experiments were conducted in vitro and in vivo using an allogeneic
immune-responsive mouse model with abundant stroma created via the orthotopic
transplantation of the mouse-derived CRC cell line CT26 and mesenchymal stem cells. The
treatment experiments were followed by comprehensive gene expression analyses with RNA
sequencing. Database analyses and immunohistochemistry research on clinical specimens
revealed that LAT1 expression was cancer-dominant, and its increase was accompanied by
tumor progression. In vitro, JPH203 was effective in an LAT1 expression-dependent manner. In
vivo, JPH203 treatment considerably reduced tumor size and metastasis, and RNA
sequencing-based pathway analysis showed that not only tumor growth and amino acid
metabolism pathways, but also stromal activation-related pathways were suppressed. The
results of the RNA sequencing were validated in the clinical specimens, as well as both in vitro
and in vivo. LAT1 expression in CRC plays an important role in tumor progression. JPH203 may
inhibit the progression of CRC and tumor stromal activity.

(F#%) Kobayashi G

(L[ #E %) Hayashi T, Sentani K, Uraoka N, Shibata J, Nobuhiro R, Saito Y, Ishida K, Kaneko
Y, Ikeda K, Hanamoto M, Nose H, Arihiro K, Hinata N, Oue N.

(FWZ%) Dual immunocytochemical staining of annexin A10 and p53 in low-grade and
papillary urothelial carcinoma contributes to improvement of diagnostic accuracy in urine
cytology.

(ERE%4) Cancer Cytopathol 131: 548-560, 2023

(# B) Background: Urothelial carcinoma (UC) is a common type of human cancer and,
although urine cytology is a useful method for identifying high-grade UC (HGUC), its ability to
diagnose low-grade UC (LGUC) is limited. The authors previously reported that annexin A10
(ANXA10) expression was strongly linked to both papillary and early stage LGUC and was
inversely correlated with p53 expression in upper tract UC (UTUC) and bladder UC. However, it
remains largely unknown whether ANXA10 is useful as a diagnostic marker for urine cytology.
Methods: In this study, the authors used 104 biopsy and 314 urine cytology samples to
investigate the efficacy of ANXA10 and p53 expression by immunohistochemistry and
immunocytochemistry. Results: In immunohistochemistry analysis, expression levels of ANXA10
and p53 were either weak or absent in noncancerous tissues, whereas ANXA10 overexpression
was observed patients with LGUC, and strong expression of p53 was identified in patients with
HGUC. In immunocytochemistry analysis, sensitivity was not good for the detection of UC,
especially UTUC, by cytology alone, but it was improved by combining cytology with ANXA10
and p53 to detect both bladder UC and UTUC. Receiver operating characteristic curve analysis
also confirmed the diagnostic superiority of cytology combining ANXA10 and p53 for the



detection of all UCs, including both HGUC and LGUC (area under the curve, 0.84). Conclusions:
To the authors' knowledge, this is the first report that the combination of ANXA10 and p53 has
potential application as a diagnostic immunomarker for improving the diagnostic accuracy of
urine cytology.

(3 #%) Kobayashi G

(JL[F##E %) Hayashi T, Sentani K, Uraoka N, Fukui T, Kido A, Katsuya N, Ishikawa A, Babasaki
T, Sekino Y, Nose H, Hinata N, Oue N.

(¢4 Clinicopathological significance of TUBB3 in upper tract urothelial carcinoma and
possible application in urine cytology.

(MEz542) Pathol Int 73: 444-455, 2023

(# J) BII-Tubulin, encoded by the TUBB3 gene, is a microtubule protein. We previously
reported that TUBB3 is overexpressed in renal cell carcinoma. We investigated the
clinicopathological significance of TUBB3 in upper tract urothelial carcinoma (UTUC) by
immunohistochemistry. In normal tissue, TUBB3 expression was weak or absent. In contrast,
TUBB3 overexpression was observed in urothelial carcinoma (UC) tissues in 51 (49%) of 103
UTUC cases. TUBB3 overexpression was associated with nodular/flat morphology, high-grade
disease, high T stage, and a poor prognosis. Similar results were obtained in The Cancer Genome
Atlas bladder cancer cohort. TUBB3 expression was also associated with high Ki-67 labeling
index, CD44v9, HER2, EGFR, and p53 expression in UTUC. Among representative cancer-related
molecules, TUBB3 was an independent predictor of progression-free survival and high-grade
UC. Finally, using wurine cytology samples, we analyzed TUBB3 expression by
immunocytochemistry. TUBB3 expression was more frequently found in UC cells than in
nonneoplastic cells. The diagnostic accuracy of urine cytology was improved when combined
with TUBB3 immunostaining. The findings suggest the importance of TUBB3 in tumor
progression and its potential application as a biomarker for high-grade disease and the
prognosis of UC. Moreover, combination with TUBB3 immunostaining might improve the
diagnostic accuracy of urine cytology.

(F#H4%) Abuduwaili M

(QL[F#F#E %) Takigawa H, Yuge R, Teshima H, Kotachi T, Urabe Y, Ito M, Sentani K, Oue N, Oka
S, Kitadai Y, Tanaka S.

(G4 No significant association between non-Helicobacter pylori Helicobacter infection
with gastritis-related indices and gastric cancer.

(ME3542) Am J Med Sci 366: 421-429, 2023

(# B ackground: Non-Helicobacter pylori Helicobacter (NHPH) has recently been linked
to various gastric diseases. However, the relationship between NHPH infection and gastric
cancer remains controversial. This study aimed to identify the effect of NHPH infection on
gastritis and gastric cancer development. Materials and methods: Formalin-fixed
paraffin-embedded tissues were obtained from 73 patients with gastric cancer, of whom 21
cases were Helicobacter pylori (Hp) current infection, 37 cases were Hp previous infection, and
15 cases were Hp naive infection, and were screened for NPHPs using polymerase chain
reaction. The results were compared with NHPH infection rates in the patients with
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gastritis-related diseases reported in the previous study. We evaluated the association of NHPH
infection with gastritis and clinicopathological features of gastric cancer. Results: NHPH
infection rates were 4/21 (19%) in "Hp current" patients, 4/37 (11%) in "Hp previous" infection
patients, and 1/15 (7%) in "Hp naive" patients, showing no significant difference in infection
rates based on Hp infection status. NHPH infection rates in gastric cancer patients were similar
to those in the patients with gastritis-related diseases reported in the previous study. A
comparison of NHPH-positive and negative patients showed no significant differences in
atrophic gastritis status, serum gastritis markers, or clinicopathological characteristics of gastric
cancer, such as localization, size, gross type, differentiation, or depth. Conclusions: The
association between gastric cancer and NHPH infection would have important implications for
gastric cancer prevention, diagnostics, and treatment, however, no significant association was
found in this particular population.

(F#&%) Kobayashi G
(AR #4%) Hayashi T, Sentani K, Uraoka N, Fukui T, Kido A, Katsuya N, Ishikawa A, Babasaki
T, Sekino Y, Nose H, Arihiro K, Hinata N, Oue N.

(%) MCM4 expression is associated with high-grade histology, tumor progression and
poor prognosis in urothelial carcinoma.

(E5E%) Diagn Pathol 18: 106, 2023

(# H) Background: We previously reported Minichromosome maintenance 4 (MCM4)
overexpression in gastric cancer. However, the clinicopathological significance of MCM4 in
urothelial carcinoma (UC) has not been investigated. To clarify the clinicopathological
significance of MCM4 in UC, we investigated MCM4 expression with immunohistochemistry
(IHC). Methods: We analyzed the expression and distribution of MCM4 in 124 upper tract
urothelial carcinoma (UTUC) samples by IHC. Additionally, using 108 urine samples, we
analyzed MCM4 Immunocytochemistry (ICC) expression in urine cytology. Results: In normal
urothelium, MCM4 expression was weak or absent. Meanwhile, the strong nuclear expression of
MCM4 was observed in UTUC tissues, and it was detected in 77 (62%) of a total of 124 UTUC
cases. MCM4-positive UTUC cases were associated with nodular/flat morphology, high grade,
high T stage, and poor prognosis. Moreover, MCM4 expression was significantly higher in the
invasive front than in the tumor surface. Similar results were also obtained in TCGA bladder
cancer cohort. Additionally, MCM4 expression was associated with high expression of Ki-67,
HERZ2, EGFR, and p53 in UTUC. Among representative cancer-related molecules, MCM4 had an
independent predictive value for progression-free survival and high-grade UC. ICC for MCM4
was also performed on urine cytology slides and showed that the nuclear expression of MCM4
was more frequently found in UC cells than in non-neoplastic cells. The diagnostic accuracy of
urine cytology was improved by combining MCM4 immunostaining with cytology. Conclusion:
These results suggest that MCM4 might be a useful predictive biomarker for high-grade
histology, tumor progression and poor prognosis in UC. Moreover, ICC for MCM4 might be
helpful for UC detection as additional markers in the cytomorphology-based diagnosis.
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(F#%) KohadaY

(LR #E %) Hayashi T, Takemoto K, Miyamoto S, Babasaki T, Kobatake K, Kitano H, Ikeda K,
Goto K, Hieda K, Honda Y, Sentani K, Oue N, Awai K, Hinata N.

(Gfix#4) The Efficacy of Neoadjuvant Gemcitabine and Cisplatin Chemotherapy for cT3NOMO
Upper Tract Urothelial Carcinoma: The Impact of Tumor Location.

(GiEsE%4) Urol J in press.

(# §) Purpose: Upper tract urothelial carcinoma (UTUC) can be divided into renal pelvis
tumor (RPT) and ureteral tumor (UT) based on the tumor origin. This study aimed to evaluate
the efficacy of neoadjuvant chemotherapy with gemcitabine and cisplatin (NAC-GC) in terms of
the pathological outcomes and oncological prognoses in patients with UTUC. We also compared
its efficacy between RPT and UT. Materials and methods: Patients who underwent radical
nephroureterectomy for clinical T (cT)3NOMO UTUC between 1999 and 2021 were included.
Patients who underwent NAC-GC and those who did not were included in the NAC-GC and
non-NAC-GC groups, respectively. Based on the tumor origin, we divided patients with UTUC into
RPT and UT groups. Oncological prognosis was assessed using progression-free survival (PFS)
and overall survival. Results: Of 44 patients, 20 (45.5%) and 24 (54.5%) patients were in the
NAC-GC and non-NAC-GC groups, respectively. The NAC-GC group had significantly lower
pathological T stage and negative lymphovascular invasion (LVI), and a better PES (p < .05)
compared to those in the non-NAC-GC group. Among patients with RPT, the NAC-GC group had
significantly negative LVI and better PFS than the non-NAC-GC group (p < .05). In contrast, in
patients with UT, the NAC-GC group had no significant difference in pathological outcomes, and
no significant difference in oncological prognosis was observed between the NAC-GC and
non-NAC-GC groups. Conclusion: NAC-GC improves both pathological outcomes and oncological
prognosis in patients with cT3NOMO UTUC. With regard to tumor location, RPT has better
pathological outcomes and oncological prognoses than UT.

(F#H%4) Ishikawa A

(GL[F#F#E %) Yasumatsu R, Fukui T, Kido A, Katsuya N, Sentani K, Kuraoka K, Oue N, Suzuki T,
Oka S, Kotachi T, Tanabe K, Ohdan H, Ashktorab H, Smoot D, Yasui W.

GiX%) inesin family member B18 is related to gastric mucin phenotype and contributes to
gastric cancer progression by regulating epithelial-mesenchymal transition.

(GiEsE%4) Oncology In press.

(# 5) Introduction: Gastric cancer (GC) remains a common health concern worldwide and
is the third leading cause of death in Japan. It can be broadly classified into gastric and intestinal
mucin phenotypes using immunohistochemistry. We previously reported numerous
associations of kinesin family member (KIF) genes and mucin phenotypes with GC. However, no
previous studies have reported on the importance of KIF18B in GC using immunostaining. Thus,
in this study, we investigated the expression and functions of KIF18B, which is highly expressed
in gastric mucin phenotype GC. Methods: We performed RNA-seq of gastric and intestinal mucin
type GCs, and clinicopathological studies of the KIF18B we found were performed using 96
gastric cancer cases. We also performed functional analysis using GC-derived cell lines. Result:
RNA-seq showed the upregulation of matrisome-associated genes in gastric mucin-phenotype
GC and a high expression of KIF18B. KIF18B was detected in 52 of the 96 GC cases (54%)
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through immunohistochemistry. Low KIF18B expression was significantly associated with poor
overall survival (P < 0.01). Other molecules that were significantly associated with KIF18B were
MUCS5AC and claudin 18; these were also significantly associated with the gastric mucin
phenotype. KIF18B small interfering RNA (siRNA)-transfected GC cells showed greater growth
and spheroid colony formation than the negative control siRNA-transfected cells. Furthermore,
expression of snail family transcriptional repressor 1 and cadherin 2 was significantly increased
and that of cadherin 1 was significantly decreased in KIF18B siRNA-transfected GC cells.
Discussion/conclusion: These findings not only suggest that KIF18B may be a useful prognostic
marker, but also provide insight into the pathogenesis of the GC phenotype.

(#F#%) Kido A

(JL[F##4) Ishikawa A, Fukui T, Katsuya N, Kuraoka K, Sentani K, Tazuma S, Sudo T,
Serikawa M, Oka S, Oue N, Yasui W.

(¢4 1Q motif containing GTPase activating protein 3 is associated with cancer stemness
and survival in pancreatic ductal adenocarcinoma.

(MEiE4) Pathobiology in press.

(# §) Introduction: Pancreatic ductal adenocarcinoma (PDAC) is one of the most lethal
types of malignancy, with poor prognosis and rising incidence. IQ motif-containing
GTPase-activating protein 3 (IQGAP3) is a member of the IQGAPs family of scaffolding proteins
that govern multiple cellular activities like cytoskeletal remodeling and cellular signal
transduction. This study aimed to analyze the expression and biological function of IQGAP3 in
PDAC. Methods: We analyzed IQGAP3 expression in 81 PDAC samples by immunohistochemistry.
RNA interference was used to inhibit IQGAP3 expression in PDAC cell lines. Results:
Immunohistochemical analysis of IQGAP3 showed that 54.3% of PDACs were positive for
cytoplasmic expression of IQGAP3, with no expression found in non-neoplastic tissue.
Furthermore, IQGAP3 expression was an independent poor prognostic factor in our
immunostaining-based studies and analyses of public databases. Our cohort and The Cancer
Genome Atlas database indicated that IQGAP3 is co-localized with kinesin family member C1
(KIFC1), which we previously reported as a cancer stem cell-associated protein. [QGAP3 siRNA
treatment decreased PDAC cell proliferation and spheroid colony formation via ERK and AKT
pathways. Discussion/conclusion: These results suggest that IQGAP3, a transmembrane protein,
is involved in survival and stemness and may be a promising new therapeutic target for PDAC.
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