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Imaging and Antitumoral Effect
of a Cyclo-oxygenase 2-specific Replicative Adenovirus
for Small Metastatic Gastric Cancer Lesions.
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Caerulein-induced pancreatitis augments the expression
and phosphorylation of collapsin response mediator protein 4
(BTE - 1B PERE SRR I B3\ T Collapsin Response Mediator 4 DB L ZD ) Y LIZTHET 5)
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Surgical outcomes of lateral pelvic lymph node dissection
in low rectal cancer patients.
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[Objective]

The aim of this study was to clarify the surgical outcomes of lateral pelvic lymph node (LPN) dissection

(LPND) in low rectal cancer patients.
[Methods]

Consecutive 434 low rectal cancer patients, who underwent curative resection with LPND, were enrolled
this study from 1992 to 2012. Patients who treated with preoperative chemoradiotherapy (CRT) and who had
distant metastasis were excluded. LPND was performed for low rectal cancer patients with clinically T3/T4,
and any lymph node status. The risk factors for LPN metastasis, and local recurrence were examined.

[Result]

The study group included 294 men and 140 women. The average age was 61.6 years old. The mean
operative time was 422 minutes and the mean blood loss was 887ml. Low anterior resection was performed
in 231 patients, abdominoperineal resection was 154, total pelvic excision was 33, intersphincteric resection
was 14, and Hartmann's operation was performed only 4 patients. LPN metastasis was occurred in 58
patients (13.7%), and 40.5% of pT4 patients, 23.6% of upward lymph node (UN) metastasis patients had LPN
metastasis. The median follow-up interval was 66 months, and the 5-year relapse-free survival (RFS) and the
5-year cancer specific survival (CSS) rate were 48.7%, 60.6% in patients with LPN metastasis, and 77.8%,
91.9% in patients without LPN metastasis. The local recurrence rate was 8.3% (38 patients). The risk factors
for LPN metastasis were UN metastasis, ¢T4, and tumor located in the anal canal. The risk factors for local
recurrence were LPN metastasis and cT4.

[Conclusions]

The surgical outcomes of rectal cancer surgery with LPND is reasonable due to lower local recurrence
rate. To improve the surgical outcomes, preoperative treatment might be required for UN metastasis, LPN

metastasis, and ¢T4 patients with low rectal cancer.
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Sphingosine-1-phosphate Produced by Sphingosine Kinase 1
and Exported via ABCCI1 Shortens Survival of Mice
and Humans with Breast Cancer.
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[Abstract]

Background : Sphingosine-1-phosphate (S1P), a bioactive sphingolipid mediator that is generated by
sphingosine kinase 1 (SphK1) when it is phosphorylated (pSphK1) inside cells, has been implicated in
regulation of many process important for breast cancer progression. Previously we have shown that S1P is
exported out of human breast cancer cells by ATP-binding cassette (ABC) transporter ABCC1, but not by
ABCBI, both known multidrug resistance proteins that efflux chemotherapeutic agents. However, the
pathological consequences of these events to breast cancer progression and metastasis have not been
elucidated. Here, we report that high expression of ABCCI, but not ABCBI, is associated with poor prognosis
in breast cancer patients via exporting S1P.

Materials and methods : Microarray based gene expression data of 2509 patients associated with their
survival were obtained from METABRIC database. Single gene survival analysis based on expressin of
SphK1, and dual ABCC1 or ABCBI1 and SphK1 survival analyses were perfomerd. For protein analyses,
tissues were obrained from 275 patients with stage 1-3 breast cancers treated in Yokohama City University
Medical Center in Japan between 2006 and 2008. The expression of pSphKl was analyzed by
immunohistochemistry and investigate the relationship with clinicopathological findings. For in vitro and in
vivo experiments, breast cancer cell lines were transfected by ABCB1, ABCC1 or vector transiently or
stably. BALB/c nu/nu mice and BALB/c mice were used for in vivo experiments. SIP was measured by
LC-ESI-MS/MS.
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Results : SphK1 expression significantly associate with worse overall survival (median survival of 124 months
with high SphK1 expression compared to 163 months for patients with low SphK1 expression, p=0.0014).
Although patients with high ABCCI1 expression had only a slightly worse overall survival of 150 months,
those with high levels of both SphK1 and ABCC1 had much worse prognosis with median overall survival of
114 months (p < 0.0068). Such association was not observed with ABCBI expression. The frequency of strong
pSphK1 protein expression was higher in HERZ enrhiched or TNBC than in Luminal. pSphK1 was more
prevalent and increased in a larger tumors and in tumors from patients with lymph node metastases.
Patients with breast cancers that express both pSphK1 and ABCCI1 proteins have significantly shorter
disease free survival. Overexpression of ABCCI, but not ABCBI, in human MCF7 and murine 4T1 cells
enhanced S1P secretion, proliferation and migration of breast cancer cells. Implantation of breast cancer cells
overexpressing ABCCI, but not ABCBI, into the mammary pad markedly enhanced tumor growth,
angiogenesis and lymphangiogenesis with concomitant increases in lymph node and lung metastases as well
as shorter survival of mice. Interestingly, S1P exported via ABCCI from breast cancer cells upregulated
transcription of SphK1 and its own formation.

Conclusions : Our findings suggest that production and export of SIP via ABCCI, but not ABCBI, is
associated with worse overall and disease free survival of breast cancer patients and that S1P axis play a

role in aggressive biology of breast cancer progression and metastasis.
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