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Research Activities

Alimentary tract
1. Examination of new biomarkers to assess disease activity in inflammatory bowel dis-
ease
1) Prostaglandin E-major urinary metabolite as a reliable surrogate marker for mucosal 
inflammation in ulcerative colitis
We evaluated whether prostaglandin E-major urinary metabolite (PGE-MUM) can be 
used as a biomarker for ulcerative colitis. Areas under the receiver operating characteris-
tic curves of the simple clinical colitis activity index, Mayo endoscopic scoring, and 
Matts’ grading (histologic activity) for PEG-MUM were each higher than for C-reactive 
protein.
The main advantage of PGE-MUM appears to be differentiation of colonoscopic or histo-
logic remission from active disease in ulcerative colitis. On the other hand, this maker of 
patients with ulcerative colitis in remission was lower compared to healthy volunteers. 
Compared with the C-reactive protein level, the PGE-MUM level demonstrated better 
sensitivity for reflecting ulcerative colitis activity, especially in cases of histologic inflam-
mation, and thus seems to be a better evaluator of mucosal healing.
2) The clinical benefit of procalcitonin to assess disease activity and severity in inflamma-
tory bowel disease
Levels of procalcitonin are relevant to immunologic responses that contribute to systemic 
inflammation responses and septic shock. Procalcitonin demonstrates the activity of 
chronic inflammatory and autoimmune diseases, such as Wegener’s granulomatosis. 
Herein, we hypothesized that the serum procalcitonin level is helpful for predicting the 
disease activity of inflammatory bowel diseases: Crohn’s disease, ulcerative colitis, or 
intestinal Behcet’s disease. The serum procalcitonin levels were correlated to the activity 
of Crohn’s disease and intestinal Behcet’s disease but not ulcerative colitis. These levels 
were helpful to distinguish cases of Crohn’s disease that are severely active to fulminant 
from cases that are mildly to moderately active and may serve as a new serological 
marker of disease activity, as does C-reactive protein.
2. The development of treatment with a phototherapeutic effect based on fluorescence 
molecular imaging
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We have developed a method for boosting cancer theranostics utilizing near-infrared light 
and monoclonal antibody-photoabsorber conjugates, both specific for human epidermal 
growth factor receptor 2.
3. A genetic factor associated with drug-induced leukopenia in Japanese patients with 
inflammatory bowel disease
The 94C>A mutation of the inosine triphosphate gene (ITPA) and genetic factors have 
been suggested to be involved in the onset of thiopurine-induced leukopenia in Japanese 
patients with inflammatory bowel disease. 
4. The investigation of efficacy and adherence to an omega-3 diet for remission mainte-
nance in patients with inflammatory bowel disease
The intake of omega-3 polyunsaturated fatty acids and the subsequent associated efficacy 
for the maintenance of remission may be achieved by understanding the importance of 
omega-3 diet therapy.
5. Clinical features of patients with early colonic cancer treated with endoscopic submu-
cosal dissection
We evaluated the clinical features of patients with early colonic cancer treated with endo-
scopic submucosal dissection.

Liver
1. The development of targeting therapy for cancer stem cells in liver cancers
The only curative treatment for patients with primary liver cancers is surgical resection at 
an early stage. However, cancers are diagnosed in most patients at an advanced stage, by 
which time extant therapies are ineffective. Therefore, the identification of novel mole-
cules that can become targets for future therapies is urgently needed. We have reported 
that spalt like transcription factor 4 (SALL4) regulates cell fate decision in hepatic stem/
progenitor cells during normal liver development, is indicative of aggressiveness and a 
poor prognosis, and maintains the stemness of cancer stem cells in liver cancers. Further 
analyses on cancer stem-cell-mediated mechanisms may provide a novel therapeutic 
strategy against liver cancers.
2. The relationship between lipoprotein profile and cholesteryl ester transfer protein in 
patients with chronic hepatitis C
The concentration of cholesteryl ester transfer protein was significantly high in patients 
with chronic hepatitis C, and hepatitis C virus (HCV) infection was extracted as an inde-
pendent factor. An examination of lipoprotein profiles of patients with HCV infection 
found that low concentrations of low-density lipoprotein-cholesterol and apolipoprotein 
C-II are associated with liver fibrosis and that a high concentration of apolipoprotein E is 
associated with the HCV genotype. 
3. Clinical characteristics of autoimmune hepatitis
We evaluated clinical characteristics among 78 patients with autoimmune hepatitis onset 
before 2006 and 59 patients with onset since 2006. No significant differences were found 
between the groups.   
4. Diseases of the hepatobiliary system in superelderly patients
The mean life expectancy in Japan has dramatically increased. Therefore, the opportunity 
to examine superelderly patients (80 years or older) who have diseases of the digestive 
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tract has significantly increased in our hospital. Thus, we have investigated the clinical 
characteristics and outcomes of superelderly patients with diseases of the digestive tract, 
including hepatocellular carcinoma, pancreatic cancer, chronic HCV infection, and acute 
cholecystitis.
5. Investigation of the Frailty Index in elderly patients with diseases of the digestive tract
We evaluated whether simplified Frailty Index scores are associated with clinical out-
comes or adverse outcomes after treatment in elderly patients (older than 80 years) with 
diseases of the digestive tract.
6. The efficacy of tolvaptan in patients with cirrhosis and refractory ascites
Tolvaptan, a novel oral arginine vasopressin V2 receptor antagonist, has been available 
since September 2013 for treating patients with hepatic edema. We evaluated the thera-
peutic efficacy and safety of tolvaptan administration in patients with cirrhosis and refrac-
tory ascites.

Pancreas
1. The investigation of Wilm’s tumor protein 1-pulsed dendritic cell vaccines for patients 
with advanced pancreatic cancer
Prolonged low plasma levels of interleukin 6 and interleukin 8 in patients with pancreatic 
ductal adenocarcinoma may be a prognostic marker for the clinical outcome of chemoim-
munotherapy.

Publications

Oikawa T, Wauthier E, Dinh TA, Selitsky SR, 
Reyna-Neyra A, Carpino G, Levine R, Cardi-
nale V, Klimstra D, Gaudio E, Alvaro D, Carra-
sco N, Sethupathy P, Reid LM. Model of fibrola-
mellar hepatocellular carcinomas reveals striking 
enrichment in cancer stem cells.  Nat Commun. 
2015; 6: 8070.
Odahara S, Uchiyama K, Kubota T, Ito Z, 
Takami S, Kobayashi H, Saito K, Koido S, 
Ohkusa T. A prospective study evaluating meta-
bolic capacity of thiopurine and associated 
adverse reactions in Japanese patients with 
Inflammatory Bowel Disease (IBD).  PLoS One. 
2015; 10: e0137798.
Koido S, Homma S, Kan S, Takakura K, 
Namiki Y, Kobayashi H, Ito Z, Uchiyama K, 
Kajihara M, Arihiro S, Arakawa H, Okamoto M, 
Ohkusa T, Gong J, Tajiri H. Induction of antigen-

specific cytotoxic T lymphocytes by fusion cells 
generated from allogeneic plasmacytoid dendritic 
and tumor cells.  Int J Oncol. 2015; 46: 2679. 
Ito K, Mitsunaga M, Arihiro S, Saruta M, 
Matsuoka M, Kobayashi H, Tajiri H. Molecular 
targeted photoimmunotherapy for HER 2-positive 
human gastric cancer in combination with chemo-
therapy results in improved treatment outcomes 
through different cytotoxic mechanisms.  BMC 
Cancer. 2016; 16: 37. 
Yamaguchi S, Takeuchi Y, Arai K, Fukuda K, 
Kuroki Y, Asonuma K, Takahashi H, Saruta M, 

Yoshida H. Fecal calprotectin is a clinically rele-
vant biomarker of mucosal healing in patients with 
quiescent ulcerative colitis.  J Gastroenterol Hepa-
tol. 2016; 31: 93-8.
Arai Y, Matsuura T, Matsuura M, Fujiwara M, 
Okayasu I, Ito S, Arihiro S. Prostaglandin 
E-major urinary metabolite as a biomarker for 
inflammation in ulcerative colitis: prostaglandins 
revisited.  Digestion. 2016; 93: 32-9. 
Saijo H, Tatsumi N, Arihiro S, Kato T, Okabe 
M, Tajiri H, Hashimoto H. Microangiopathy trig-
gers, and inducible nitric oxide synthase exacer-
bates dextran sulfate sodium-induced colitis.  Lab 
Invest. 2015; 95: 728-48. 
Ito K, Mitsunaga M, Nishimura T, Kobayashi 
H, Tajiri H. Combination photoimmunotherapy 
with monoclonal antibodies recognizing different 
epitopes of human epidermal growth factor recep-
tor 2: an assessment of phototherapeutic effect 
based on fluorescence molecular imaging.  Onco-
target. 2016; 7: 14143-52.
Kinoshita A, Onoda H, Imai N, Iwaku A, Oishi 
M, Tanaka K, Fushiya N, Koike K, Nishino H, 
Matsushima M. The C-reactive protein/albumin 
ratio, a novel inflammation-based prognostic 
score, predicts outcomes in patients with hepato-
cellular carcinoma.  Ann Surg Oncol. 2015; 22: 
803-10.
Kinoshita A, Onoda H, Ueda K, Imai N, Iwaku 
A, Tanaka K, Fushiya N, Koike K, Nishino H, 

Research Activities 2015 The Jikei University School of Medicine



46

Tajiri H. Clinical characteristics and survival out-
comes of super-elderly hepatocellular carcinoma 
patients not indicated for surgical resection.  Hepa-
tol Res. 2016; 46: E 5-14.
Abe H, Tsubota A, Shimada N, Atsukawa M, 
Kato K, Takaguchi K, Asano T, Chuganji Y, 
Sakamoto C, Toyoda H, Kumada T, Ide T, Sata 
M, Aizawa Y. Factors associated with sustained 
virological response in 24-week telaprevir-based 
triple therapy for chronic hepatitis C genotype 1b 
patients with the IL 28B minor genotype.  Hepatol 
Res. 2015; 45: 387-96.
Ishiguro H, Abe H, Seki N, Sugita T, Aida Y, 
Itagaki M, Sutoh S, Shimada N, Furihata T, 
Tsubota A, Aizawa Y. Interferon-λ3 polymor-
phisms in pegylated-interferon-α plus ribavirin 
therapy for genotype-2 chronic hepatitis C.  World 
J Gastroenterol. 2015; 21: 3904-11.
Nagano T, Seki N, Tomita Y, Sugita T, Aida Y, 
Itagaki M, Sutoh S, Abe H, Tsubota A, Aizawa 
Y. Impact of chronic hepatitis C virus genotype 1b 
infection on triglyceride concentration in serum 
lipoprotein fractions.  Int J Mol Sci. 2015; 16: 
20576-94.
Takakura K, Ito Z, Suka M, Kanai T, Matsu-
moto Y, Odahara S, Matsudaira H, Haruki K, 
Fujiwara Y, Saito R, Gocho T, Nakashiro K, 
Hamakawa H, Okamoto M, Kajihara M, 
Misawa T, Ohkusa T, Koido S. Comprehensive 
assessment of the prognosis of pancreatic cancer: 
peripheral blood neutrophil-lymphocyte ratio and 
immunohistochemical analyses of the tumour 
site.  Scand J Gastroenterol. 2016; 51: 610-7. 
Takakura K, Shibazaki Y, Yoneyama H, Fujii M, 
Hashiguchi T, Ito Z, Kajihara M, Misawa T, 
Homma S, Ohkusa T, Koido S. Inhibition of cell 
proliferation and growth of pancreatic cancer by 
silencing of carbohydrate sulfotransferase 15 In 
vitro and in a xenograft model.  PLoS One. 2015; 
10: e0142981.
Tsukinaga S, Kajihara M, Takakura K, Ito Z, 
Kanai T, Saito K, Takami S, Kobayashi H, 
Matsumoto Y, Odahara S, Uchiyama K, Ara-
kawa H, Okamoto M, Sugiyama H, Sumiyama 
K, Ohkusa T, Koido S. Prognostic significance of 
plasma interleukin-6/-8 in pancreatic cancer 
patients receiving chemoimmunotherapy.  World J 
Gastroenterol. 2015; 21: 11168-78. 
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. 
Arai T, Atsukawa M, Tsubota A, Kondo C, 
Shimada N, Abe H, Itokawa N, Nakagawa A, 
Okubo T, Aizawa Y, Iwakiri K. Vitamin D-related 
gene polymorphisms do not influence the outcome 
and serum vitamin D level in pegylated interferon/
ribavirin therapy combined with protease inhibitor 
for patients with genotype 1b chronic hepatitis 
C.  J Med Virol. 2015; 87: 1904-12.
Suzuki Y, Uchiyama K, Kato M, Matsuo K, 

Nakagawa T, Kishikawa H, Kimura N, Kasa-
nuki J, Ino S. Potential utility of a new ulcerative 
colitis segmental endoscopic index combining dis-
ease severity and the extent of inflammation.  J 
Clin Gastroenterol. 2015; 49: 401-6. 
Kan S, Koido S, Okamoto M, Hayashi K, Ito M, 
Kamata Y, Komita H, Nagasaki E, Homma S. 
Up-regulation of HER 2 by gemcitabine enhances 
the antitumor effect of combined gemcitabine and 
trastuzumab emtansine treatment on pancreatic 
ductal adenocarcinoma cells.  BMC Cancer. 2015; 
15: 726. 
Kan S, Koido S, Okamoto M, Hayashi K, Ito M, 
Kamata Y, Komita H, Ishidao T, Nagasaki E, 
Homma S. Gemcitabine treatment enhances 
HER 2 expression in low HER 2-expressing breast 
cancer cells and enhances the antitumor effects of 
trastuzumab emtansine.  Oncol Rep. 2015; 34: 
504-10.
Atsukawa M, Tsubota A, Shimada N, 
Yoshizawa K, Abe H, Asano T, Ohkubo Y, 
Araki M, Ikegami T, Kondo C, Itokawa N, 
Nakagawa A, Arai T, Matsushita Y, Nakatsuka 
K, Furihata T, Chuganji Y, Matsuzaki Y, Aizawa 
Y, Iwakiri K. Influencing factors on serum 
25-hydroxyvitamin D 3 levels in Japanese chronic 
hepatitis C patients.  BMC Infect Dis. 2015; 15: 
344.
Atsukawa M, Tsubota A, Shimada N, 
Yoshizawa K, Abe H, Asano T, Ohkubo Y, 
Araki M, Ikegami T, Okubo T, Kondo C, Osada 
Y, Nakatsuka K, Chuganji Y, Matsuzaki Y, Iwa-
kiri K, Aizawa Y. Effect of native vitamin D3 sup-
plementation on refractory chronic hepatitis C 
patients in simeprevir with pegylated interferon/rib-
avirin.  Hepatol Res. 2016; 46: 450-8. 
Furumoto Y, Asano T, Sugita T, Abe H, 
Chuganji Y, Fujiki K, Sakata A, Aizawa Y. Eval-
uation of the role of HLA-DR antigens in Japanese 
type 1 autoimmune hepatitis.  BMC Gastroenterol. 
2015; 15: 144.
Saruta M, Komoike N, Arai Y, Ide D, Iwasaki T, 
Sawada R, Mitsunaga M, Arihiro S, Matsuoka 
M, Kato T, Tajiri H. Endoscopic findings during 
the early induction phase of infliximab therapy may 
predict its efficacy for refractory ulcerative colitis.  J 
Gastrointest Dig Syst. 2015; 5: 324.

Reviews and Books

Aizawa Y, Seki N, Nagano T, Abe H. Chronic 
hepatitis C virus infection and lipoprotein metabo-
lism.  World J Gastroenterol. 2015; 21: 10299-

313. 
Kinoshita A, Onoda H, Fushiya N, Koike K, 
Nishino H, Tajiri H. Staging systems for hepato-
cellular carcinoma: current status and future per-
spectives.  World J Hepatol. 2015; 7: 406-24.
Okamoto M, Kobayashi M, Yonemitsu Y, 
Koido S, Homma S. Dendritic cell-based vaccine 
for pancreatic cancer in Japan.  World J Gastroin-
test Pharmacol Ther. 2016; 7: 133-8. 
Takakura K, Koido S. Direct therapeutic interven-

Research Activities 2015 The Jikei University School of Medicine



47

tion for advanced pancreatic cancer.  World J Clin 
Oncol. 2015; 6: 216-9. 
Kajihara M, Takakura K, Ohkusa T, Koido S. 
The impact of dendritic cell-tumor fusion cells on 
cancer vaccines-past progress and future strate-
gies.  Immunotherapy. 2015; 7: 1111-22. 

Koido S, Gong J. Cell fusion between dendritic 
cells and whole tumor cells.  Methods Mol Biol. 
2015; 1313: 185-91.
Ohkusa T, Koido S. Intestinal microbiota and 
ulcerative colitis.  J Infect Chemother. 2015; 21: 
761-8. 

Research Activities 2015 The Jikei University School of Medicine


	RA2015-0_Part43
	RA2015-0_Part44
	RA2015-0_Part45
	RA2015-0_Part46
	RA2015-0_Part47

		2017-09-25T16:50:58+0900
	東京慈恵会医科大学




