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General Summary

Research activities in clinical medicine should be measured not by the number of 
abstracts accepted at scientific meetings and publications in the journals with a low 
impact factor, but by the number of publications in core clinical journals. Such journals 
in the field of digestive and general surgery include Annals of Surgery, British Journal of 
Surgery, Journal of the American College of Surgeons, JAMA Surgery (previously 
Archives of Surgery), Surgery, American Journal of Surgery, and other subspecialty jour-
nals, such as Transplantation. In addition to successfully performing a study acceptable 
for publication in these journals, we must avoid scientific misconduct that could cause 
confusion in the field of surgical science. According to a recent article in European 
Heart Journal, William T. Summerlin, a transplant immunologist claimed in 1971 that 
rejection in skin grafts could be avoided, if the material is treated with a form of tissue 
culture before transplantation. This was a discovery that brought him a position at the 
Sloan-Kettering Institute in New York as the chief of transplantation immunol-
ogy. Unfortunately, in New York, he could not replicate his previous experimental 
results ─ obviously this can happen, as any scientist knows. In desperation, he colored 
some of the grafts of his white mice with a black felt-tip pen. This misconduct was 
immediately discovered, and during the inquiry, doubts also fell on his previous work.
Scientific reports are based on empirical observation, precise wording, consistent state-
ments about facts, and their interaction supported by appropriate statistics. Researchers 
should be familiar with medical statistics, and all authors should carefully read and 
approve the manuscripts they are involved with.

Research Activities

Upper gastrointestinal surgery
We began to use high-resolution manometry and multichannel intraluminal impedance 
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pH monitoring to study the pathogenesis of primary esophageal motor functional disor-
ders, such as achalasia and gastroesophageal reflux disease. We investigated the signifi-
cance of the expression of small ubiquitin-like modifier (SUMO) 1 as a prognostic factor 
in esophageal cancer. We found that overexpression of SUMO-1 correlated with malig-
nancy-associated pathological findings and a poor prognosis. We continue to assess the 
viability of the gastric tube during esophagectomy using an intraoperative thermal imag-
ing system; our findings suggest a correlation between optimal graft construction and 
postoperative complications. The sentinel lymph node navigation system may play a 
key role in limited surgery for early gastric cancer. 
In 553 patients who underwent laparoscopic gastrectomy, gastric cancer recurred in 5 
(0.9%) patients (3 patients with stage I disease, 1 patient with stage II disease, and 1 with 
stage III disease). Postgastrectomy syndrome comprises specific symptoms after gas-
trectomy and is a target for treatment. To decrease the incidence and severity of post-
gastrectomy syndrome and to maximize residual gastric function, several types of limited 
gastric resection with refined techniques of reconstruction have been attempted. In addi-
tion, multiple tests of postoperative gastrointestinal function are applied to patients who 
have undergone gastrectomy to evaluate various gastrectomy procedures and to inform 
the patients of the advantages and disadvantages of each procedure.

Lower gastrointestinal surgery
We are using a virtual reality surgical simulator to train surgical residents. We compared 
surgeons’ stress between laparoscopic surgery and open surgery by measuring the serum 
levels of epinephrine, norepinephrine, dopamine, adrenocorticotropic hormone, and corti-
sol. We are analyzing the data to determine whether the measurement of such variables 
might contribute to the training of the next generation of laparoscopic surgeons.
We are preparing a collaborative study with the Department of Urology to use proteomics 
to identify novel cancer-related proteins in gastrointestinal cancers (including colon, 
esophageal, gastric, pancreatic, and liver cancers). The aim of this study is to identify 
tumor markers or possible target proteins via comprehensive protein analysis of biopsy 
specimens from cancerous tissue and noncancerous mucosa.
The relationships of copy number variation to recurrence and prognosis are evaluated 
after DNA is extracted from frozen specimens of colorectal cancer tissue, which have 
been stored in our department. For genes showing copy number variation, the intracel-
lular gene expression varies significantly. This variable expression, therefore, may affect 
gene functions. In collaboration with the Department of Biochemistry, we have commit-
ted to constructing a complementary DNA library from surgical specimens of colorectal 
cancer to analyze the expression of intraocular signal molecules associated with the pro-
gression and growth of colorectal cancers. As a first step of this project, we have started 
to analyze the cell-cycle regulation and dual-specificity tyrosine-(Y)-phosphorylation-

regulated kinase 2 in relation to c-Jun/c-Myc phosphorylation. In addition to these 
analyses, we will strengthen a platform for our future basic research through a comple-
mentary DNA library and a clinical database.
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Hepatobiliary and pancreatic surgery
Our main research activities are as follows.
1. Living donor liver transplantation (LDLT) and regenerative medicine
2. Treatment for hepatocellular carcinoma (HCC) and control of recurrence
3. Chemotherapy for pancreatic and biliary cancer
4. Expansion of surgical indications for multiple hepatic tumors
5. Laparoscopic surgery for the liver, biliary tree, pancreas, and spleen
6. Navigation surgery for hepatobiliary and pancreatic diseases
7. Nutritional therapy for cancer patients
8. Control of surgical site infection in surgical patients
9. Effect of preoperative treatment of eltrombopag on splenectomy for idiopathic throm-
bocytopenic purpura 
10. Genome-wide association study for donors and recipients in LDLT
11. Molecularly targeted therapy for advanced HCC
12. Analyses of new biological tumor markers for HCC
The first LDLT was successfully performed for a patient with postnecrotic cirrhosis and 
HCC on February 9, 2007. Our 13th LDLT was performed for a patient with primary 
biliary cirrhosis on May 31, 2013. All 13 recipients were discharged in good condition 
from postoperative days 15 to 55, and all donors were discharged on postoperative days 8 
to 26 and have returned to their preoperative status. We are planning to extend the indi-
cations for LDLT to ABO blood type-incompatible patients and patients with acute 
hepatic failure. We have performed translational research for the combination chemo-
therapy of gemcitabine and a new protease inhibitor, FUT-175, which is associated with 
both nuclear factor κ-B inhibition and apoptosis induction in pancreatic cancer cell 
lines. We have started treatment with a new 3-drug combination chemotherapy com-
prising gemcitabine, TS-1, and FUT-175 for advanced pancreatic cancer. Navigation 
for liver resection is covered by the national health insurance system as of April 1, 2012, 
and the Vincent navigation system was introduced in July 2012. Biliary and pancreatic 
navigation surgery is performed with the Institute for High Dimensional Medical Imaging 
Research Center. Other clinical and experimental trials are ongoing regarding treatment 
of hepatic tumors and of laparoscopic surgery, nutritional therapy, surgical site infection, 
and eltrombopag as a pretreatment for laparoscopic splenectomy in cases of idiopathic 
thrombocytopenic purpura. Also, we are participating in multicenter studies of genome-
wide associations, molecularly targeted therapy for advanced HCC, and new biological 
tumor markers for HCC.
  

Publications

Yano K, Nimura H, Mitsumori N, Takahashi N, 
Kashiwagi H, Yanaga K.  The  efficiency  of 
micrometastasis  by  sentinel  node  navigation  sur-
gery using indocyanine green and infrared ray lap-
aroscopy system for gastric cancer. Gastric Can-
cer. 2012; 15: 287-91.
Hoya Y, Taki T, Tanaka Y, Hoshino M, Oka
moto T, Kashiwagi H, Yanaga K.  Usefulness 

of  pyloric  reconstruction  without  compromising 
curative  resection  in  gastric  cancer  treatment. J 
Gastrointest Surg. 2012; 16: 1102-6.
Takahashi N, Kashimura H, Nimura H, Wata
nabe A, Yano K, Aoki H, Koyama T, Sasaki T, 
Shida A, Mitsumori N, Aoki T, Kashiwagi H, 
Yanaga K.  Preoperative determination of appro-
priate cutting line for proximal gastrectomy to avoid 

Research Activities 2012  The Jikei University School of Medicine



99

postoperative  jejunal ulcer. Hepatogastroenterol-
ogy. 2012; 59(117): 1478-9.
Funamizu N, Lacy CR, Fujita K, Furukawa K, 
Misawa T, Yanaga K, Manome Y.  Tetrahy-
drouridine  inhibits  cell  proliferation  through  cell 
cycle  regulation  regardless  of  cytidine  deaminase 
expression levels. PLoS One. 2012; 7: e37424.
Ohkuma M, Haraguchi N, Ishii H, Mimori K, 
Tanaka F, Kim HM, Shimomura M, Hirose H, 
Yanaga K, Mori M.  Absence of CD 71 transfer-
rin  receptor  characterizes  human  gastric  adeno-
squamous  carcinoma  stem  cells. Ann Surg 
Oncol. 2012; 19: 1357-64.
Mitsuyama Y, Shiba H, Haruki K, Fujiwara Y, 
Furukawa K, Iida T, Hayashi T, Ogawa M, 
Ishida Y, Misawa T, Kashiwagi H, Yanaga K. 
Carcinoembryonic antigen and carbohydrate anti-
gen  19-9  are  prognostic  predictors  of  colorectal 
cancer with unresectable  liver metastasis. Oncol 
Lett. 2012; 3: 767-71.
Misawa T, Ito R, Futagawa Y, Fujiwara Y, Kita
mura Y, Tsutsui N, Shiba H, Wakiyama S, 
Ishida Y, Yanaga K.  Single-incision  laparo-
scopic  distal  pancreatectomy  with  or  without 
splenic  preservation:  how  we  do  it. Asian J 
Endosc Surg. 2012; 5: 195-9.
Omura N, Kashiwagi H, Yano F, Tsuboi K, 
Yanaga K.  Reoperations for esophageal achala-
sia. Surg Today. 2012; 42: 1078-81.
Shinohara T, Hanyu N, Tanaka Y, Murakami K, 
Watanabe A, Yanaga K.  Totally  laparoscopic 
complete  resection  of  the  remnant  stomach  for 
gastric  cancer. Langenbecks Arch Surg. 2013; 
398: 341-5.
Fujiwara Y, Shiba H, Iwase R, Haruki K, Furu
kawa K, Uwagawa T, Misawa T, Ohashi T, 
Yanaga K.  Inhibition  of  nuclear  factor  kappa-B 
enhances  the  antitumor  effect  of  combination 
treatment  with  tumor  necrosis  factor-alpha  gene 
therapy and gemcitabine  for pancreatic cancer  in 
mice. J Am Coll Surg. 2013; 216: 320-32.
Toyama Y, Yoshida S, Saito R, Kitamura H, 
Okui N, Miyake R, Ito R, Son K, Usuba T, Nojiri 
T, Yanaga K.  Successful  adjuvant  bi-weekly 
gemcitabine  chemotherapy  for  pancreatic  cancer 
without impairing patients' quality of life. World J 
Surg Oncol. 2013; 11: 3.
Uwagawa T, Misawa T, Tsutsui N, Ito R, 
Gocho T, Hirohara S, Sadaoka S, Yanaga K.　
Phase II study of gemcitabine in combination with 
regional arterial infusion of nafamostat mesilate for 
advanced  pancreatic  cancer. Am J Clin Oncol. 
2013; 36: 44-8.
Gocho T, Uwagawa T, Furukawa K, Haruki K, 
Fujiwara Y, Iwase R, Misawa T, Ohashi T, 
Yanaga K.  Combination chemotherapy of serine 
protease inhibitor nafamostat mesilate with oxalipl-
atin targeting NF-kB activation for pancreatic can-
cer. Cancer Lett. 2013; 333: 89-95.  Epub 
2013 Jan 21.
Haruki K, Shiba H, Fujiwara Y, Furukawa K, 
Iwase R, Uwagawa T, Misawa T, Ohashi T, 
Yanaga K.  Inhibition  of  nuclear  factor-κB 

enhances the antitumor effect of paclitaxel against 
gastric  cancer  with  peritoneal  dissemination  in 
mice. Dig Dis Sci. 2013; 58: 123-31.
Takesue Y, Watanabe A, Hanaki H, Kusachi S, 
Matsumoto T, Iwamoto A, Totsuka K, Suna
kawa K, Yagisawa M, Sato J, Oguri T, Naka
nishi K, Sumiyama Y, Kitagawa Y, Waka
bayashi G, Koyama I, Yanaga K, Konishi T, 
Fukushima R, Seki S, Imai S, Shintani T, 
Tsuka da H, Tsukada K, Omura K, Mikamo H, 
Takeyama H, Kusunoki M, Kubo S, Shimizu J, 
Hirai T, Ohge H, Kadowaki A, Okamoto K, 
Yanagihara K.  Nationwide  surveillance  of  anti-
microbial susceptibility patterns of pathogens  iso-
lated from surgical site infections (SSI) in Japan. J 
Infect Chemother. 2012; 18: 816-26.
Shinohara T, Satoh S, Kanaya S, Ishida Y, 
Taniguchi K, Isogaki J, Inaba K, Yanaga K, 
Uyama I.  Laparoscopic  versus  open  D 2  gas-
trectomy for advanced gastric cancer: a retrospec-
tive cohort study. Surg Endosc. 2013; 27: 286-

94.
Haruki K, Shiba H, Fujiwara Y, Furukawa K , 
Wakiyama S, Ogawa M, Ishida Y, Misawa T, 
Yanaga K.  Perioperative  change  in  peripheral 
blood  monocyte  count  may  predict  prognosis  in 
patients  with  colorectal  liver  metastasis  after 
hepatic  resection. J Surg Oncol. 2012; 106: 
31-5.
Furukawa K, Shiba H, Haruki K, Fujiwara Y, 
Iida T, Mitsuyama Y, Ogawa M, Ishida Y, 
Mi sawa T, Yanaga K.  The Glasgow prognostic 
score  is  valuable  for  colorectal  cancer  with  both 
synchronous and metachronous unresectable liver 
metastasis. Oncol Lett. 2012; 4: 324-8.
Yuda M, Nisikawa K, Matsumoto A, Omura N, 
Hanyu N, Yanaga K.  Effect of intestinal anasto-
motic procedure on incisional surgical site infection 
in colon surgery. Jikeikai Med J. 2012; 59: 21-7.
Fujioka S, Son K, Onda S, Schmidt C, Scrabas 
GM, Okamoto T, Fujita T, Chiao PJ, Yanaga 
K.　Desensitization of NFκB  for overcoming che-
moresistance of pancreatic cancer cells to TNF-α 
or  paclitaxel. Anticancer Res. 2012; 32: 4813-

21.
Furukawa K, Uwagawa T, Iwase R, Haruki K, 
Fujiwara Y, Gocho T, Shiba H, Misawa T, 
Yanaga K.  Prognostic  factors  of  unresectable 
pancreatic  cancer  treated  with  nafamostat  mesi-
late  combined  with  gemcitabine  chemother-
apy. Anticancer Res. 2012; 32: 5121-6.
Hoshino M, Omura N, Yano F, Tsuboi K, 
Kashiwagi H, Yanaga K.  Immunohistochemical 
study of the muscularis externa of the esophagus 
in achalasia patients. Dis Esophagus. 2013; 26: 
14-21.
Shiba H, Furukawa K, Fujiwara Y, Futagawa Y, 
Haruki K, Wakiyama S, Ishida Y, Misawa T, 
Yanaga K.  Postoperative peak serum C-reactive 
protein  predicts  outcome of  hepatic  resection  for 
hepatocellular carcinoma. Anticancer Res. 2013; 
33: 705-9.
Okamoto T, Onnda S, Matsumoto M, Gocho T, 

Research Activities 2012  The Jikei University School of Medicine



100

Futagawa Y, Fujioka S, Yanaga K, Suzuki N, 
Hattori A.  Utility of augmented reality system in 
hepatobilialy-pancreatic  surgery. J Hepatobiliary 
Pancreat Surg. 2013; 20: 249-53.
Furukawa K, Uwagawa T, Haruki K, Fujiwara 
Y, Iida T, Shiba H, Misawa T, Ohashi T, Yanaga 
K.　Nuclear  factor κB  activity  correlates with  the 
progression and prognosis of pancreatic cancer in 
a mouse model. Surg Today. 2013; 43: 171-7.
Kawahara H, Watanabe H, Toyama Y, Yanagi
sawa S, Kobayashi S, Yanaga K.  Determina-

tion  of  circulating  tumor  cells  for  prediction  of 
recurrent colorectal cancer progression. Hepato-
gastroenterology. 2012; 59(119): 2115-8.

Reviews and Books

Fujita T.  Role of interleukin-30 as a modulator of 
transcription  signaling  in  liver  injury. Hepatology. 
2012; 56: 2424-5.
Fujita T.  Optimizing surgical treatment of lymph-
edema. J Am Coll Surg. 2013; 216: 169-70.

Research Activities 2012  The Jikei University School of Medicine


		2014-04-07T14:14:34+0900
	東京慈恵会医科大学




