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cell therapy using functional gene-editing cells

KOBAYASHI, Shinichiro
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There were several treatments by cell therapies uisng tissue-enginnering.
However, the effectiveness of the cell therapies was limited in the severe inflammatory condition .
Thus, it is necessary to develop the novel cell therapy for the severe inflammatory condition.In
this study, anti-innflammatory cytokine help to keep the normal conditon after injury. The specific
gene transfer was tried in the several experiments. The gene-editing technique gave the influence
about viability and growth of epithelial cells. Nowaday, we have develop the novel gene editing

protocol.



iPS

IL-10
IL-10KO

IL-10

(Kieran et al. Wound

Repair Regen. 2013)

(Glocker et al. N Engl J Med. 2009)

IL-10
Immunology. 2014)
IL-10
IL-10KO0
7
A431 Hela
in vitro

IL-10

IL-10

& RS AE AR

RFT : BRTCOMEBBRICK 5/ 71k
R BESMUIORRICEAE NS ORI FLE

R F RS

MR ERBEEICHIT 5 ERBREOES)
TBCERBE S O RATOERZLDRE

1

BEO AUSRRESC SIS 5 (L ERE RS HEID 28
BHQ RAERT A b hA > LECEREREDRSE

Jo. comsemie
EB0G) BRI 1 kA1 FRE R N1 47 1 )L L

1.3 7 #ge

2 BEER

o
L .99 00 0V 00
YA RAAYO 9076 075 "o79

3.IVKRIZAUHR
AL

\\
p - 07

BROBREOSIE

(Neurath. Mucosal

TATHEERRIIEE TV

BT LRES 2R ARAEEDERY

3 SRRRSBORRAT
L e 4TBLERERE F R RS
e erere) ~Lirmmmes
HER ’// \' ..,i\
COO000 00000
Mzw j CO000 00000
IL-6

WW o PR S s pemaics s

IL-10DREE
RoA77—Y

FERT I

3 IL—10KOX T X

Kasai et al. FEBS Open Bio. 2018

IL10KO



IL-10

MREPETE (mm2)

Sirius red
1.2
. 1
E .
28 Z W0 E 08 _
E i
_ &n o
=% 210 2 06
= 5
&n E RILIOKO « saine =
L $ o0 Normal + A& o 04 | 0.791 0.848
= H E 'I' 'P BILIKD A4 a | | day? (0.557-0.952} (0.674-1.106) 0.443
3 g Ed 02 L n=g n=7
» @10 ) | 0.655 0.759
0.226-0.891 0.316-0.925 .
Dayd Day? Dayl4 Day21 & Day? Dayid Day2i 0 gL n=6 : ¢ n=6 ) S
Day7 Dayl4 Day21 0.385 0.608
= 1B SENEE L TESIENCEE R RE LTV DRSS Cat g s L EAn T 821y Eros
OMermal @ IL10KO n=6 n=6
184 SPSS statics Var21
WTvs KO KEGG Passway
Y R—
ol adacr
GOBP
PR i g Sy
WT= KD Ao
© 1 3@ 3 4+ 3 & 1
o g kil Coptrkirn Cyickine £ erepcr imte nacom
[
THF s gy ]
At ot s
Pt eadipmar W et
ol adhamie mudke (CAN)
R
OO ma e e e ey
log10-Benjamini P S ————
actica
M £ gyt by
oz 1 & & wm
IogiO—Benjamm P = T

T 4 & & w»
log10-Benjamini P

£ Sv hEEERETIERK
T i,

Day7?

OO RS ED L. (FEREEOTFR SHRIEABE In=4)
RMA-seq THILFo BT FomRNA 5-6{F + collal, 1L10, gRiF  BFESEE (n=4)

10
1._Shinichiro Kobayashi, Sadayuki Okudaira, Kengo Kanetaka, etal. Peripheral hepatic
sinusoidal obstruction syndrome due to oxaliplatin-based chemotherapy. Clin Case Rep.
2019 Jan doi.org/10.1002/ccr3.1935
2.Shinichiro Kobayashi, Yusuke Inoue, Fumihiko Fujita et al. Extent of intraluminal
exfoliated malignant cells during surgery for colon cancer: Differences in cell abundance
ratio between laparoscopic and open surgery. Asian J Endosc Surg. 2018 Jul 11. doi:
10.1111/ases.12617.




3.Shinichio Kobayashi, Kengo Kanetaka, Yasuhiro Nagata, et al. Predictive factors for
major postoperative complications related to gastric conduit reconstruction in
thoracoscopic esophagectomy for esophageal cancer: a case control study. BMC Surg. 2018
Mar 6;18(1):15. doi: 10.1186/

4 _.Kengo Kanetaka, Shinichiro Kobayashi, Susumu Eguchi, et al. Regenerative medicine for
the esophagus. Surg Today. 2018 Aug;48(8):739-747.

5_Tomoko Yoshimoto, Shinichiro Kobayashi, Kengo Kanetaka et al. Preoperative
chemotherapy with docetaxel, cisplatin, and 5-fluorouracil for locally advanced
esophageal carcinosarcoma: a case report and review of the literature. Surg Case Rep.
2018 Feb 17;4(1):18.

6.Naoyuki Yamaguchi, Hajime Isomoto, Shinichiro Kobayashi, et al. Oral epithelial cell
sheets engraftment for esophageal strictures after endoscopic submucosal dissection of
squamous cell carcinoma and airplane transportation. Sci Rep. 2017 Dec 12;7(1):17460.

7.Yasuhiro Maruya, Nobuo Kanai, Shinichiro Kobayashi et al. Autologous adipose-derived
stem cell sheets enhance the strength of intestinal anastomosis. Regen Ther. 2017 Jul
17;7:24-33

8.Yoshiyuki Kasai, Naoya Takeda, Shinichiro Kobayashi, et al. Cellular events and
behaviors after grafting of stratified squamous epithelial cell sheet onto a hydrated
collagen gel. FEBS Open Bio. 2017;7(5):691-704

9.Shun Yamaguchi, Kengo Kanetaka, Shinichiro Kobayashi, et al. Severe neutrophilic
leukocytosis as a progression marker in granulocyte colony-stimulating factor-producing
squamous cell carcinoma of the esophagus. Clin Case Rep. 2017;5(5):688-693.

10.Shiro Tanaka, Kengo Kanetaka, Shinichiro Kobayashi, et al. Cell sheet technology for
the regeneration of gastrointestinal tissue using a novel gastric perforation rat model.
Surg Today. 2017 ;47(1):114-121.

12
1. 110
2017

2. Shinichiro Kobayashi Biomarkers of peritoneal lavage in Gastric cancer 9
2017

3. DCF 109

2017
4. 117 2017
109 2017

5. Shinichiro Kobayashi Minimally invasive esophagectomy in esophageal cancer 13th

International Course on Advances in Gastroenterology and Digestive Endoscopy
2017

6. Shinichiro Kobayashi Management of benign esophageal strictures 13th International

Course on Advances in Gastroenterology and Digestive Endoscopy
2017

7. Shinichiro Kobayashi Predictive factors of the postoperative severe complications
of gastric conduit reconstruction in thoracoscopic esophagectomy 5th
International Congress of the European Association for Endoscopic Surgery

2017

8. Shinichiro Kobayashi Transplanting tissue-engineered epitherial cell sheets to
esophageal mucosal defect for the prevention of severe strictures. "5th TERMIS World
Congress kyoto 2018

9. Shinichiro Kobayashi ENDOSCOPIC SCORING SYSTEM FOR PREDICTING THE ANASTOMOTIC
COMPLICATIONS AFTER ESOPHAGECTOMY: A PROSPECTIVE COHORT STUDY. UEG Week

2018
10.
118 2018
11. () 73
2018
12. 72

2018






