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Development of a novel anti-malignat mesothelioma agent using intestinal
bacteria

SHIMIZU, Yoshimi
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Bifidobacterium is a strain of anaerobic bacteria that selectively
proliferates in solid tumors. It has served as a specific drug carrier of anticancer proteins
against malignant tumors. Mesothelin (MSLN) is overexpressed in malignant cancer, including
malignant pleural mesothelioma (MPM), pancreatic cancer, and ovary cancer. | evaluated the
therapeutic potential of MSLN immunotoxin against MPM using cell line. MSLN immunotoxin
significantly suppresses tumor growth. After intravenous injection, gene modified bifidobacterium
was specifically localized in the tumor of mice bearing MPM. I suggest that gene modified
bifidobacterium is a candidate for MPM treatment.
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Eurofin
PET47b Merck, Kanamycin Ndel/Notl
Rosetta2-DE3 (Merck)
Kanamycin 50pg/mL LB
Kanamycin 100pg/mL B 3mL
1 500mL 37
OD=600nm 0.2-0.5
Isopropyl-[3-D-thio galacto pyranoside (IPTG) 1ImM
25 20 6,000<g 10
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Binding Buffer (20mM Phosphate, 500mM NaCl, 10mM imidazole,



pH=7.4)10mL -80 37
Bioruptor (BM Bio) High
On/Off 30 10 12,000=<g 10
0.45pum PVDF Merck Millex-HV
Profinia (BioRAD) Ni affinity HisTrap HP
Cytiva Bio-Scale Mini Bio-Gel P-6  BioRAD
NanoDrop1000 ND-1000 ThermoFisherScientific
AE-6530
PBS - 2-
NuPAGE™ LDS Sample Buffer (4X) ThermoFisherScientific 10% 1x
70 10
EzProtein Ladder (ATTO WSE-7020)
MilliQ CBB BioRAD 10 5
/7%
ELISA Nunc MaxiSorp, ThermoFisherScientific MSLN-his
2.0pg/mL 100pL/well 4
5.0% skim milkinPBS ~ 100pL/well
30 5.0% skim milk in PBS
100pL/well 2
PBS 1 5.0% skim milkin PBS 4,000 Anti-DDDDK-tag mAb-HRP-
DirecT MBL M185-7 HRP FLAG Peroxidase AffiniPure Goat
Anti-Alpaca 1gG, VHH domain Jackson immunoResearch, 128-035-232 HRP
FLAG 1 PBS 4 1-Step TMB ELISA Substrate Solutions
ThermoFisherScientific 100pL/well
M H2504 450nm
SH-9000Lab Corona N=3
Meso-4 H226 211H
Met5A 100mm dish 100mm dish
37 CO2
PBS 2 /EDTA Dish
50,000cells/tube 1.5mL tube
1 0.2% BSA-PBS 1 1.0% BSA-PBS
Mouse  His-tag MBL 1 0.2% BSA-PBS
1 1.0% BSA-PBS AlexaFluor488 Goat anti-Mouse 1gG
30 0.2% BSA-PBS 2 02%BSA-PBS
FACS VERSE (BD) FACSuite

96 10,000cells/well
2 cell counting kit-8
(Dojindo) 450nm
N=3
KSN-Slc Meso-4 Corning
Luciferase
1.0><108cells/mice 4
In vivo IVIS-Lumina
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PE23 ELISA C PE23
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C PE23
MSLN

C PE23



-VHH

95

2022

-VHH

143

2023

-VHH

94

2021

MSLN VHH

96

2023




2023

99

2021

602

2023

88

BIO Clinica 2023 11

DDS
https://pharm.thu.ac. jp/research/unit/dds.html







