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Catheter Ablation of Premature Ventricular Contractions Originated from Right
Ventricular Outflow Tract by Using 3-dimentional Mapping System

Yu-ki Iwasaki

Department of Cardiovascular Medicine, Nippon Medical School
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Current Status of Treatment for Pancreatic Cancer in Japan and Prospects for the Future

Tadashi Yokoyama

Department of Gastrointestinal and Hepato-Biliary-Pancreatic Surgery, Nippon Medical School Tama Nagayama Hospital

Abstract

Pancreatic cancer still has a poor prognosis, although prognosis is improved by early
diagnosis. The current diagnostic strategy for pancreatic cancer is to select high-risk groups
and perform various clinical examinations in stages, including ultrasound (US), enhanced
computed tomography (CE-CT), endoscopic ultrasound (EUS), magnetic resonance
cholangiopancreatography (MRCP), endoscopic retrograde cholangiopancreatography (ERCP),
and positron emission tomography (PET). When pancreatic cancer is suspected on diagnostic
imaging, pathological investigation is important to make a definitive diagnosis.

Surgery is still the only curative treatment, but with the advent of several effective
chemotherapeutic regimens, the treatment strategy has changed from extensive to less-
invasive surgical procedures. Technically, it is important to use the so-called artery-first
approach, which treats the tumor influx artery in advance, and to achieve sufficient (R0)
dissection without residual carcinoma. The prognostic effect of perioperative adjuvant therapy
has been verified, and it can be clinically implemented for borderline resectable as well as
resectable and unresectable cases.

In the future, clinical research will clarify the establishment of chemotherapy and
radiotherapy as well as immunotherapy and molecular-targeted therapy using genomic
medicine, and we hope that customized treatment strategies for pancreatic cancer will be
realized.

(HARBERR AR MRS 2021 17: 98-107)

Key words: pancreatic cancer, artery-first approach, perioperative adjuvant therapy
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DFERIC L D FN2H 20% 12m) b, &Iz,
FZAETIE, GEMEFA 7= - FX5 ) (S1)
M SN, S1 TOSELEFHRI441% &, ZoOE
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e, WitemiBiEcldZ d Sl ch s 2 L %
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HBHE R A SRR D LR IE LS K ) HiBhFE A3 B 4G <
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OGN (L29E) X 2 R OKR, BR
FEedE CII BB B D BE S5 A (fL2A B pe i) 12
X2 RO L, 2SN s. BHPEIIBT
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HEAE 2R L7 2 & ¢ (HR=0.72, p=0.015)", 2019
EDOBWETA F 54 VIiZ NACHELEAER S h7z™

bbb DEBIIC NAC ZERL TW5A (K4),

WiHE, MRRESIM ELTBY, &5 THSY
LHFETHD. — T, UR TIl3bEFE IRk THess
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OBIBICOEHA M ZERQTEY, 2019 FFITARGE
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A1 H UL O35 & I CTUIBR AT b 72 58
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-

.

RO EEDRK &ERE

1. BEtEEEDER

1997 4E Burris 5%, GEM #EAMERFEMRY E B X
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PERREDBE {ATb 7y, ST ENEO T VT F
= 7MY & o B L, OS TGEM B 159 7
H, PEREE 64 7 H EMAHENICAEREELZRD 27
WIS KRR & 7 5 729 IATE TIE, S-1205%%)
K 375%, AAFWIH b gLfE (MST) 9.2 4 H o#5 R H
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NAC(PSC) - APC *

GEM: 1000 mg/m?
d1,3,{15}] qaw

nab-PTX: 125 mg/m?

G —

Eligibility

Age: under 80 years old
WHO PS 0-1, EF=60%, T-Bil<3.0, Sa02>95.0%, eGFR>60%,
Mo previous neocadjuvant chemotherapy

Categoly (CTAP or PET)
» Local advance (LA) : cT3<, N(+), MO, PV/A(-)

+ Borderline resectable (BR) : PV-SMV invasion over 2cm

+ Unresectable (UR) : Circular encasement of SMA-CA
MNon- life threatening metastasis
except peritoneal dissemination
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or GS GEM
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| BR-A || BR-V |—> !
R1Z | !
GS-RT* [— \\
-GS
+ GEM
PD > |+ S-1 (+a)
* CRT
e T nutcnte + others
caused by SMA-CA (=), ‘(PD-1 ?)

B4 HiiaeToRITHETT RN § 2 SRtk o i gl

55 S1HADOILED» RE NIz, — T, GSHEEL
&, SIS X B o EINERIR B R 2 S bE e
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WTCIEF 7T a vy LI XA VOMEMNITTED LD, b
NbNLEMRIZBVT GS DEKMEZ KWICFEKT
LEIANHY, FEiERL PSARAZ ST
WKHWTWw? (R4).

2. BE1REBEOER

VIR EZSRICA I TIF2, AV )T
VIR, Tvduar S YN, RYF—bANT T L
P (FOLFIRINOX #%: © LUF, FFX) #® GEM
HFITE & OMGEHERHE Sz, FFX © 0S 1k 111
A H, GEMIZ68% HTd» Y (HR=057 (95%CI :
0.45~0.73, p<0.001), FFXIZBWTAHEZ OSIEE
BRI F7, GEM & F 7827 ) 7 F v & i
JAL7: (LUF, GnP) #f & GEM HAH: % g L 725
Bid, GnP B GEM X ) OSHAHFEICEIETTH -
=%, FAYE Tl GnP 13 & B I BUF 2 iR 5 N,
FNZENDENAGEIUS & 7o THh S IR ERDO AL
LA 2RBIEELTWE I s, BE
T E AT O —REH L LIRS A TW
A% LaL, ML I, FICFFX FEMEEICE
ELAERLPHRE SN, To#ESICELTE, &8

WRIE, Ein, BERRE (WFrhERkER, mRED, #9E
RTROA WS E+ I3 I2E R L 728 7 B E IR
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L7zLIA2ELT, 4/ 7% Y% 150 mg/m*~~
JE L 5-FU 20845 % Bk L 72 modified L ¥ 4 (m-
FFX) g sh, ARMENRSETH S LS
T ET, IS E o TS, —J, GnP
1, FRICEINRERCORmWRER)E, HULERIRE — &
BEE LRV, REOHEEHNS FFX L DEHWS
NTws, FEHRZLIEELLOEIDL VDS, F 7%
705 F VIR T B KRR REEIEERET
QOL AL F ¥ L2 ENELR LI LMD, Ficr DO
g (PRSI, TaudteFr, TLANY o,
% &), EGERRGMHEY LT AUENAELS.
ML YA EIEGT 20, PBEOHRETH S
A, bivbiug, s, PS, Igs e, R
BBILE, AEHRZoOTO T 1 -, & EORIRIEE
MEZELTCLY AZPE LTV AD. BRI R
PEHON o TBLTHESBREEVPLETHS (K
4).

3. IEEEEICH T B 2 RiGHE

L REBEN GEMNX—ZATHNIT5FU ZXR—R &
L7226z EET 5. ENTIR ST AL I T
E72H, 1 RIEANDOSLHREOTFER PS-RAFBI b
RZFoNd L)1k o572 L6 mFFX OFHH -
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H AW RGBT A BT 4 Y YETRA &N
EREBHEN A ¥ 54~ 2019 4ERL
http://www.suizoworg/pdf/guide2019_P94.pdf X 0 51/H, hZ

FERbWRERIRI EEZER B, —7, 1 RIGEHD5FU
N—=ZADHERDYEIE GEM X— AN — KN TH 5.
FEIBSABRIC X 2 ) Ry —28mA ) /775~ +5FU
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Hb.

B (S B 1T B SRR DR E
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BR Wi 120 9% NACRT, 7% &% 5% L4,

o RS IR AR AR (IMRT) ™ R f T8 (B 1%, &
KAL) TR 2 & O L BREHHEA 2 H O 72 e
EEPERRISH SN TV A, IS B R E 5
3 JE PRl R~ O AR B & RS A O %
HrgE LTBD, HEKEIRKRWIER SIS, bh
bbb, YRR E R O &I & 5 IMRT
% 7 ALE UL 2 AR 12T > TB D, Ih
HEIBREREE B L OHEBGEIN LICHFESTAb 0, &
WFL T 5.

BEFEINh3T/ LEE
J& 9 12 KRAS, CDKN2A, TP53, SMAD4 %% 12

BhgsrzemonTBh, 150604 s Ui
M %47 572 TCGA T, KRAS, CDKN2A, TP53, SMAD
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Exosome-Derived microRNA-22 Ameliorates
Pulmonary Fibrosis by Regulating Fibroblast-
to-Myofibroblast Differentiation in Vitro and in
Vivo

(J Nippon Med Sch 2020; 87: 118-128)
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1/2 B O W AL E, &G HAkK R H T (Connective
tissue growth factor) OFEIIHIE X O o0-SMA OFEHM
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Intravenous Immunoglobulin Attenuates Cecum
Ligation and Puncture-Induced Acute Lung
Injury by Inhibiting Apoptosis of Alveolar
Epithelial Cells

(J Nippon Med Sch 2020; 87: 129-137)
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JEPE A M A A v, Wil LA ALT & 7R F— A
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Early Experience with Two Techniques of
Intrascleral Intraocular Lens Fixation
(J Nippon Med Sch 2020; 87: 138-141)
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Outcomes of Patients with Early

Hyperbilirubinemia after Allogeneic
Hematopoietic Stem Cell Transplantation

(J Nippon Med Sch 2020; 87: 142-152)
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154%, p<0.001 ; PFS, 464% vs 154%, p<0.001 ; NRM,
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A New Model for Specific Visualization of Skin Graft

Neoangiogenesis Using Fltl-tdsRed BAC Transgenic
Mice

Mohamed Abdelhakim'’, Shigetomo Fukuhara®

Masatsugu Ema’, Hidenori Suzuki’, Atsushi Sakai’,

Hiroya Takada', Teruyuki Dohi', Rei Ogawa'

YH AR BE R R A

RN NG Stk

*H AR BE R R A7 56 i B - FE 797 5 RE S A 27

UEERIR A - v MREE T OVIFZE T

’Kasr Alainy Hospital Cairo University + =3 7 b

Background: Neovascularization plays a critical role in
skin graft survival. Up to date, the lack of specificity to
solely track the newly sprouting blood vessels has
remained a limiting factor in skin graft transplantation
models. Therefore, we developed a new model by using
the Fltl-tdsRed BAC transgenic mice. Fltl is expressed
by sprouting endothelial cells mediating neoangiogenesis.
We determined whether this model reliably visualizes
neovascularization by quantifying tdsRed fluorescence in
the graft over 14 days.

Methods: Skin graft cross-transplantation was
performed between 6-8-week-old male Fltl mice and
KSN/Slc nude mice (n = 5). The percentage of graft area
occupied by tdsRed fluorescence of the graft was
determined using confocal-laser scanning microscopy.

Results: Fltl+endothelial cells migrating from the
transgenic wound bed into the nude graft were first
visible in the graft center on day 3 (05%0.1, P<0.05).
Peak neovascularization was observed on day 9 in the
lateral and central parts increasing by 2-4-fold (4.6 0.8
and 4.2+0.9, P<0.001). Notably, some limited
neoangiogenesis was displayed within the Flt grafts on
nude mice, particularly in the center.

Conclusions: The ability of this model to visualize
graft neovascularization over time suggests its potential
utility for developing techniques that promote graft
neovascularization.

Wwox Deficiency Causes Golgin 160 Alteration and
Increased Apoptosis of Pachytene Spermatocytes in a
Rat with Lethal Dwarfism with Epilepsy

Md. Abdullah-Al Mahmud", Ayaka Domon', Yuki

it (T-BRARKAF) + Webex

Tochigi', Kentaro Katayama', Hiroetsu Suzuki'
U AR A= AR 2R A R A R MR I A L R R A B e =
“Bangabandhu Sheikh Mujibur Rahman Agricultural
University - N 77573 2
WW domain-containing oxidoreductase (Wwox)
deficient rats (lde/lde) shows hypogonadism, low
gonadotropins and testosterone levels. The cleavage of
Golgin subfamily A member 3 (Golgin 160) is related with
early phase of apoptosis. Previously, we found increased
apoptotic pachytene spermatocytes with abnormal
localization of Golgin 160 during 1st round
spermatogenesis in lde/lde. In the present study, we
aimed to explore the specific causes of these defects
using in vivo GnRH antagonist (Cetrorelix) and in vitro
rat embryonic fibroblast cell culture experiments. The
administration of Cetrorelix in normal rats resulted
altered Golgin 160 localization and increased pachytene
spermatocytes apoptosis. Wwox expression was reduced
and disappeared in Golgin 160 altered cells. Western blot
showed aberrant signals of Golgin 160 in testes of both
lde/lde and Cetrorelix-treated rats. Furthermore, in rat
embryonic fibroblast cell cultures, the expression and
localization of Golgin 160 was normal in both wild type
and lde/lde. After 24 hours serum starvation, Golgin 160
alterations were significantly increased in Ki67 negative
fibroblast cells of lde/lde. These results indicated that
the localization of Golgin 160 was very stress sensitive
under Wwox deficient condition. Wwox deficiency
caused Golgin 160 alterations and increased pachytene
spermatocytes apoptosis under depletion of
gonadotropins and testosterone in lde/lde testes.

BP180 Is a Prognostic Factor in Head and Neck Squamous

Cell Carcinoma
Xue Meng'’, Nami Miura', Yusuke Matsuzaki',
Kazufumi Honda'
" H AR BE R RS S v I S ST A AR B RE A
Srp | R RS M I B R B -

Background

Head and neck squamous cell carcinoma (HNSCC) is
the most lethal malignant tumor in the head and neck.
Prognosis plays a vital role in patient management and
decision making. The identification of prognostic factor
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BP180 is required in HNSCC.
Methods

Protein expression of BP180 was verified by
immunohistochemistry (IHC) with tissue microarrays
that included 202 cases. The prognostic significance was
analyzed with Kaplan-Meier method and Cox regression
analysis.
Results

THC analysis revealed that protein expression of BP180
showed a statistically significance difference in the
presence and absence of neural invasion in HNSCC
patients and according to T status in laryngeal and
pharyngeal cancer patient subgroups (P<0.05). In overall
survival analysis and multivariate analysis, we found that
positive BP180 IHC and advanced clinical stage are
significantly independent positive predictors for death in
HNSCC patients (P<0.05). In addition, in the oral
squamous cell carcinoma subgroup, independent positive
predictors were positive BP180 IHC, advanced N status,
and neural invasion; in laryngeal and pharyngeal cancer
patients, predictors were positive BP180 IHC and
advanced clinical stage (P<0.05).
Conclusion

BP180 is a prognostic factor in HNSCC.

Caspase-11 Involves in SREBP-1 Maturation via
Activation of S1P in Macrophage
Yinglan Cheng', Sumio Hayakawa', Yumiko Oishi'
"HARBERR A - e
PHRAEMRES - ]
Macrophages play diverse role in chronic diseases as
modulators of both lipid metabolism and immune
responses. Functional link between cellular lipid
metabolism and inflammatory response has been
demonstrated in recent years, such as sterol regulatory
element binding proteins (SREBPs), which were first
identified as key regulators of cellular lipid levels, also
found that can promote acute inflammatory responses,
however the detailed molecular mechanisms remain
unclear. Here we showed that extrinsic bacterial
lipopolysaccharide (LPS) -induced caspase is involved in
lipid metabolism in murine bone marrow derived
macrophages (BMDMs). Caspase-11, an inflammatory
caspase, contributed to the maturation of SREBP-1, as
early as 6 hours after LPS stimulation. The
immunofluorescence and immunoprecipitation
experiments showed the target of caspase-11 in
macrophage was site-1 protease (S1P), involved in the
SREBP-1 pathway. Moreover, we confirmed that SIP
directly interacts with caspase-11 and could be
subsequently cleaved by caspase-11 into a short active
form, suggesting that caspase-11 promote lipid synthesis

HEEREESEE 2021; 17(3)

via activation of SREBP-1 pathway during inflammatory
response. These findings indicated a crosstalk between
inflammatory caspases-11 and SI1P, leading to the

maturation of SREBP-1 to enhance lipid metabolism.

Molecular Anatomy Analysis of Mouse Placenta-
Specific Long Noncoding RNA 1600012P17Rik

Junxiao Wang"’, Syunya Noguchi', Takami Takizawa',

Aya Misawa', Shan-shun Luo?, Toshihiro Takizawa'

'HARBE R R o

EINVE VERVR IR S —EERE - P

[Objective] Long noncoding RNAs (IncRNAs) are
involved in a variety of physiological processes and
pathogenesis. We have previously found that long
noncoding RNA (IncRNA) 1600012P17Rik (designated as
P17Rik) was expressed in the mouse placenta during late
gestation. In this study, we investigated the cellular and
subcellular localization of P17Rik in the mouse placenta
by in situ hybridization (ISH).

[Methods] B6D2F1 mouse placentae (E10.5 and E16.5)
were fixed with paraformaldehyde and embedded in
paraffin. ISH was performed using a branched DNA
signal amplification method; P17Rik signals were
visualized with alkaline phosphatase with Fast Red.

[Results] P17Rik was positive in spongiotrophoblast
and glycogen trophoblast cells, but not in trophoblast
giant cells in the junctional zone of the mouse placenta.
The intracellular localization of P17Rik was mainly in the
cytoplasm of these trophoblast cells.

[Conclusion] Our findings suggest that P17Rik may
function in the cytoplasm of these trophoblast cells
during late gestation.

[This study was presented at the 28th Japan Placenta
Association Meeting that was held online from October
30 to November 5, 2020.]

Mutual Roles of Macrophages and T Cells on Cardiac
Allografts Rejection in a Murine Transplant Model
Weili Chen", Etsuko Toda', Saeko Hatanaka', Yuri
Nawashiro', Hana Shimizu', Yoko Endo', Mika
Terasaki', Shinobu Kunugi', Yasuhiro Terasaki',
Akira Shimizu'
YH AR ERER A EAT N EL
B HINERE - P E
Both allogenic immune responses and innate immunity
are involved in the rejection of cardiac allografts.
Cytoplasmic protein FROUNT binds to chemokine
receptors CCR2 and CCR5 and promotes macrophage
chemotaxis. In this study, we aimed to investigate the
mutual roles of T lymphocytes and macrophages in the
murine cardiac transplant models by using FROUNT
inhibitor which inhibit macrophage function in
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combination with depletion antibodies against CD4 and
CD8 T cells.

BALB/c (H-2d) hearts were transplanted to C57BL/6
(B6, H-2b) mice. Mice were treated with anti-CD4 and/or
anti-CD8 mAb with or without FROUNT inhibitor.
FROUNT inhibitor was given daily from Day-7.
Anti-CD4 or anti-CD8mAb was given on Day 4 and then
weekly.

No prolongation of CAS was observed for anti-
CD4mAb alone treatment, while anti-CD8 mAb alone
slightly prolonged CAS (9 days). Combination with
FROUNT inhibitor with anti-CD8 mAb further
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prolonged CAS to 13 days, although FROUNT inhibitor
alone did not significantly prolonged CAS.

These data suggest that allograft rejection occurs
even in the absence of CD8 cytotoxic T cells and that
FROUNT inhibitor can suppress this CD8-independent
rejection response. Further studies are in progress to
determine mechanisms of the prolongation by FROUNT
inhibitor+anti-CD8mAb. We are currently investigating
the roles of T regulatory cells, NK cells and macrophage
conversion (M1/M2).
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