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The Role of the Pharmacist in Clinical Settings (13):
Estimation of Anticoagulant Activity of an Oral Anticoagulant Based on Patient Data

from Nippon Medical School Hospital

Naoko Unami and Yuya Ise

Department of Pharmaceutical Service, Nippon Medical School Hospital

Abstract

The incidence of cerebral infarction in patients with non-valvular atrial fibrillation is 5%
per year on average, and since there are currently estimated to be more than 800,000 patients
with atrial fibrillation in Japan, the use of oral anticoagulants is an important clinical issue. For
many years, the only oral anticoagulant used in Japan was warfarin, but the use of direct oral
anticoagulants (DOACs) has increased rapidly since they became available due to their
superior efficacy in preventing thrombosis. The number of patients using these drugs has also
increased, but this has been accompanied by an increase in bleeding-related adverse events
and cerebral infarction. On the other hand, two types of neutralizers are now available to
prevent hemorrhages in patients receiving DOACs in the preoperative period or in

emergencies. In this article, we discuss the predicted anticoagulant effect of one DOAC,

apixaban, and the characteristics of DOAC neutralizers.

(HARER KA ZMERE  2024; 20: 4-9)
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Retroperitoneal Follicular Lymphoma Diagnosed by Laparoscopic Resection: A Case Report

Dai Mitsui', Naoyuki Yamashita', Aya Yamagishi',
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Abstract

We report a case of follicular lymphoma located in the retroperitoneal area behind the
distal pancreas, which was successfully resected by a laparoscopic approach along the
ligament of Treitz. A 70-year-old man attending our hospital for chronic obstructive pulmonary
disease was incidentally found to have a 23-mm retroperitoneal tumor. The tumor was located
behind the distal pancreas near the superior mesenteric artery and left renal vein.
Laparoscopic retroperitoneal tumor resection was performed because the tumor was
suspected to be malignant owing to the tumor growth over time detected by computed
tomography and positron emission tomography 18F-FDG uptake. The postoperative course
was uneventful, and the pathological findings indicated that the tumor was follicular

lymphoma.
(HARBERIRFE S 2 MERE 2024; 20: 10-14)

Key words: follicular lymphoma, retroperitoneal tumor, laparoscopic surgery
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A
b . Tumor

Abdominal enhanced computed tomography (CT) (A) and 3D-CT angiography (B) showing the
tumor located on the dorsal side of the inferior mesenteric vein (IMV) and the left side of the
superior mesenteric artery (SMA) and the front side of the left renal vein (LRV). 3D, three-

dimensional.
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Ik (LRV) 128k F 7= s IR ISR 2 L C v 7z (Fig.
IB).

PET-CT : # I8 J5i 9% 25 |2 FDG @ %% 4 8 (SUV
max 84) %7 (Fig. 2).

Tumor

Fig. 2
18-flurodeoxyglucose (18f-FDG) uptook by the tumor
on positron emission tomography-computed
tomography (PET-CT).
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The images showed the tumor (arrowhead) located on the ventral side of the left renal vein
(LRV) and left adrenal vein (LAV) (A), the dorsal side of the inferior mesenteric vein (IMV) and
the left side of the superior mesenteric artery (SMA) (B) in accordance with preoperative three-

dimensional computed tomography (3D-CT) angiography.
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Macroscopic image

Bel2

13

CD20

Macroscopic image of the resected specimen (A). Low-power view and high-power view of HE Stain (B, C).
Immunostaining results were as follows: Bel2-positive, cluster of differentiation CD10 and CD20-positive (D-F).
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Three Cases of Solitary Nevus Lipomatosus Cutaneous Superficialis

Yuki Tone, Toshihiko Hoashi, Susumu Ichiyama,
Mai Yamada, Shun Miyazaki and Hidehisa Saeki
Department of Dermatology, Nippon Medical School Hospital

Abstract

Case 1 was a b8year-old man presenting with a dome-shaped elastic-soft nodule
measuring 24 X 18 mm on the left buttock, which had developed five years previously. Case 2
was a 63-year-old woman with an elastic-soft subcutaneous nodule (18 X 22 mm) on the
posterior side of the right thigh, which she had first noticed five years before. Case 3 was a 79-
year-old man with an elastic-soft subcutaneous nodule (17 X 10 mm) on the lateral side of his
left thigh, which he had become aware of four years previously. In all three cases, adipose
tissue proliferation was observed between the dermal collagen fibers. Nevus lipomatosus
cutaneous superficialis (NLCS) was diagnosed, with lipoma or soft fibroma considered in the
differential diagnosis. All three nodules were excised. In case 3, the signal was not suppressed
on magnetic resonance imaging (MRI) with fat-suppressed T1-weighted images. Since the
excisional design for cases of NLCS is different from that of lipoma, MRI was considered useful

in the preoperative diagnosis.
(A ARBERIRFE S 2MERE 2024; 20: 15-18)

Key words: nevus lipomatosus cutaneous superficialis, magnetic resonance imaging, lipoma,
soft fibroma
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Intraoperative Low-Field Magnetic Resonance
Imaging-Guided Tumor Resection in Glioma
Surgery: Pros and Cons

(J Nippon Med Sch 2022; 89: 269-276)
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R 2HMTERAFICHEERTED L o7 24l
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AR BB L B OREENTT 7B TR S 1, i
MRIBETI3A, I ha—VEET4 AL WRER THEE
FRRO Lo e, WM RE R ERAEER IS L A BKL Tw i
Ho 2T T MRIBECIZR0 ¥, a v bao— Vi
T1BIEED 7. FARTHE B34 i MRI B © -3 465.8 45,
2y bE—VEET 4836 5 LM CH R A RO Lo
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Learning Curve for Endoscopic Thyroidectomy
Using Video-Assisted Neck

Retrospective

Surgery :
Analysis of a  Surgeon’s
Experience with 100 Patients

(J Nippon Med Sch 2022; 89: 277-286)

VANS EFMIC L 2ARETFTRREFHOI—=2T
h—7  —HBEICL DT 100 EFI D% FREVRET
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bivbhi, $HE T 7 7 u—F ® Video-assisted Neck
Surgery (VANS iEFA4T) 2 HWT, — AOHVEHE 2T
AT o 72U AR 100 ER DT —= > 7 h — T2 BET L
7z.

& 2016 4E A 5 2020 4E o B, W — A EHE 20 5
VANS BFM &2 2 72 Bk F 72 1B o HARRE B2
5 B 100 B (PR 99 B, Bk 1B, PGS 36.2 i%)
BT IRET L 7.

R TR EIE TR ALEE (PTC) 3661, Z ofi
(JEPTC) 64 BT o7z, BN HIRIRIE ) Bl 25 4T
S, PTCHEBNIIE R M ACEIR Y > 7 & g A% &
iz FHFAMREENILIE PTCHER T 125 47, PTCHERIT
129 53 (p = 043), M= IXZFh 21 338 mL & 76 mL (p
=001) THorz. BIAFERHE (RNP) (%12 61 (12%),
I 2 81 (2%) (28D SNz w30 & %o 70
Blo i, FMFREMR LN ICHEEIRO ML
oz, JEROKRE S %kA0 70 #l oI PTC EEH T

BElIZKR&E D572 (324 mm vs 395 mm, p=0.039). RNP
1510 70 BIOJERTH B > 72 (26.7% vs 5.7%,
p = 0003). ZAEMHOME, HHEOKS S i EH
MoFELEERESFTH Y, FEBIEZOEEIMIE RNP ©
WA EHBITHBE LT,
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Long-Term Benefits of Treatment with

Tolvaptan in Patients with Autosomal
Dominant Polycystic Kidney Disease

(J Nippon Med Sch 2022; 89: 287-294)
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JRICE % g L 7.
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EARICHE R ZBD e h o7z, PILBICBU 5 B
THIB LU THOIEITDI B REERBINERILE 4
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5 Na B LR ERIMHICB W THEERLZE RO
oz,

MR AIIRICBWT, REINZG M7y o GIEE
BREZ S L, REAEOMKEET 2 WHEAVRIE S
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Worse ECOG-PS Is Associated with Increased
30-Day Mortality among Adults Older than 90
Years Undergoing Non-Cardiac Surgery: A
Single-Center Retrospective Study

(J Nippon Med Sch 2022; 89: 295-300)

WHULDEHEZEDHLCBFMMRICBEVT,
ECOG-PS &/ fii# 30 HREUELE<BRL A 1 &
MR RITR

HIRPHETT. FEDIIE=55 R 1NN
HARBERE R SRR B =

Ex Filiz 22 &mEEMmLcwas, K%L T
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PS), MHiF ¥ —Ny y2a 7, fiiEEEEy 22, Kk
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2 (ECOG-PS), BIEZLANVA >»Fv 7 A (mFL5),
PRI O A A, AR A PRE S & O E: 30 HZEfR & L7z

FER TR 327 B, BT 149 Bl ET L2, Ik
EAERER] (20 B, 4.2%) IZZEAERERI L ik LT, BRAT
Wi T OMEG L AIREED L VL GEAAE vs. 447, ASA-
PS:28 [2~3] vs. 23 [1~4], p=0.045; ECOG-PS : 3.0
[2~4] vs. 10 [0~4], p<0.001; mFI5: 30 [1~4] vs.
1.0[0~3], p<0.001), BEFHiHIH % < (75.0% vs. 36.2%,
p=0004), MrHERIMAE 5 -7 (550% vs. 134%, p<
0.001). 7 U A Vi % g3 % &, ECOG-PS 2514 30
HE T L bR 2R L7z (ROC il #% T 1A%,
ECOG-PS : 098, p<0.001 ; mFI-5 : 086, p<0.001 ; i Hi
Fy—) vV A7 053, p=071; i §ifzn 6z U A
7 1055, p=044). LERT I AT 4 v 7 BRGNS,
ECOG-PS>3 5 #% 30 HAE L H# & i  BIR T % 2 &L AR
a7z (p<0.001, # v A 171, 95% {5 A IX H : 1.35~
2.16).
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T, ECOG-PS>3 2%iif% 30 HAET 3 & 5 < BFR L 72
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Trends in Isolated Pelvic Fracture and 30-Day
Survival during a Recent 15-Year Period: A
Nationwide Study of the Japan Trauma Data
Bank

(J Nippon Med Sch 2022; 89: 309-315)
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0.001).

F7230 HAECHIZE I MOBHE L - 2L DKL, i
Bl Db B LCE2OR T L THHEmLFEET
Hotz (p<001).
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7 15 EM DT — 5 53W & A7 o 7ok R, 30 HAAESRIT W
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Role of a Fetal Ultrasound Clinic in Promoting
Multidisciplinary and Inter-Facility Perinatal
Care

(J Nippon Med Sch 2022; 89: 337-341)
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Effects of Renal Function on Urinary Excretion
and Serum Concentration of Uric Acid in
Patients Treated with Febuxostat for Chronic
Kidney Disease

(J Nippon Med Sch 2022; 89: 360-367)
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(eGFR), WRHREEHENSE (FEUA), 7 5 ONIC 24 Wy R
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R m#ICB T eGFR~FEUA [ o B AR & 78 o
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G 7T RV AY v MO A I D 5 3 eGFR
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sUA &, FEUA~eEUA B OMBMEIEEL 5252
e, R REEPHIMEEH] & OPERINC X o TS 512 sUA
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A New Anorectal Melanoma Cell Line Derived
from a Primary Human Rectal Tumor
(J Nippon Med Sch 2022; 89: 368-376)
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Associations of Aminolndex Cancer Screening
(Breast) Grade with Clinical and Laboratory

Variables

(J Nippon Med Sch 2022; 89: 377-333)
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I/BT T ANDOEERFNEMEHL, APAZED
THEOPARAZ ) —2 v BN TELESH
5.

Fik o AICS (FLBE) Mo MR IA Y% 33 % 72
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MR T — % L OB 2 BRI HHT L7, RE DT
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WREOMICHEE RO Iy bF 717 p =
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5 OB EHE L RNOMETH 5.
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Spinal Metastases without Pedicle Signs on
Radiograph and their Associated Clinical and
Radiological Features

(J Nippon Med Sch 2022; 89: 384-391)
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Factors Regarding Suicide Decline in Japan: A
Longitudinal Study on Psychiatric Diagnosis of
Serious Suicide Attempters

(J Nippon Med Sch 2022; 89: 392-398)
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Use of a Contest Format for Objective
Assessment of Microsurgical Technique: An
Observational Study

(J Nippon Med Sch 2022; 89: 405-411)
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Role of Collagen Gel Droplet-Embedded Culture-
Drug Sensitivity Testing (CD-DST) for
Assessing the Sensitivity of Gastric Cancer to
Chemotherapy Drugs Combined with Other
Cancer Therapeutic Drugs

(J Nippon Med Sch 2022; 89: 412—421)
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Droplet-Embedded Culture-Drug Sensitivity Testing
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BH#Y : Collagen Gel Droplet-Embedded Culture-Drug
Sensitivity Testing (CD-DST) % DX ) ICHWLHRE
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Effectiveness of Corticosteroid Therapy for
Non-Severe COVID-19 in Patients Not Requiring
Supplemental Oxygen Who Have Risk Factors
for Severe Disease

(J Nippon Med Sch 2022; 89: 422-427)
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Efficacy and Safety of Transurethral
Enucleation with Bipolar Energy for Treatment
of Benign Prostatic Hyperplasia: Does Prostate
Volume Matter?

(J Nippon Med Sch 2022; 89: 436-442)
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The Prediction of Pathological Complete Response

after Total Neoadjuvant Therapy for Locally

Advanced Rectal Cancer Using Versatile Liquid
Biopsy

Kyaw Thu Lynn'’, Akihisa Matsuda',

Takeshi Yamada', Satoshi Matsumoto',

Hideyuki Suzuki', Hiroshi Yoshida'
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Background: Total neoadjuvant therapy (TNT) has
conferred a dramatic paradigm shift in the treatment for
locally advanced rectal cancer (LARC), which can
prolong the survival associated with high pathological
complete response (pCR) rate and introduce non-
operative management (NOM). However, useful
biomarkers predicting the treatment efficacy of TNT
and the prognosis has not been developed. Our previous
study demonstrated that volume of blood long-and short-
fragments DNA (>300 bp and <180 bp) in LINE-1 gene
are derived from tumor cell necrosis, and normal cell
apoptosis, and the ratio (LSR) could be a good biomarker
for cancer prediction and monitoring.

Methods: A total of 17 LARC patients receiving
consolidation TNT consisting of short-course radiation
(5 Gy x5 days) and 4 courses of CapOX, followed by total
mesorectal excision were included. Blood concentrations
of long-, shortfragment DNA and LSR in neoadjuvant
phase were serially measured by real-time PCR.

Results: Median age of patients were 64 years old and
65% were female. Clinical stage (IIa/Ilc/IIIb/IIIc) were
2/1/8/6, respectively. Down staging was shown in 88%
of patients. Tumor regression grade (0/1a/1b/2/3 (pCR))
were 1/2/3/34/7 (41%), respectively. Only 44% of
patients had elevated CEA levels before TNT, which
indicates less usefulness as the biomarker. The dynamics
of the LSR in the entire cohort showed the gradual
decrease until pre-operative phase (decrease to 77.8%).
The LSR change from pre- to early preoperative
treatment phase (1 or 2 course after CapOX) was
significantly greater in the pCR (+) (n = 7) than the pCR
(—) (n=10) groups (66.8% vs. 101%, p =0.03). The AUC
of ROC analysis was 0.72 (cut off: 66.8%).

Discussion and Conclusions: NGS based liquid biopsy

is the gold standard for the cancer prediction and
monitoring, but limitations such as unsatisfied sensitivity
and high cost are still involved. However, LSR
measurement has great benefits on those points. Early
phase LSR measurement could be a good predictive
marker for the response of TNT and might be clinically
useful for optimizing the preoperative therapy and
selecting patients for NOM.

Twenty-five patients receiving neoadjuvant
chemotherapy (NAC) were subjected as control.

This prospective single-center study was conducted in
Nippon Medical School Hospital of Japan.

The pCR rate was higher than that of NAC (4%). The
decrease of LSR change from pre- to post-preoperative
treatment was not statistically different (77.8% vs. 57.1%).

Time-frequency Analysis of Serum with Proton
Nuclear Magnetic Resonance for Diagnosis of Keloid

Guangpeng Xia', Teruyuki Dohi', Keiko Hirakawa®™’,

Nikki Izumi', Yoshimasa Kanawaku*’, Rei Ogawa'
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Background: Keloids are defined as fibroproliferative
disorder caused by abnormal healing of skin subjected to
inflammation beyond the reticular dermis, resulting in an
unappealing cosmetic appearance and associated with
unpleasant symptoms. The diagnosis of keloid is often
based on the clinical features alone and no laboratory
testing method exists. Besides, distinguishing
hypertrophic scar from keloid is sometimes difficult
because they share several histochemical abnormalities
and clinical features.

Recently, a novel tool of analyzing serum using the
short-time Fourier transform (STEFT) of free induction
decays (FIDs) obtained by nuclear magnetic resonance
(NMR) has been introduced. We for the first time
evaluated the utility of this technology as a diagnostic
tool for keloid.

Method: Samples were obtained from 34 keloid
patients and 20 non-keloid patients. Serum samples from
both groups underwent 1H-NMR and STEFT of FIDs.
STFT data were analyzed by partial least squares
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discriminant analysis (PLS-DA) to clarify whether
differences were apparent between the groups.

Result: PLS-DA score plots indicated that STFT of
FIDs enabled effective classification of groups with and
without keloid.

Additionally, in a subgroup of keloid severity, severe
cases (17 cases with high scores of JSW Scar Scale (JSS))
could be discriminated from less severe cases (17 cases
with low scores of JSW Scar Scale (JSS)).

Conclusion: STFT of FIDs obtained from NMR have a
potential to be a diagnostic and prognostic tool of keloid.

The In-Depth Analysis of Skin Tension in the Upper
Extremity
Alexandros Papadopoulos'’, Teruyuki Dohi’,
Hoyu Cho', Rei Ogawa'
YH AR BE R R AR
*Vrije Universiteit Amsterdam « 4+ 7 ¥ %
Prevention is an important component of the
management of abnormal scars. Amongst others, skin
tension is a crucial factor for their development. Careful
determination of the optimal, site-specific incision pattern
is vital in order to minimize tension during scar
formation. However, the current skin line models used
for this purpose have often only been determined
through basic, static measurements. We believe an
in-depth analysis of skin tension for every area of the
body is necessary. Given its dynamic aspect, alterations
of skin tension in response to movement should also be
investigated. The present study is part of a larger
project and focuses specifically on the distal upper
extremity. Skin stretching, stiffness and thickness are
assessed in 15 (*) healthy participants, in different areas
of the forearm and fingers. Measurements are performed
in various, pre-determined positions. We expect to
observe the greatest changes in skin areas overlying
articulations and their adjacent areas. Changes in the
middle part of the forearm may be minimal and less
reactive to movement. Based on the observed changes
and direction of maximal skin stretch in each area, a site-
specific surgical approach can potentially be
recommended in order to effectively divide tension and
minimize risk of abnormal scar formation.

*Note: this number may be subject to change

Analysis of Three-dimensional Vascular Structure of
Skin and Abnormal Scars by Tissue Clearing

Long Nguyen Dinh"’, Teruyuki Dohi’,

Haruko Takano® Shigetomo Fukuhara®, Rei Ogawa'
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Scars form as part of the wound healing process
following some injury to the skin. Abnormal scars are
defined by the accumulation of excess extracellular
matrix components and cause symptoms such as itching
and discomfort, as well as cosmetic problems, leading to
a decreased quality of life. However, the mechanisms
underlying abnormal scar formation including
angiogenesis are still incompletely understood. To better
understand the role of angiogenesis in abnormal scar
formation, we will establish the transparency technique
for human skin tissue. Furthermore, we will visualize
and observe the blood vessels of normal skin, thereby
comparing with those structures in normal/abnormal
scars and elucidate the mechanism of abnormal scar
formation.

Medical Field Survey at Chiang Mai University by the
Southeast Asian Medical Study Club

Maki Kuribara', Haruka Abe’,

Yuwhang Kim’, Oga Sasaki’, Ken Miura®
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I stayed in Chiang Mai, Northern Thailand, for a
l-week medical field survey at Chiang Mai University
from August 14, 2022, to August 21, 2022. Along with
four other first-year students, I participated in four
programs at the Chiang Mai University School of
Medicine that involved reading mammograms, attending
a lecture on infectious diseases, visiting the Thai
Traditional and Complimentary Medicine Center
(TTCM), and touring an endoscopy room. During the
mammogram reading sessions, I compared patient data
from mammograms at the Chiang Mai University
Hospital with those from the Nippon Medical School
Hospital and examined how the screening system could
reduce the number of advanced cases. The TTCM
provided community-based complementary medical care,
integrating Chinese and Thai traditional medicine with
Western medicine.

These programs provided insight on the differences
between the medical and healthcare systems in Japan
and Thailand. My experience at Chiang Mai was very
meaningful and served as a strong motivation for me as
a future medical student. I wish to continue my studies
to become a doctor, with the aim of joining hands with
other people from across the world to serve humanity.

Research Experience at National Institute of Health
(NTH)

Yui Kojima'

"HARBEFRRAESE 3R

I spent six weeks as a summer student at the National
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Institute of Health (NIH) in Maryland, from July 21 to
September 3, 2022. I joined the Sickle CellBranch’s
laboratory of Sickle Cell Genetics and Pathophysiology.
NIH is the U.S. government’s national medical research
agency, which is a part of the U.S. Department of Health
and Human Service. It is the world’s largest biomedical
research agency and has the nation’s largest hospital
that is solely dedicated to clinical research, NIH Clinical
Center. My laboratory was housed in a building
connected to the NIH Clinical Center.

I took part in the research on the pathophysiology of
sickle cell disease and examined the phosphorylation of
the Band 3 protein in erythrocytes. NIH was a diverse
research institute where researchers from wvarious
specializations and backgrounds could be found.
Furthermore, my laboratory was also international.
There were a number of researchers from the US, as
well as China and India, and Dr. Thien, the head of our
lab, was from Malaysia.

My collaborative effort with different American
researchers has taught me a lot. I feel privileged to have
the opportunity to share my expertise and inspire others

to pursue careers in international medicine.

Tmem189 Deletion in Macrophages Increased a
Hepatocyte Lipid Droplet Accumulation-like
Phenotype
Yinglan Cheng', Hiroyuki Koike',
Mashito Sakai’, Yumiko Oishi'
"HARBERER A - Seae
PHARBERIR A F BB
Liver-resident macrophages (Kupffer cells) and
recruited macrophages play a central role in nonalcoholic
steatohepatitis (NASH) progression, which leads to
severe steatosis, inflammation, and liver injury. However,
the pathophysiological mechanisms of macrophages in
NASH remain unclear and pharmacological treatment
against the disease is unavailable. Focused on lipids as
one of the molecular bases for the regulation of
macrophage polarization and programmed necrosis, we
found that plasmalogen-type lipids are markedly
increased in macrophages during the inflammatory
phase based on large-scale lipidomics analysis. Therefore,
we established macrophage-specific conditional knockout
(cKO) mice of TMEMI189, also known as PEDSI, a
protein that catalyzes the final step of plasmalogen
biosynthesis. Phenotypical analysis showed that cKO
mice had a similar body weight to control mice, yet an
increase in liver size was observed. Interestingly, a
hepatocyte lipid droplet accumulation-like phenotype, a
pre-stage of NASH, was observed in the liver of cKO
mice. Therefore, future studies will examine the
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influence of TMEM189 and plasmalogen biosynthesis on
the regulation of inflammation and the development of
NASH by macrophages in the liver.

TNNCI1 Can Promote VP-16 Chemoresistance in Small
Cell Lung Cancer

Yunchu Yang', Kuniko Mastuda',

Akihiko Miyanaga', Masahiro Seike'
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Background: Small cell lung cancer (SCLC) accounts
for 15% - 25% of all lung cancers. Although most patients
initially responded to etoposide (VP-16), drug resistance
soon emerged, which seriously affects the prognosis of
patients. Therefore, there is great clinical significance to
study the mechanism of VP-16 drug resistance in SCLC.

Methods: First, we used RNA sequencing data to
screen the factors that may induce the VP-16 drug
resistance in SCLC. And then we used qRT-PCR to
verify and found TNNCI1. Next, we downregulated
TNNCI in SCLC cells by transient transfection and
verified the relationship between TNNC1 and VP-16
drug resistance in SCLC by using MTS, Western Blot,
and Flow cytometry.

Results: We found that TNNCI level is up-regulated in
VP-16 resistant SCLC cells (SBC3VR and SBC5VR)
compared with the sensitive parental cells (SBC3 and
SBC5). Knockdown of TNNCI in VP-16 resistant SCLC
cells increased chemosensitivity by increasing cell
apoptosis and cell cycle arrest.

Conclusions: TNNC1 may be a predictor and a
potential therapeutic target for VP-16 chemoresistance in
SCLC.

Clinical Impact of IDH1/2 Mutations in AML Patients
Treated with Venetoclax Based Regimens

Jiadan Sheng', Yasunobu Nagata', Atsushi Marumo',

Masahiro Sakaguchi', Kunihito Arai',

Tomoaki Kitano', Miho Miyata',

Satoshi Wakita', Hiroki Yamaguchi'
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Acute myeloid leukemia (AML) is a biologically and
clinically heterogeneous malignancy. Recently novel
treatments including Venetoclax (VEN) have been
applied. We aim at evaluating efficacies and how IDH1/2,
which were frequently mutated and connected with
specific disease characteristics, affect clinical impact in
AMLs to VEN-based regimens.

We've collected 67 AML patients treated VEN. IDH1
and IDH2 were mutated for 4.4% (3/67) and 13.4% (9/67)
respectively which were all mutually exclusive.
Compared with IDH1/2 wide-type patients, AMLs with
IDH1/2 mutation (mIDH1/2) had a higher incidence of
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intermediate-risk cytogenetics and a lower incidence of
adverse-risk cytogenetics (67% vs. 29%, p = 0.0207; 8% vs.
44%, p = 0.0241). Also, mIDH1/2 AMLs had higher
proportions of bone marrow blasts > 50% (75% vs. 40%,
p = 0.0292), and frequently occurred NPM1 (42% vs. 11%,
p =0.021) or DMNT3A mutations (50% vs. 7%, p<0.001).
After being treated with VEN, the median progression-
free survival (mPFS) in IDH1/2 mutant and wide-type
cohorts were 11.2 and 7.2 months while the complete
remission rates were 42% (5/12) and 45% (25/56)
respectively. Notably, IDH1/2 and FLT3 co-mutated
AMLs showed significantly shorter mPFS than other
sub-cohorts (24 days, P<<0.0001).

Overall, IDH1/2 mutations seem to be favorable
prognostic factors to AMLs with VEN even though its’
protective function might be reversed by FLT3 mutation.

Clinical Training at a Wildlife Hospital in Australia
Hiroki Murata'
H AR A dr B R A 4 R4

Currumbin Wildlife Hospital (CWH) on Queensland’s
Gold Coast is one of the busiest wildlife hospitals in the
world; more than 140,000 animals have been admitted to
the hospital in the past 20 years, and more than 250
native species have been treated at the facility. The last
August, I participated in a four-day clinical training
program there.

Facilities and instruments for treating and
rehabilitating are well-specialized for each species. Dr
Michael Pyne, a senior veterinarian, showed us stocked
feathers for an impinging procedure, replacing a broken
bird feather with another one, referred to as a donor
feather which enables them earlier discharge.

During the autopsy of a koala that had lost its
reproductive capacity due to chlamydia infection, the
students learned about the anatomical characteristics
and hygiene management of the animals on display.

CWH focuses on the early recovery and reintroduction
of wildlife back into the wild. It is commendable from the
perspective of wildlife rescue. Whereas from a public
health perspective, there is a risk that pathogens such as
antibiotic-resistant bacteria will be spread through
rescued wildlife. It is challenging to solve this problem
because prolonged hospitalizations to prevent the spread
of pathogens put a burden on wildlife.

The Linkage among Hindlimb Joints - the Change of

Stifle Angle and Ankle Angle with the Passive
Movement of Hip Joint

Linjing Kong', Yasuji Harada',

Sawako Murakami', Yasushi Hara'
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To assist the rehabilitation for those animals with
hindlimb disability, it is necessary to realize the
relationship among the angles of hindlimb joints, as well
as the linked changes of their range of motion (ROM).

This pre-experiment took a healthy Beagle as model,
to investigate the relationship among hindlimb joints
under passive movement and help further experiment
design. Two parts were included: the nature angles of
stifle and ankle under the passive movement of hip joint;
the ROM of stifle and ankle under the passive movement
of hip joint. All the angle data were acquired from X ray
images of the Beagle under anesthesia and with muscle
relaxant.

A significant correlation was found between stifle
angle and hip angle, as well as between ankle angle and
hip angle, which may be explained by the effect of
biarticular muscles. It indicated the possibility to predict
the stifle and ankle angle by the hip angle.

An acute increase of stifle flexional angle was found
with the increase of hip angle. It may be explained by
the maximum length of rectus femoris, which limited
further flexion of stifle when the hip angle was relatively
large. The result will help set up the safe range of angle
for all hindlimb joints under passive movement, making
sure the rehabilitation method do no harm to the
animals.

Post-traumatic Hypopigmented Scar; Mechanism of
Development and Treatments

Pitawan Rachata, Rei Ogawa'
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Background: Hypopigmented scar is a common
sequela following traumatic wound healing. The
limitation of definitive treatments may reflect limited
knowledge in this area. This article gives an overview of
skin pigmentation and melanogenesis, review of recent
literatures investigated in repigmentation following skin
injury and mechanism of hypopigmented scar
development. We also reviewed all current treatments,
treatments in future perspective are also discussed.

Methods: All studies were evaluated for research
quality; recent studies will be prioritized. Systematic
review, meta-analysis and comprehensive review were
included if available.

Results: In Duroc pig model and human cell culture
model: Comparative number of melanocytes in
hypopigmented, hyperpigmented scar and normal skin
but melanin pigment was decreased or absent in
hypopigmented scar with no distribution of the pigment
in upper layers of epidermis. In Duroc pig model also
found hypopigmented scar had downregulated levels of
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Pro-opiomelanocortin (POMC) gene expression when
compare to normal skin.

Conclusions: The true mechanism of post-traumatic
hypopigmented scar seem to be defects in melanogenesis
and melanin pigment distribution. Treatments involve
keratinocyte transplantation may not be the final
answer. Further studies in new treatments that
enhancing melanogenesis along with melanin pigment
distribution should be established.

Keywords: Hypopigmentation, Hypopigmented scar,
Leukoderma, Repigmentation, Melanogenesis

Showing the Effect of Tranexamic Acid on Capsule
Contracture in the Rat Model

Sahin Atakan Bayir', Rei Ogawa'
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Aim: Capsule contracture is characterized by an
excessive amount of fibrosis around the implant due to
the occurrence of an exaggerated inflammatory response
towards implants. The aim of this study is to determine
the net effect of tranexamic acid applied during the
surgery against capsular formation.

Materials and Methods: A total of 30 rats are used in
the study, which are divided into 3 groups containing 10
rats in each group as the control group, the group in
which Tranexamic Acid is administered systemically
(intraperitoneal administration), and the group in which
tranexamic acid is applied around the implant with local
infiltration. A smooth surface mini-implant was placed in
each rat and they were followed for 3 months in terms of
capsular contracture.

Results: The capsule tissue formed around the implant
was examined with intracapsular pressure monitoring,
radiological examination, histological and
immunohistochemical methods, and the results were
analyzed statistically. Less capsular contracture occurred
in the tranexamic acid applied groups compared to the
control group. Local application of tranexamic acid
around the implant is more effective than intraperitoneal
application.

Conclusions: Application of tranexamic acid is an
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effective way of preventing capsular contracture.
Key Words: tranexamic acid, capsule contracture,

hematoma, implant

Free Vastus Lateralis Functional Muscle Transfer
(FVL-FMT): A Bi-Modal Approach in Facial Nerve
Reanimation

Michaelsam E. Econ', Hiroki Umezawa',

Sahin Atakan Bayir", Hoyu Cho',

Genshiro Kubo', Rei Ogawa'
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Background: Facial nerve palsy occurring as a result

of oncologic surgery is common although the

reconstructive options vary the postsurgical results are

rarely what we hope them to be. This study was done

with the goal of finding alternative reconstructive

options that are easily appliable and with better
postoperative results.

Materials and Methods: This study aims to describe

free vastus lateralis functional muscle transfer (FVL-
FMT) as an alternative, single-stage, bi-modal
reconstruction option. Here, the descending (Type I) and
oblique (Type II) branch of the vastus lateralis motor
nerve supplies the free functional muscle transferred
while the descending branch was utilized as a
vascularized nerve graft to reconstruct the facial nerve
defect. 7 patients with postsurgical facial nerve defects
were included in this study. The House-Brackmann (HB)
and Yanagihara (YG) Facial Nerve Grading Systems
were used for postoperative functional assessment.

Results: All patients tolerated the procedure. Patient
House-Brackmann scores ranged from III to V. 6 out of
the 7 patients achieved symmetric resting tone while 4
patients achieved complete eye closure and the rest
partial eye closure on Yanagihara Scale.

Conclusion: The FVL-FMT is a new surgical
technique with promising results that is expected to lead
further studies in the facial paralysis reconstruction area.
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