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Z0h 1.69 153 23.94 2755 767
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Eg;;ﬂg 2018FE 2019 2020F 20215 2022
48 || 10,630 (531.5)| 11,467 (573.4)| 7,786 (370.8)| 9,843 (468.7)| 9,240 (462.0)
58 || 11,378 (541.8)| 11,454 (602.8)| 6,014 (334.1)| 8512 (472.9)| 9,144 (481.3)
68 || 11,310 (538.6)| 11,336 (566.8) | 8,448 (384.0)| 10,284 (467.5)| 10,384 (472.0)
78 | 11,873 (565.4) | 12,635 (574.3)| 10,041 (478.1)| 10,181 (509.1)| 9,480 (474.0)
88 || 12421 (540.0)| 11,766 (560.3)| 8,327 (416.4)| 8424 (401.1)| 9,423 (428.3)
oA || 10,633 (590.7)| 11,330 (596.3)| 9510 (475.5)| 8,568 (428.4)| 9,348 (467.4)
108 | 12379 (562.7)| 12,032 (573.0)| 10,613 (482.4)| 9,739 (463.8)| 9,346 (467.3)
118 11,873 (565.4)| 11,766 (588.3)| 9,902 (521.2)| 9,853 (492.7)| 9,275 (463.8)
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68 || 6973 (232.4)| 7,743 (258.1)| 5295 (176.5)| 7,808 (260.3)| 7,791 (259.7)
78| 7998 (258.0)| 8013 (2585)| 5861 (189.1)| 8,038 (259.3)| 7,652 (246.8)
88 | 8209 (264.8)| 8182 (263.9)| 5639 (181.9)| 8457 (272.8)| 7954 (256.6)
of || 8071 (269.0)| 7,213 (240.4)| 5530 (184.3)| 6,991 (233.0)| 7,867 (262.2)
108| 7364 (2375)| 8,193 (264.3)| 6,962 (224.6)| 6,868 (221.5)| 7,680 (247.7)
118 7978 (265.9)| 8708 (290.3)| 7,229 (241.0)| 7,340 (244.7)| 8413 (280.4)
128 8425 (271.8)| 8781 (283.3)| 8,390 (270.6)| 7,480 (241.3)| 8682 (280.1)
18| 8810 (2842)| 8773 (2830)| 8277 (267.0)| 8719 (281.3)| 8806 (284.1)
28| 8516 (304.1)| 8763 (302.2)| 6,878 (2456)| 7,135 (254.8)| 8,023 (286.5)
38| 8362 (269.7)| 8639 (278.7)| 7,557 (2438)| 8,241 (265.8)| 8437 (272.2)
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AR} 16,186 ( 44.3) | 13,294 ( 443) | 11558 ( 31.7) | 12306 ( 36.2) | 10,670 ( 31.6)
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RER 62 73 24 35 57
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28 12 11 0 1 1 5 29
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78 53 65 3 8 11 17 146

8H 47 62 2 6 8 15 132
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ER et 0Ly 683,306 | 727,629 | 645302 | 687,325 | 729,576
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Association between serum urate level
and carotid atherosclerosis: an insight
from a post hoc analysis of the PRIZE
randomised clinical trial

Atsushi Tanaka

. Shigeru Toyoda,? Toru Kato,® Hisako Yoshida,*

Shuichi Hamasaki,® Masato Watarai,® Tomoko Ishizu,” Shinichiro Ueda,®
Teruo Inoue,’ Koichi Node,” for the PRIZE study investigators

ABSTRACT

Objectives Elevated serum urate (SU) levels are
associated with arterial atherosclerosis and subsequent
cardiovascular events. However, an optimal therapeutic
target SU level for delaying atherosclerotic progression in
patients with hyperuricaemia remains uncertain. The aim
of this analysis was to assess an association between
changes in SU level and carotid intima-media thickness
(IMT) to examine whether an optimal SU concentration
exists to delay atherosclerotic progression.

Methods This was a post hoc analysis of the PRIZE
(programme of vascular evaluation under uric acid control
by xanthine oxidase inhibitor, febuxostat: multicentre,
randomised controlled) study of Japanese adults with
asymptomatic hyperuricaemia. The primary endpoint of
this analysis was an association between changes in SU
levels and mean common carotid artery IMT (CCA-IMT)
after 24 months of febuxostat treatment.

Results Among subjects treated with febuxostat (n=239),
a total of 204 who had both data on SU and mean CCA-
IMT at baseline and 24 months were included in this
analysis. The mean baseline SU level was 7.7+1.0mg/
dL, and febuxostat treatment significantly reduced SU
concentrations at 24 months (estimated mean change
—3.051 mg/dL, 95% Cl —3.221 to —2.882). A multivariable
linear regression analysis revealed that a reduction in

SU level was associated with changes in mean CCA-IMT
values at 24 months (p=0.025). In contrast, the achieved
SU concentrations were not associated with changes in
mean CCA-IMT at 24 months.

Conclusion A greater reduction in SU, but not its
achieved concentrations, may be associated with delayed
progression of carotid IMT in patients with asymptomatic
hyperuricaemia treated with febuxostat.

Trial registration number UMINOO0012911

INTRODUCTION

Serum urate (SU) levels are positively associ-
ated with cardiometabolic disorders, such as
hypertension and diabetes, and are involved
in the pathophysiological development of
cardiovascular disease (CVD).l Accumulated

Key messages

What is already known about this subject?

» The therapeutic target serum urate (SU) level for
delaying atherosclerotic progression in patients with
hyperuricaemia has not been determined.

What does this study add?

» Greater SU reductions were associated with delayed
carotid intima—media thickness (IMT) progression
over 24 months of febuxostat treatment in Japanese
patients with asymptomatic hyperuricaemia.

» The SU concentrations achieved with febuxostat
treatment were not associated with changes in ca-
rotid IMT. :

» Febuxostat treatment did not reduce high-sensitivity
C reactive protein concentrations, irrespective of
dose of febuxostat.

How might this impact on clinical practice or

further developments?

» A greater reduction in SU level, but not the achieved
concenfration, is associated with delayed carot-
id IMT progression in patients with asymptomatic
hyperuricaemia freated with febuxostat over 24
months.

evidence also suggests that an elevated SU
level is an independent predictor of adverse
cardiovascular outcomes in a broad range
of individuals.”” The SU concentration is
therefore considered a potential marker for
CVD risk and a residual risk factor, although
its causal relationship is complex. However,
results of several observational and inter-
ventional studies have suggested that a
beneficial effect of SU-lowering therapy on
cardiovascular outcomes remains inconclu-
sive.*"" Moreover, results of previous cohort
studies have demonstrated a J-shaped or
U-shaped relationship between SU levels and

BM]

Tanaka A, ef al. AMD Open 2022;8:002226. doi:10.1136/rmdopen-2022-002226

— 122 —

eular 1



? frontiers I Frontiers in Cardiovascular Medicine

OPEN ACCESS

Edited by:
Federica Fogacci,
University of Bofogna, ftaly

Reviewed by:

Arrigo Francesco Cicero,
University of Bologna, italy
Samuel Silvestre,
Universidade da Bedra Interior,
Portugal

Taijji Nagaoka,

Nihon University, Japan

*Correspondence:
Yukihito Higashi
yhigashi@hiroshima-u.ac.jo

Specialty section:

This article was submitted to
Atherosclerosis and Vascular
Medicine,

a section of the journal

Frontiers in Cardiovascular Medicine

Received: 24 February 2022
Accepted: 11 April 2022
Published: 28 April 2022

Citation:

Maruhashi T, Higashi ¥,

Yoshida H, Tanaka A, Eguchi K,
Tomiyama H, Kario K, Kato T, Oda N,
Tahara N, Oguri M, Watada H and
Node K (2022) Long-Term Effect of
Fabuxostat on Endothefial Function
in Patients With Asymptomatic
Hyperuricemia: A Sub-Analysis of the
PRIZE Study.

Front. Cardiovasc. Med. 9:882821.
doi: 10.3389/fcvm.2022.882821

Frontiers in Cardiovascular Medicine | www.frontiersin.org 1

ORIGINAL RESEARCH
published: 28 Apr
doi: 10.3389/fcvm

Long-Term Effect of Febuxostat on
Endothelial Function in Patients With
Asymptomatic Hyperuricemia: A
Sub-Analysis of the PRIZE Study

Tatsuya Maruhashi’, Yukihito Higashi*?*, Hisako Yoshida®, Atsushi Tanaka®,
Kazuo Eguchis, Hirofumi Tomiyama®, Kazuomi Kario’, Toru Kato8, Nozomu Oda®,
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' Department of Cardiovascular Regeneration and Medicine, Research Institute for Radiation Biology and Medicine,
Hiroshima University, Hiroshima, Japan, ? Division of Regeneration and Medicine, Medical Center for Translational

and Clinical Research, Hiroshima University Hospital, Hiroshima, Japan, * Department of Medical Statistics, Osaka City
University Graduate School of Medicine, Osaka, Japan, * Departrent of Gardiovascular Medicine, Saga University, Saga,
Japan, * Department of General Internal Medicine, Saitama Red Cross Hospital, Saitama, Japan, © Department of Cardiology,
Tokyo Medical University, Tokyo, Japan, * Department of Medicine, Division of Cardiovascular Medicine, Jichi Medical
University School of Medicine, Shimotsuke, Japan, ® Department of Clinical Research, National Hospital Organization,
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Background: Xanthine oxidase is involved in the production of uric acid and the
generation of superoxide anion. We evaluated the long-term effect of febuxostat, a
non-purine selective xanthine oxidase inhibitor, on endothelial function in patients with
asymptomatic hyperuricemia.

Methods: In the PRIZE study, patients with hyperuricemia were randomly assigned
to either add-on febuxostat treatment (febuxostat group) or non-pharmacologic
hyperuricemia treatment (control group). Among the 514 participants, endothelial
function was assessed in 41 patients in the febuxostat group and 38 patients in
the control group by flow-mediated vasodilation (FMD) of the brachial artery at the
beginning of the study and after 12 and/or 24 months of treatment (63 men; median
age, 68.0 years).

Results: The least squares mean concentration of serum uric acid was significantly
lower in the febuxostat group than in the control group at 6 months (mean
between-group difference [febuxostat group - control group], —2.09 mg/dL [95%
confidence interval (Cl), —2.520 to —1.659]; P < 0.001), 12 months (mean between-
group difference, —2.28 mg/dL [95% CI, —2.709 to —1.842]; P < 0.001), and
24 months (mean between-group difference, —2.61 mg/dL [95% CI, —3.059 to

April 2022 | Volume @ | Article 882821
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The oligodendroglial histological features are
not independently predictive of patient

prognosis in lower-grade gliomas
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Abstract

The relevance of oligodendroglial histological features to patient prognoses is controversial. 93
LrGGs resected for about 2 decades were re-assessed based on WHO2007 with special interest to
pure oligodendroglial diagnosis (oligodendroglioma or anaplastic oligodendroglioma) and presence
of CFO features. Those histological features, patients OS, and tumor chromosomal/genetic
characteristics were correlated each other in each of the 3 IDH-1p/19g-based molecular groups.
There was significant association between 1p19q status with the oligodendroglial histological
diagnosis as well as presence of CFO in the entire cohort. The oligodendroglial diagnosis was
associated with longer OS in IDHmut/codel group; however, this association was not significant in
the multivariate analyses. In IDHmut/noncodel and IDH-wildtype groups, the oligodendroglial
diagnosis was not associated with patient OS. Presence of CFO was not associated with patient OS in
any molecular groups. Gain of 8q was associated with the oligodendroglial diagnosis in
IDHmut/noncodel group. Neither the oligodendroglial diagnosis nor CFO was predictive for the
methylation status of the MGMT gene in any molecular groups. The oligodendroglial histological
features are not independently predictive of either patient prognosis or chemotherapeutic response
in LrGGs, leaving the possibility of marginal favorable association only in IDHmut/codel tumors.
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Frequency of hemorrhage after tooth
extraction in patients treated with a direct oral
anticoagulant: A multicenter cross-sectional
study
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Abstract

Objective

Few studies have compared the frequency of hemorrhages after tooth extraction between
patients taking direct oral anticoagulants (DOACs) and those taking warfarin or no anticoag-
ulants. Further, the effects of the timing of DOAC administration and tooth extraction on the
frequency of post-extraction hemorrhage have not been demonstrated. Therefore, we com-
pared the frequency of post-extraction hemorrhages in patients in these different conditions
and examined the effects of the timing of DOAC administration and tooth extraction on the

frequency.

Design

Prospective multicenter study

Setting
Eighty-six Japanese hospitals.

Participants

In total, 182 teeth extracted from 145 individuals (119 teeth from adult males) receiving dabi-
gatran and 88 teeth from individuals (62 teeth from adult males) receiving rivaroxaban were
included.

PLOS ONE | https:/doi.org/10.1371/journal.pone.0266011  April 7, 2022 1/15
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Nodal marginal zone lymphoma arising in the submental

region: A case report and review of literature
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3 Department of Dentistry and Oral Surgery, National Hospital Organization, Kasumigaura Medical Center, Ibaraki, Japan
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¢ Department of Dentistry and Oral Surgery, Keio University School of Medicine, Tokyo, Japan

Abstract _
Nodal marginal zone lymphoma (NMZL) is a type of low-grade B-cell lymphoma arising in the

follicular marginal zone of the lymph nodes. It is an extremely rare disease that accounts for 1.5 %-
1.8 % of all malignant lymphomas. We herein report a case of nodal marginal zone lymphoma
arising in the submental region. A 45-year-old woman was referred to our hospital because of
swelling of the submental region. Contrast-enhanced computed tomography revealed 2 masses

measuring 25 and 10 mm in diameter in the submental region, and the inside of the masses showed
uniform enhancement. Magnetic resonance imaging revealed a low signal intensity on T1-weighted
imaging and high signal intensity on T2-weighted images. Given these findings, the clinical
diagnosis was submental tumor. We performed lymphadenectomy under general anesthesia. The
histopathological diagnosis was NMZL. Subsequently, the patient was referred to the Department

of Hematology, and a general examination was performed. There were no B symptoms, such as a
fever or weight loss, and no lesions were found at other sites. The patient was ultimately diagnosed
with Stage IA disease by Ann Arbor staging. At present, 26 months have passed, and the

postoperative course has been uneventful.

Introduction

Nodal marginal zone lymphoma (NMZL) is a type of low-grade B-cell lymphoma arising in the
follicular marginal zone of the lymph nodes [1]. It is an extremely rare disease, accounting for 1.5 %—
1.8 % of all malignant lymphomas. NMZL is classified as a mature B-cell neoplasm in the 2017 World
Health Organization (WHO) classification of Tumors of Haematopoietic and Lymphoid Tissues [2]. Its
clinical findings are poor, and histopathological examinations often fail to confirm the diagnosis due
to a lack of specific markers. We herein report a case of NMZL arising in the submental region.
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ABSTRACT

Background and aims: Limited data exist on the cardiovascular manifestations and risk
factors in people hospitalized with COVID-19 from low- and middle-income countries.
This study aims to describe cardiovascular risk factors, clinical manifestations, and
outcomes among patients hospitalized with COVID-19 in low, lower-middle, upper-
middle- and high-income countries (LIC, LMIC, UMIC, HIC).

Methods: Through a prospective cohort study, data on demographics and pre-existing
conditions at hospital admission, clinical outcomes at hospital discharge (death,
major adverse cardiovascular events (MACE), renal failure, neurological events, and
pulmonary outcomes), 30-day vital status, and re-hospitalization were collected.
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Intraoperative Real-Time
Near-Infrared Image-Guided Surgery
to Identify Intracranial Meningiomas
via Microscope
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Meningiomas are a common pathology in the central nervous system requiring complete
surgical resection. However, in cases of recurrence and post-irradiation, accurate
identification of tumor remnants and a dural tail under bright light remains challenging.
We aimed to perform real-time intraoperative visualization of the meningioma and dural
tail using a delayed-window indocyanine green (ICG) technique with microscopy. Fifteen
patients with intracranial meningioma received 0.5 mg/kg ICG a few hours before
observation during the surgery. We used near-infrared (NIR) fluorescence to identify
the tumor location. NIR fluorescence could visualize meningiomas in 12 out of 15
cases. Near-infrared visualization during the surgery ranged from 1 to 4 h after the
administration of ICG. The mean signal-to-background ratio (SBR) of the intracranial
meningioma in delayed-window ICG (DWIG) was 3.3 £ 2.6. The ratio of gadolinium-
enhanced T1 tumor signal to the brain (T1BR) (2.5 &+ 0.9) was significantly correlated
with the tumor SBR (p = 0.016). K@, indicating blood-brain barrier permeability,
was significantly correlated with tumor SBR (o < 0.0001) and T1BR (p = 0.013) on
dynamic contrast-enhanced magnetic resonance imaging (MRI). DWIG demonstrated
a sensitivity of 94%, specificity of 38%, positive predictive value (PPV) of 76%, and
negative predictive value (NPV) of 75% for meningiomas. This is the first pilot study
in which DWIG fluorescence-guided surgery was used to visualize meningioma and
dural tail intraoperatively with microscopy. DWIG is comparable with second-window
ICG in terms of mean SBR. Gadolinium-enhanced T1 tumor signal may predict
NIR fluorescence of the intracranial meningioma. Blood-brain barrier permeability as
shown by K on dynamic contrast-enhanced MRI can contribute to gadolinium
enhancement on MRI and to ICG retention and tumor fluorescence by NIR.

Front. Neurosci, 16:837348. Keywords: enh d bility retention, intracranial meningioma, metabolic navigation, near-infrared,
doi: 10.3388/fnins.2022.837348 second window indocyanine green, fluo
Frontiers in Meuroscience | www.frontiersin.org 1 May 2022 | Volume 16 | Article 837349
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Postoperative organised subdural haematoma that
involved bridging veins treated by craniotomy

DESCRIPTION

A man in his 70s underwent burr hole drainage for
bilateral chronic subdural haematomas (CSDH) 4
years ago (figure 1A). Three years after the surgery,
a similar round mass was observed in the left frontal
intracranial region, which increased in size after
1year (figure 1B-E). His medical history included
thoracic aortic dissection, abdominal aortic aneu-
rysm and colon cancer. Routine blood tests showed
no abnormal findings, including no elevation
of white blood cell count and serum C reactive
protein. Contrast-enhanced CT was performed
and revealed no obvious feeder or contrast effect
(figure 1F). The mass had increased in size, thus a
craniotomy was decided to differentiate berween
subdural haematoma, abscess and tumour. We
performed a unilateral frontal craniotomy. After
a dural incision, a thick outer membrane of the
mass was found. Considering the possibility of an
abscess, we detached it from the dura and cortical
surface without leaking the contents. The inner
membrane was not so adherent to the arachnoid
surface. During the process, bridging veins were
found to be involved in the mass on the anterior
cerebral longitudinal fissure side (figure 2A,B). The
veins were detached from the mass by dissecting the
capsule along the vessel wall (figure 2C). When the
capsule was cut open, a brown, muddy organised
haematoma was found (figure 2D). Pathological
examination revealed a relatively new haematoma
surrounded by thick fibrous tissue with a thin
layer of granulation-like tissue on the luminal
surface (figure 2E). Postoperative brain CT showed
complete capsule removal, without acute haem-
orrhage. The patient was discharged on the 12th
postoperative day without neurological deficits. Six
months after the surgery, CT showed no recurrent
lesions (figure 2F).

Organised SDH (OSDH) is rare among CSDH
(0.5%-2%)." OSDH can be suspected when CT
images show mixed density haematomas, calci-
fication or a multiseptated structure. Magnetic
resonance images of OSDH often show a heteroge-
neous web-net-like structure within the haematoma
cavity.! > However, no such findings were observed
in this case, and the mass was round and local-
ised, thus we could not rule out the possibility of
subdural abscess or tumour.

OSDH does not usually improve by burr
hole drainage and is treated by craniotomy with
membranectomy.” Previous literature does not
recommend an inner membrane removal by trac-
tion. The inner membrane is often adherent arach-
noid surface; therefore, it can damage the cortical

surface and is considered to cause postoperative
seizures.’” * Additionally, partial haematoma exci-
sion is associated with the risk of postoperative
rehaemorrhage from the residual outer membrane
of the haematoma and dura.’ ® Herein, detaching
the inner membrane was easy, but the penetration

Figure 1 Head CT before burr hole drainage

(A) showed bilateral chronic subdural haematomas. Fluid
attenuated inversion recovery (FLAIR) image 3 years
after burr hole drainage (B). Diffusion-weighted image
(C), FLAIR image (D) and T2-star weighted image (E) 4
years after burr hole drainage showed the increasing
round mass in the left frontal intracranial region.
Contrast-enhanced CT (F) revealed no obvious feeder or
contrast effect.

Figure 2 Intraoperative photographs showed

that bridging veins (arrowheads) were involved in

an organised subdural haematoma (OSDH) (A and

B). We detached the veins (arrowhead) by incising the
haematoma capsule along the vein wall (C). A brown,
muddy organised haematoma was found inside the
capsule (D). Pathological examination revealed a new
haematoma surrounded by thick fibrous tissue (E). Head
CT 6 months after surgery showed no recurrent lesions

(F).

BM)
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Incidence of thromboembolic complications
in hospitalized COVID-19 patients in a medical
ward in Japan |

A single-center retrospective and prospective
observational study

Junpei Komagamine, MD* @, Taku Yabuki, MD

Abstract

Background: A high incidence of thromboembolic complications is one of the hallmarks of COVID-19. However, there rnayb
a difference in the incidence of thromboembolic complications between Asian and Western people. In addition, few prospective
studies have been conducted to determine the incidence of thromboembolic complications in hospitalized COVID-19 patients in
medical wards in Japan.

Methods: A single-center retrospective and prospective cohort study was conducted to determine the incidence of
thromboembolic complications in symptomatic COVID-19 patients in a medical ward in a Japanese hospital. All 1116 consecutive
COVID-19 patients who were admitted to our hospital from November 1, 2020, to October 26, 2021, were included. The primary
outcome was any thromboembolic complications, which included venous thromboembolism, myocardial infarction, ischemic
stroke, and other arterial embolisms.

Results: The median patient age was 50 (IQR, 37-61), 402 (36.0%) were women, 1005 (90.1%) were Japanese, the median
body mass index was 24.1 (QR, 21.6-27.2), and 43 (3.9%) had Padua scores of at least 4 points at admission. Regarding
the severity of COVID-19, 543 (48.7%), 315 (28.2%), 204 (18.3%), and 54 (4.8%) patients had mild, moderate, severe, and
critical COVID-19, respectively. Nine patients (0.8%) died, and 47 patients (4.2%) were transferred to other hospitals for intensive
care. The primary outcome occurred in only 5 patients (0.5%; 95% Cl, 0.1-0.8) and consisted of 3 ischemic strokes, 2 limb
ischemia events, and one asymptomatic pulmonary embolism. Even in the 204 patients with severe COVID-18, the prevalence of
thromboembolic complications was only 2.5% (95% ClI, 0.3-4.6).

Conclusion: Thromboembolic complications of COVID-19 are rare even in severe cases in a medical ward in a Japanese hospital.
Further studies are needed to identify severe COVID-19 patients with a higher risk for thromboembolic complications in Japan.
Abbreviations: Cl = confidence interval, COVID-19 = coronavirus disease 2019, ICU = intensive care unit, SARS-CoV-2 =
severe acute respiratory syndrome coronavirus 2, UMIN-GTR = University hospital Medical Information Network Clinical Trials

Registry, VTE = venous thromboembolism, WHO = World Health Organization
Keywords: COVID-19, deep venous thrombosis, pulmonary embolism

1. Introduction

A high incidence of thromboembolic complications in hospiral-
ized patients with coronavirus disease 2019 (COVID-19) has
been reported since severe acute respiratory syndrome coro-
navirus 2 (SARS-CoV-2), the virus that causes COVID-19, was
identified in December 2019 in China.!"! A recent meta-anal-
ysis showed that the incidence of venous thromboembolism

The authors have no funding or confiicts of interest to disclose.

All data generated during this study are included in this published article and its
Supplementary Information files.

For the declaimer, “the opinions expressed herein are only those of the authors.
They do not represent the official views of the National Hospital Organization
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Supplemental Digital Content is available for this article.
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(VTE) among hospitalized COVID-19 patients was 7.1%
in the ward and 27.9% in the intensive care unit (ICU).?
Another meta-analysis and systematic review reported a
high incidence of arterial thromboembolic events, including
myocardial infarction and ischemic stroke, in hospitalized
COVID-19 patients,*# although the incidence of arterial
thromboembolic events was lower than that of venous throm-
boembolic events.

Copyright ® 2022 the Author(s). Published by Wolters Kiuwer Health, Inc.
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Aims Hypertension is a strong risk factor for heart failure with preserved ejection fraction. Curcumin has p300-specific histone
acetyltransferase inhibitory activity, suppresses cardiomyocyte hypertrophy and fibrosis, and significantly reduces myocar-
dial brain natriuretic peptide (BNP) expression without altering blood pressure in a rat model of hypertensive heart disease.
This double-blind, placebo-controlled, randomized study, for the first time, aimed to examine the efficacy of a high-absorp-
tion curcumin for the prevention of hypertensive heart disease in humans.

Methods Patients exhibiting initial signs of hypertensive heart disease with left ventricular ejection fraction 260% and stable blood

and results pressure <140/90 mmHg orally took a double-blinded capsule (either a 90 mg curcumin capsule or placebo) twice daily
for 24 weeks. The primary endpoint was per cent changes in left ventricular diastolic function (E/E) from baseline to 6
months after administration. The secondary endpoint was the per cent change in plasma BNP levels. The E/E’ ratio per
cent change from baseline to 6 months after administration was similar between the placebo (n=69) and the curcumin
(n=73) groups. The per cent change in plasma BNP levels was significantly lower in the curcumin group than in the placebo
group. In patients <65 years, BNP per cent changes were significantly lower in the curcumin group than in the placebo group,
but similar between groups in 265 years (<65 vs. 265 years: P for interaction=0.011).

Conclusions A high-absorption curcumin agent did not affect the E/E’ ratio, rather it significantly inhibited the increase in plasma BNP
levels in patients with initial signs of hypertensive heart disease.

* Corresponding author. Tel: +81 75 641 9161, Fax: +81 75 641 9252, Email: koj@kuhp kyoto-uacjp

© The Author(s) 2022. Published by Oxford University Press on behalf of the European Society of Cardiclogy.

This is an Open Access article distributed under the terms of the Creative Commons Attribution-NonCommercial License (https:fcreativecommons.orgflicenses/by-nc/4.0/), which permits
non-commercial re-use, distribution, and reproduction in any medium, provided the original work is properly cited. For commercial re-use, please contact journals.permissions@oup.com
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ABSTRACT

Introduction In early-stage oral tongue squamous cell
carcinoma (OTSCC), elective neck dissection (END) is
recommended when occult lymph node metastasis is
suspected; however, there is no unanimous consensus
on the risks and benefits of END in such cases. The
management of clinically node-negative (cN0) 0TSCC
remains controversial. This study, therefore, aimed to
evaluate the efficacy of END and its impact on the quality
of life (QoL) of patients with cNO OTSCC.

Methods and analysis This is a prospective, multicentre,
nonrandomised observational study. The choice of
whether to perform END at the same time as resection
of the primary tumour is based on institutional policy and
patient preference. The primary endpoint of this study

is 3-year overall survival. The secondary endpoints are
3-year disease-specific survival, 3-year relapse-free
survival and the impact on patient QoL. Propensity score-
matching analysis will be performed to reduce selection
bias.

Ethics and dissemination This study was approved

by the Clinical Research Review Board of the Nagasaki
University. The protocol of this study was registered at
the University Hospital Medical Information Network
Clinical Trials Registry. The datasets generated during the
current study will be available from the corresponding
author on reasonable request. The results will be
disseminated internationally, through scientific and
professional conferences and in peer-reviewed medical
journals.

Trial registration number UMINO0D027875.

Akinori Takeshita,**

136 Kenichiro Uchida,®” Masahiro Umeda,’

STRENGTHS AND LIMITATIONS OF THIS STUDY

= The strength of this study is the ability to evaluate
the efficacy of elective neck dissection for clinically
node-negative oral tongue squamous cell carcino-
ma in a large multicentre nationwide prospective
observational study.

= This study is being conducted by the joint research
committee of the Japanese Society of Oral Oncology
and involves institutions throughout Japan.

= The limitation of this study is that it may not provide
stronger evidence due to participants not being ran-
domly assigned to an intervention or control group.

= This prospective observational study is more rele-
vant to clinical practice and more pragmatic to de-
liver without changing standard of care or ignoring
clinician/patient preference.

= Potential confounding differences at baseline due to
non-randomisation and the selection biases associ-
ated with institutional policy and patient preferences
are corrected for with a statistical technique called
propensity score matching.

INTRODUCTION

Head and neck cancer is the seventh most
common cancer worldwide, accounting for
an estimated 888 000 new cases in 2018.'
Almost 50% of head and neck cancers
arise in the oral cavity.' Most oral cancers
are squamous cell carcinoma, and regional
lymph node metastasis of oral squamous
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moE W N e

Abstract: Aims: We developed an international registry to examine cardiovascular complications of
COVID-19. Methods: A REDCap form was created in March 2020 at Mayo Clinic in collaboration
with the International Society of Cardiomyopathy, Myocarditis and Heart Failure (ISCMF) and data
were entered from April 2020 through April 2021. Results: Of the 696 patients in the COVID-19
Registry, 411 (59.2%) were male and 283 (40.8%) were female, with a sex ratio of 1.5:1 male to female.
In total, 95.5% of the patients were from Japan. The average age was 52 years with 31.5% being
>65 years of age. COVID-19 patients with a history of cardiovascular disease (CVD) had more
pre-existing conditions including type II diabetes (p < 0.0001), cancer (p = 0.0003), obesity (p = 0.001),
and kidney disease (p = 0.001). They also had a greater mortality of 10.1% compared to 1.7% in those
without a history of CVD (p < 0.0001). The most common cardiovascular conditions in patients with
a history of CVD were hypertension (33.7%), stroke (5.7%) and arrhythmias (5.1%). We found that
troponin T, troponin I, brain natriuretic peptide (BNP), N-terminal pro-BNP (NT-proBNP), C-reactive
protein (CRP), IL-6 and lambda immunoglobulin free light chains (Ig FLC) were elevated above
reference levels in patients with COVID-19. Myocarditis is known to occur mainly in adults under
the age of 50, and when we examined biomarkers in patients that were <50 years of age and had
no history of CVD we found that a majority of patients had elevated levels of troponin T (71.4%),
IL-6 (59.5%), creatine kinase/CK-MB (57.1%), D-dimer (57.8%), kappa Ig FLC (75.0%), and lambda Ig
FLC (71.4%) suggesting myocardial injury and possible myocarditis. Conclusions: We report the first
findings to our knowledge of cardiovascular complications from COVID-19 in the first year of the
pandemic in a predominantly Japanese population. Mortality was increased by a history of CVD and
pre-existing conditions including type II diabetes, cancer, obesity, and kidney disease. Our findings
indicate that even in cases where no abnormalities are found in ECG or ultrasound cardiography that

Diagnostics 2022, 12, 2350. https:/ /doi.org/10.3390/ diagnostics12102350

https:/ /www.mdpi.com/journal /diagnostics

— 134 —



PLOS ONE

E OPEN ACCESS

Citation: Komagamine T, Suzuki K, Kokubun N,
Komagamine J, Kawasaki A, Funakoshi K, et al.
(2022) Sleep-related hallucinations in patients with
Parkinson's disease. PLoS ONE 17(10): e0276736.
https://doi.org/10.1371/journal. pone.02767 36

Editor: Serena Scarpelli, Sapienza University of
Rome: Universita degli Studi di Roma La Sapienza,
ITALY

Received: October 5, 2021
Accepted: October 12, 2022
Published: October 25, 2022

Copyright: ® 2022 Komagamine et al. This is an
open access article distributed under the terms of
the Creative Commons Attribution License, which
permits unrestricted use, distribution, and
reproduction in any medium, provided the original
author and source are credited.

Data Availability Statement: All relevant data are
within the paper and its Supporting Information
files.

Funding: The authors received no specific funding
for this work.

Competing interests: The authors have declared
that no competing interests exist.

RESEARCH ARTICLE

Sleep-related hallucinations in patients with
Parkinson’s disease

Tomoko Komagamine"2*, Keisuke Suzuki', Norito Kokubun', Junpei Komagamine?,
Akiko Kawasaki', Kei Funakoshi', Koichi Hirata'

1 Department of Neurology, Dokkyo Medical University, Tochigi, Japan, 2 Department of Internal Medicine,
National Hospital Organization Tochigi Medical Center, Tochigi, Japan

* tkoma @ dokkyomed.ac.jp

Abstract

Given that sleep-wake cycle dysfunction can cause hallucinations in Parkinson’s disease
patients, sleep-related hallucinations may be a different subtype from hallucinations that
occur only during full wakefulness. However, few studies that distinguish the onset situa-
tions of hallucinations related to sleep from those that occur in full wakefulness have been
conducted to investigate hallucinations in Parkinson’s disease patients. Therefore, we con-
ducted a multicenter observational study to investigate the prevalence of and factors associ-
ated with sleep-related hallucinations in patients with Parkinson’s disease. Information on
hallucinations was collected by using a questionnaire and face-to-face interviews. Of 100
consecutive patients with Parkinson’s disease, 29 (29%) reported sleep-related hallucina-
tions, and 16 (16%) reported hallucinations only in the full wakefulness. A longer duration of
Parkinson's disease treatment (OR 1.35, 95% CI 1.07 to 1.72), higher Beck Depression
Inventory-1 scores (OR 1.07; 95% CI 1.01 to 1.14), and higher rapid eye movement sleep
behavior disorder scores (OR 5.60; 95% CI 1.54 to 20.38) were independent factors associ-
ated with the presence of sleep-related hallucinations in a multivariable analysis. Sleep-
related hallucinations, but not daytime hallucinations, were associated with probable rapid
eye movement sleep behavior disorder. Phenomenological discrimination between sleep-
related hallucinations and daytime hallucinations is important for elucidating the full pathol-
ogy in Parkinson’s disease and the mechanisms underlying hallucinations.

Introduction

Sleep-related hallucinations are defined by the American Academy of Sleep Medicine as vivid
perceptual experiences that occur as a person falling asleep (hypnagogic) or waking up (hypno-
pompic) [1]. Based on the definition by the National Institute of Neurological Disorders and
Stroke and National Institute of Mental Health, hallucinations in Parkinson’s disease (PD) are
defined as abnormal perceptions without a physical stimulus that can involve any sensory
modality [2]. Patients with PD frequently experience hallucinations with insights, including
well-structured visual hallucinations and minor hallucinations, during the course of illness [3,
4]. While older age, longer disease duration and dopaminergic treatment were associated with
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Case report

Remarkable response of diffuse sclerosing osteomyelitis of
the mandible to zoledronate by single infusion without prior

treatment of other bisphosphonates

Manabu Yamada * ®, Sho Iwata * *, Kentaro Nishi ® *, Shunsuke Ochiai * °, Daisuke Araki * ®, Tomoya Soma °,
Yuka Yamada °, Hidetaka Miyashita °, Kenichiro Suga * ®, Seiji Asoda ®

@ Department of Dentistry and Oral Surgery, National Hospital Organization, Tochigi Medical Center, Tochigi, Japan

b Departmant of Dentistry and Oral Surgery, Keio University School of Medicine, Tokyo, Japan

Abstract

Diffuse sclerosing osteomyelitis of the mandible (DSOM) is a nonsuppurative osteomyelitis mainly
characterized by recurrent local mandibular swelling and pain. Because of the unknown
pathophysiological mechanism underlying DSOM, treatment can be challenging.

Reported treatment options include Iong-ferm analgesic medication, non-steroidal anti-
inflammatory drugs (NSAIDs), antibiotics, corticosteroids, hyperbaric oxygen, and surgical treatment.
However, these treatments cannot reliably lead to a long-lasting reduction of complaints.

Recently, bisphosphonates has been reported effective in managing DSOM. We herein report a case

of DSOM with a favorable response to a single infusion of zoledronate without prior treatment of
other bisphosphonates. The patient was a 19-year-old woman who visited our hospital complaining
of swelling and remarkable spontaneous pain in the right mandibular angle region. Under the

diagnosis of osteomyelitis of the mandible, the clinical symptoms were improved by administering

an antimicrobial agent and anti-inflammatory analgesic, but computed tomography (CT) showed
exacerbation of bone resorption. A biopsy showed fibrosis between the bone tissue and trabeculae,
a finding consistent with.post-inflammatory changes. 99mTc scintigraphy showed an abnormal
accumulation in the right mandibular ramus. Based on these results, she was diagnosed with DSOM.

As a result of discussing with the physician in charge of internal medicine, it became the policy of

the bisphosphonates and the intravenous administration of zoledronate 4 mg was enforced.

Her bone sclerosis and bone resorption showed an improving trend on CT three months after the

zoledronate administration, and there have been no symptoms or exacerbation of findings in three

years since the administration.
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GPRC5B (G protein-coupled receptor class C group S member B) suppresses
glucose starvation-induced apoptosis in head-and-neck squamous cell carci-

noma
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ABSTRACT

G protein-coupled receptor class C group 5 member B (GPRCSB) is involved in extracellular glu-
cose sensing, glucose metabolism, and insulin resistance. Many cancers require glucose at high
concentrations to survive and grow. We have investigated the association between tumour
GPRC5B expression and the prognosis for patients with cancer, including head-and-neck squa-
mous cell carcinoma (HNSCC), using data from The Human Protein Atlas. The 5-year survival
rate was significantly reduced in patients with HNSCC, gastric, pancreatic, colorectal, and breast
cancers if their tumours exhibited high levels of GPRC5B expression. The role of GPRCSB in
glucose metabolism was assessed using six HNSCC cell lines with varying levels of GPRC5B ex-
pression. High levels of GPRC5B expression were found to favour rapid cell growth. The viability
of an HNSCC cell line with normal and transfected GPRC5B expression was also assessed and no
differences were observed under standard culture conditions. However, under glucose-deficient
culture conditions, GPRC5B-overexpressing cells exhibited increased viability and reduced apop-
tosis. The results highlight the association between high GPRCSB expression and poor 5-year sur-
vival rates in patients with various cancers, including HNSCC. Furthermore, we have demonstrated
that GPRC5B supports cancer cell survival under glucose-depleted conditions and could be a tar-

get molecule for cancer therapy.

INTRODUCTION

Energy metabolism is essential for the survival of
living organisms. An imbalance between energy
storage and consumption can cause serious patho-
logical conditions such as obesity and emaciation.
Normally, the body maintains a homeostatic balance
between energy storage and consumption. However,

Address correspondence to: Masaru Kobayashi
Department of Oral and Maxillofacial Surgery, Graduate
School of Kanagawa Dental University, 1-23 Ogawa-
cho, Yokosuka, Kanagawa 238-8580, Japan

Tel: +81-46-822-8896, Fax: +81-46-822-8896

E-mail: m.kobayashi@kdu.ac.jp

the molecular sensors that determine the amount of
energy required by organisms remain unknown.
GPRC5B, a member of the G protein-coupled re-
ceptor class C group 5 (GPRCS5) (Cheng and Lotan
1998), was first cloned in head-and-neck squamous
cell carcinoma (HNSCC). GPRC5B is localised to
lipid rafts on the cell membrane (Kim ef al. 2012)
and is classified as a seven-pass transmembrane re-
ceptor (Hart et al. 1993; Kurtenbach et al. 2011).
GPRCS5B is a molecule that is expressed in almost
all tissues. In fat cells, GPRC5B functions as an ex-
tracellular glucose sensor and is taken up into cells

“These authors contributed equally to the work and are
co-first authors.
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placebo-controlled multicenter trial
for the effects of a polyherbal remedy,
Yokukansan (YiganSan), in smokers
with depressive tendencies
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Abstract

Background: Smoking and depression are closely related and form a vicious cycle. Yokukansan (YiganSan) is a
polyherbal remedy that has the effect of calming neuropsychiatric symptoms such as anger and irritation. To examine
the efficacy of Yokukansan during smoking cessation (SC) therapy in smokers with depressive tendencies but without
major depressive disorders requiring pharmacotherapy.

Methods: A multicenter, double-blind, randomized, placebo-controlled, parallel-group comparison trial was
conducted between June 2016 and May 2020 at 12 centers of the National Hospital Organization, Japan. This trial
targeted smokers who first visited the SC outpatient clinics, did not receive any pharmacological treatment at the
psychiatric or psychosomatic department, and scored 39 or more on the self-rating depression scale (SDS). Partici-
pants (n =198) were randomly assigned to either the Yokukansan or placebo groups. The trial drug was initiated with
the start of the SC treatment and continued for 12 weeks. The primary outcome was the high success rate of the SC
treatment, and the secondary outcomes included changes in scores of the SDS and the Profile of Mood States (POMS)
instrument.

Results: The success rate of the SC treatment was similar between the placebo (63%) and Yokukansan (67%) groups
(P=.649). The SDS scores (placebo: mean difference [MD] =-3.5, 95% confidence interval [CI][-5.8,-1.2], d =0.42; Yoku-
kansan: MD =-4.6, 95%CI[-6.8, -2.3], d =0.55), and the “tension-anxiety” POMS-subscale scores (placebo: MD=-1.6,
95%(CI[-2.5,-0.7], d =0.52; Yokukansan: MD =-1.6, 95%CI[-2.9, -0.3], d =0.36) showed significant improvement in

both groups after the SC treatment. However, "depression-dejection’ improved in the Yokukansan group (MD=-1.9,
95%CI[-3.1,-0.7], d = 0.44) but not in the placebo group (MD =-0.1, 95%CI[-1.0, 0.7], d =0.04). Significant improve-
ment in “fatigue” was noted in the Yokukansan group (MD =-2.1, 95%CI[-34, -0.9], d = 0.47) but not in the placebo

*Correspondence: koj@kuhp.kyoto-u.acjp

' Clinical Research Institute, National Hospital Organization Kyoto Medical
Center, 1-1 Mukaihata-Cho, Fukakusa, Fushimi-Ku, Kyoto 612-8555, Japan
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Abstract

Background

The oxidized high-density lipoprotein (oxHDL) is a possible marker for cardiovascular dis-
eases. This study investigated the effects of smoking cessation with varenicline (a partial
agonist of nicotinic acetylcholine receptors) on the levels of oxHDL in the serum of subjects
compared with those of high-density lipoprotein cholesterol (HDL-C).

Methods

Data of 99 nicotine-dependent adult subjects who visited the smoking cessation outpatient
services at International University of Health and Welfare Shioya Hospital were reviewed.
Each subject was treated with varenicline titrated up to 1.0 mg twice daily for 12 weeks.
Serum levels of oxHDL and HDL-C were repeatedly measured by enzyme-linked immuno-
sorbent assay and enzymatic method, respectively.

Results

The serum levels of oxHDL were significantly decreased from 163.2 £ 96.6 to 148.3 £80.7
U/mL (p=0.034, n = 99). This effect was more prominent when the data of subjects in
whom the treatment was objectively unsuccessful (exhaled carbon monoxide at 3 months >
10 ppm) were omitted (from 166.6 + 98.4 to 147.4 £ 80.6 U/mL; p=0.0063, n =93). In con-
trast, the serum levels of HDL-C were significantly increased (p = 0.0044, n = 99). There
was a close relationship between the baseline levels of oxHDL and HDL-C (R = 0.45, p <
0.0001, n = 99). Changes in the levels of oxHDL were closely associated with changes in
the levels of exhaled carbon monoxide in subjects in whom smoking cessation with

PLOS ONE | https://doi.org/10.1371/journal.pone.0277766  November 30, 2022
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Fitz- Hugh Curtis syndrome
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Letter

A previously healthy, 20-year-old female patient presented to the emergency department
with a two-day history of right upper quadrant (RUQ) pain. The pain worsened with deep
breathing or torso movement in any direction. She noticed a malodorous, greenish vaginal
discharge one month before the current presentation. She had no respiratory,
gastrointestinal or urinary symptoms and reported having regular sexual intercourse with a
single partner using a condom. On presentation, she was hemodynamically stable. Her
body temperature was 37.5 °C, and her other vital signs were normal. Abdominal
examination revealed marked tenderness of the liver. Gynecological examination revealed
no cervical migratory pain. Laboratory tests demonstrated leukocytes 10,200 x 109/L
(normal 3,300-8,600 x 10%L) and C-reactive protein 2.97 mg/dL (normal < 0.14 mg/dL).
Liver function test results were normal, and a pregnancy test returned negative. Contrast-
enhanced computed tomography (CT) demonstrated early enhancement along the hepatic
surface which was consistent with Fitz-Hugh Curtis syndrome (Fig. 1). Polymerase chain
reaction using an endocervical swab returned positive for Chlamydia trachomatis and
negative for Neisseria gonorrhoeae, confirming the diagnosis. Tests for other sexually
transmitted diseases were negative. She received oral azithromycin for 14 days and
intravenous, single-dose ceftriaxone.
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Abstract

Although an association of serum uric acid levels with endothelial function has been shown in
various clinical settings, the optimal treatment target that would benefit vascular endothelial
function has not been established. We, therefore, conducted a post hoc analysis of the Excited-UA -
study to identify an optimal target. Patients (N = 133) with chronic heart failure and comorbid
hyperuricemia who enrolled in the Excited-UA study were divided into three tertiles based on their
serum uric acid level 24 weeks after initiating xanthine oxidase inhibitor treatment with topiroxostat
or allopurinol (i.e., groups with low, moderate, and high uric acid levels). Flow-mediated dilation
(FMD) and reactive hyperemia index (RHI) values measured by reactive hyperemia peripheral arterial
tonometry (RH-PAT) were compared among groups. The change from baseline in the FMD value 24
weeks after treatment was comparable among the three groups. In contrast, the change from
baseline in the RHI was significantly different among the three groups (-0.153 £ 0.073, 0.141 + 0.081
and -0.103 + 0.104 in the low, moderate, and high uric acid level groups, respectively, P = 0.032).
After adjustment for age, body mass index, and concomitant use of diuretics, which differed among
the three groups, the change in the RHI in the moderate uric acid level group tended to be higher
than that in the high uric acid level group (P = 0.057) and was significantly higher than that in the
low uric acid level group (P = 0.020). These results indicate that targeting excessively low uric acid
levels by treatment with xanthine oxidase inhibitors might be less beneficial for improving
microvascular endothelial function in patients with chronic heart failure. Comparisons of the changes
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Abstract

Background and aim: Small gastric subepithelial lesions (SELs) are sometimes encountered in daily
esophagogastroduodenoscopy (EGD) practice, but whether once-annual or twice-annual endoscopy
can provide sufficient follow-up remains unclear. Because follow-up based on small-SEL
characteristics is important, this study clarified the natural history of gastric SELs less than 20 mm.

Methods: This retrospective multicenter observation study conducted at 24 Japanese hospitals
during April 2000 to March 2020 examined small gastric SELs of <20 mm diameter. The primary
outcome was the rate of size increase of those SELs detected using EGD, with growth times assessed
irrespective of SEL pathological diagnoses.

Results: We examined 824 cases with tumors of 1-5 mm diameter in 298 (36.2%) cases, 6-10 mm in
344 (41.7%) cases, 11-15 mm in 112 (13.6%) cases, and 16-20 mm in 70 (8.50%) cases. An increase of
small gastric SELs was observed in 70/824 patients (8.5%). The SELs larger than 6 mm increased,
even after 10 years. No-change and increasing groups had no significantly different malignant
findings at diagnosis. In cases of gastrointestinal stromal tumors (GISTs), internal cystic change in
endoscopic ultrasound (EUS) is a risk factor for an increased tumor size. The predictive tumor
growth cutoff size at initial diagnosis was 13.5 mm.

Conclusions: Small gastric SELs less than 20 mm have an approximately 8.5% chance of increase.
Predictive markers for GIST growth are tumor size 213.5 mm and internal cystic change in EUS.
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Abstract

Purpose: We hypothesized that preoperative tooth loss could predict general health conditions,
including inflammation, postoperative complications (POCs), and overall survival (OS), in patients
with colorectal cancer (CRC) and other gastrointestinal cancers.

Methods: Data of patients who underwent curative surgical resection for CRC during 2017-2021 at
our hospital were retrieved. The primary outcomes were POCs, whereas the secondary endpoint was
0S. According to the Japanese database, patients within each age range with more than the age-
adjusted average number of teeth were classified as the Oral N (normal) group, whereas those with
less than the age-adjusted average number of teeth were classified as the Oral A (abnormal) group.
The relationship between tooth loss and POCs was assessed using a logistic regression model.

Results: Overall, 146 patients were enrolled, with 68 (46.6%) and 78 (53.4%) patients in the Oral N
and A groups, respectively. In the multivariate analysis, the Oral A group was an independent risk
factor for POCs [hazard ratio (HR), 5.89; 95% confidence interval (Cl), 1.81-19.1; p < 0.01]. Similarly,
univariate analysis revealed that the Oral A group tended to be associated with OS (HR, 4.57; 95% Cl,
0.99-21.2; p = 0.052), but the association was not statistically significant.

Conclusion: In CRC patients who underwent curative resection, tooth loss was a predictor of POCs.

Although further investigations are needed, our results support the use of tooth loss as a simple and
essential preoperative evaluation system.
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Abstract

Background: For endoscopic endonasal surgery of pituitary tumors, tissue identification
and intraoperative judgment depend largely on surgeon expertise. In the present study, we
assess whether the delayed-window indocyanine green (ICG) technique can identify
pituitary gland tumors in real-time during surgery and analyze the mechanism of ICG
fluorescence in the pituitary gland and tumor.

Methods: Twenty-five patients with a pituitary adenoma were administered 12.5 mg of ICG
intravenously during surgery. Thereafter, near-infrared (NIR) visualization was performed
from 0 to 180 minutes. Only 8 patients underwent dynamic contrast-enhanced perfusion
magnetic resonance imaging (MRI) owing to predicaments with insurance coverage.
Consequently, we analyzed these 8 patients extensively.

Results: The pituitary gland and pituitary adenoma were visualized in all 25 patients with
NIR fluorescence. The relative ratio of the fluorescence emission of the normal gland to that
of the tumor (signal/background ratio [SBR] of the normal gland vs. the tumor) had
increased after 15 minutes, peaking (5.8) at 90 minutes, demonstrating that the pituitary
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Abstract

A selective impairment for making hand postures that are required to use specific tools has rarely
been reported in individuals with acquired brain injury, and such an impairment has not been
documented at all in individuals with degenerative disorders. We describe an individual with
posterior cortical atrophy and probable corticobasal syndrome who was unable to use tools because
of an inability to make the proper hand posture required for each tool. This individual was, however,
able to use the tools properly once her hand postures were corrected, and her ability to manipulate
the tools (ie, timing, arm posture, and amplitude) was intact. Also, she had no difficulty with a test of
her manipulation knowledge. Areas of hypoperfusion observed by single-photon emission
computerized tomography included the anterior intraparietal sulcus in the left parietal lobe, which is
an area that has been proposed to control hand postures. This selective impairment might be
explained by the reasoning-based hypothesis for apraxia, which attributes hand posture errors in the
absence of manipulation errors to dysfunction in one of the three independent pathways that
subserve tool use, rather than the manipulation-based hypothesis for apraxia, which attributes hand
posture errors to impaired manipulation knowledge. This is the first case with a degenerative
disorder that revealed a selective impairment for making hand postures for tool use, which might be
explained mainly by apraxia of hand postures along with visuospatial dysfunction (simultanagnosia)

and/or sensory disturbance.
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