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I joined Tokushima University in the
year 2019 to pursue Ph.D in the
Department of Stomatognathic Function
and Occlusal Reconstruction. I was
interested to pursue research as my
career after my masters in Oral
Pathology in SRM Dental College in
India. I joined the neuroscience team
under Prof. Yoshizo Matsuka and started
my research in the orofacial pain
mechanisms. Trigeminal neuralgia is a
chronic orofacial pain for which
effective management is challenging due
to its complex underlying mechanisms.
Carbamazepine is the drug of choice but
possesses several side effects.
Microvascular decompression is the most
preferred surgical technique, although
invasive. Therefore, effective
management of chronic orofacial pain is
desired. Tetrahydrobiopterin (BH4) is
an essential cofactor involved in the
production of several neurotransmitters.
Previous research reports suggested the
upregulation of BH4 in chronic pain.
This study aimed to evaluate _the
analgesic effect of tranilast in
relieving neuropathic pain and analyze
the changes in the gene regulation
involved in BH4 synthesis using

trigeminal ganglion. von Frey test
showed significant s in the
ipsilateral side of ¥t erve injury



model. Tranilast responded well with
significant changes in pain tolerance.
The rotarod performance test showed no
significant changes in the tranilast
group whereas, a reduced retention time
on the rod for carbamazepine treated
group, which signifies reduced motor
coordination. Downregulation of the
sepiapterin  reductase  (Spr)  and
aldoketo reductase (Akr) genes after
tranilast injection was observed
compared to the pain model. RNAscope
assay showed increased expression of
Spr gene in the trigeminal ganglion of
injury model group. These findings
suggest that tronilast effectively
treats neuropathic pain.
Tetrahydrobiopterin  (BH4) mechanism
would be a new avenue for neuropathic
pain intervention,
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Involvement of the OTUBI-YAPI axis in
driving malignant behaviors of head and
neck squamous cell carcinoma
Shengjian Jin, Takaaki Tsunematsu,
Taigo Horiguchi, Yasuhiro Mouri, Wenhua
Shao, Keiko Miyoshi, Hiroko Hagita,
Motoharu Sarubo, Natsumi Fujiwara,
Guangying Qi, Naozumi Ishimaru, Yasusei
Kudo. Cancer Med 2023 Dec;12(24) 22156-

22169 2023
RXBE

Deeply understanding the intricate
molecular mechanisms underlying head
and neck squamous cell carcinoma
(HNSCC) is of paramount importance in
the development of effective treatment

strategies. HNSCC, a common malignancy g

of the head and neck region, poses
significant challenges to patients and
clinicians due to its aggressive nature
and limited treatment options.

Therefore, identifyi novel
therapeutic targets rucial in




improving the prognosis of HNSCC

patients.

One promising area of research is the
role of deubiquitinating enzymes (DUBs)
in cancer development. DUBs regulate
ubiquitin-dependent pathways, which
play a pivotal role in cell cycle
progression, apoptosis, and signal
transduction. Given their crucial roles
in cellular homeostasis, DUBs have
emerged as potential targets for cancer
therapy.

In our study, we aimed to pinpoint a
potential DUB-based target for
addressing HNSCC. To achieve this, we
embarked on a meticulous screening
process, leveraging RNA sequencing data
and clinical insights from HNSCC
patients in the TCGA database. This
comprehensive approach allowed us to
identify a cohort of 88 DUBs that are
potentially involved in HNSCC
pathogenesis.

By analyzing this cohort, we sought to
unveil those DUBs that are tightly
linked to unfavorable prognoses in
HNSCC patients. Among the scrutinized
DUBs, namely USPI0, USPI4, OTUBI, and
STAMBP, a <clear association with
adverse prognoses in HNSCC patients was
established. This finding suggests that
these DUBs may play a significant role
in driving the progression of HNSCC.

To further investigate the role of
these DUBs in HNSCC, we employed
genetic modifications to induce
overexpression of specific DUBs within
HNSCC cells. This allowed us to
comprehensively assess their impacts on
cellular proliferation, invasion, and
even in vivo tumor growth. OQur results
were remarkable, as OTUBI exhibited the
most pronounced aggressive tendencies
in both controlled in vitro and in vivo
experiments.

ar profHreration ¢ invasion.
YAPI is a key transcriptional co-
activator that plays a crucial role in
regulating cellular growth and
tumorigenesis. By stabilizing and
promoting the nuclear localization of
YAPI, OTUBI effectively potentiates its
oncogenic functions, thus driving the
progression of HNSCC.

An intriguing observation from our
study is the positive correlation we
identified between OTUBI expression and
the HNSCC-YAP score in HNSCC cells.
This finding suggests that the OTUBI-
YAPI axis may serve as a prognostic
marker for HNSCC, allowing clinicians
to better stratify patients and tailor
treatment strategies accordingly.

In summary, our study elucidates the
pivotal involvement of OTUBI in driving
the progression of HNSCC by
orchestrating the modulation of YAPI.
This finding opens up new avenues for
the development of novel therapeutic
strategies aimed at targeting the
OTUBI-YAPI axis in HNSCC. By disrupting
this oncogenic axis, we may be able to
effectively suppress tumor growth and
improve the prognosis of HNSCC patients.
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Analgesic effect of tranilast in an
animal model of neuropathic pain and its
role in the regulation of
tetrahydrobiopterin synthesis, Raman S,
Waskitho A, Raju R, Iwasa T, Ikutame D,
Okura K, Oshima M, Matsuka Y,
International Journal of Molecular
Sciences 23:5878, 2022.
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Trigeminal neuralgia is a chronic
orofacial pain for which effective
management is challenging due to its

complex underlying mechanisms.
Carbamazepine is the drug of choice but
possesses several side effects.

Microvascular decompression is the most
preferred surgical technique, although
invasive. Therefore, effective
management of chronic orofacial pain is
desired. Tetrahydrobiopterin (BH4) is
an essential cofactor involved in the
production of several neurotransmitters.
Previous research reports suggested the
upregulation of BH4 in chronic pain.
This study aimed to evaluate the
analgesic effect of tranilast in
relieving neuropathic pain and analyze
the changes in the gene regulation
involved in BH4 synthesis using
trigeminal ganglion. von Frey test
showed significant changes in the
ipsilateral side of the nerve injury
model. Tranilast responded well with
significant changes in pain tolerance.
The rotarod performance test showed no
significant changes in the tranilast
group whereas, a reduced retention time
on the rod for carbamazepine treated
group, which signifies reduced motor
coordination. Downregulation of the

injury I
suggest th anilas
treats neuropathic pain,
Tetrahydrobiopterin  (BH4) mechanism
would be a new avenue for neuropathic
pain intervention,
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Mouth breathing reduces oral function
in adolescence. Yukako Masutomi,
Takaharu Goto, Tetsuo Ichikawa
Scientific Reports, 14(1), 3810, 2024.
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