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medical history was significant for osteoporosis, but there was no
history of anti-resorptive drug use. Upon examination, a gingival
alveolar swelling was noted. Biopsy revealed high-grade adeno-
carcinoma, with immunohistochemical features most consistent
with a breast primary. Subsequently, it was learned that the
patient had a history of breast cancer, treated by total mastec-
tomy of the left breast over three years previously with no previ-
ous evidence of metastases. The rarity of metastatic lesions to
the jaw makes diagnosis particularly challenging. This case
emphasizes the importance of assembling a thorough medical
history as part of a complete patient work-up, especially in the
presence of atypical symptoms or radiographic findings
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Objectives: Liposarcoma(LS) is the most common soft-
tissue sarcoma. The histological spectrum has a well-differenti-
ated-liposarcoma(WDLS) and a more aggressive dedifferenti-
ated-liposarcoma(DDLS). Advanced therapeutic strategies based
on molecular mechanism are urgently needed, especially for
DDLS. Previously, we reported that TIMP-1 (a member of tis-
sue-inhibitor-of-metalloproteinase), with its receptor CD63 acti-
vates yes-associated protein (YAP) and transcriptional co-
activator with PDZ binding motif (TAZ) to promote cancer cell
proliferation. Aberrant YAP/TAZ activation in LS is reported,
however, contribution of TIMP-1-YAP/TAZ axis in LS remains
unclear. Intriguingly, TIMP-4 is known to share CD63 as TIMP-
1, but its role in LS is unknown. Here we clarified the expression
and function of TIMP-1 and -4 through YAP/TAZ regulation in
LS.

Materials & Methods: Cell lines of WDLS(94T778)
and DDLS(SW872) were used for in vitro experiments such as
Western blotting, RT-PCR, cell-proliferation, migration and apo-
ptosis assay.

Results: Database analysis showed high TIMP-1 expres-
sion in DDLS patients correlating with poor prognosis, while
high TIMP-4 expression in WDLS patients with better prognosis.
TIMP-1 knockdown in DDLS cells inactivated YAP/TAZ and
suppressed cell-growth, migration, which was rescued by consti-
tutively active form of YAP5SA. On the other hand, cell-growth
and migration were significantly increased in TIMP-1 over
expressing WDLS cells, which was suppressed by verteporfin (a
YAP/TAZ inhibitor). TIMP-4 knockdown in WDLS activated
YAP/TAZ, promoted cell-proliferation and migration, which
was inhibited by verteporfin treatment or YAP/TAZ knockdown.
Recombinant TIMP-4 showed opposite results in DDLS cells
significantly. TIMP-4 CD63 binding inactivated YAP/TAZ in
WDLS.

Conclusion: The switching of TIMP-4 to -1 expression
during transition from a WDLS to a DDLS led to activation of
YAP/TAZ and promoted cell-proliferation, migration, inducing
poor prognosis.

TIMP-1 and -4 as novel YAP/TAZ regulators may warrant future
possibilities of targeting key molecules in development of diag-
nostic and therapeutic novelties in treating LS.
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ARECA NUT EXTRACT ENHANCED M2-LIKE
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Objectives: Areca nut chewing habit is popular in Tai-
wan and is closely related to oral squamous cell carcinoma
(OSCC). Both activated fibroblasts expressing alpha-smooth
muscle actin (¢-SMA) and tumor-associated macrophages show-
ing M2 polarization in stroma are supposed to be crucial in tumor
progression. The purpose of the study was to examine the profile
of stromal fibroblasts and macrophages in areca-associated oral
cancer tissues, thein viro effects of areca nut extract (ANE) and
two common oral insults, nicotine (NT) and lipopolysaccharides
(LPS), on primary oral fibroblasts and human macrophages were
also investigated. The study was approved by institutional
Review Board of Taipei Veterans General Hospital, Taipei, Tai-
wan. Oral tissues were obtained with informed consent from
patients undergoing routine surgical treatment.

Findings: Tissue sections showed that compared to the
tumor-adjacent normal tissues (ANT), OSCC revealed a higher
expression of pan-macrophage marker CD68, M2 markers CD163
and arginase-1 and activated fibroblast marker «-SMA, but not M1
marker CD86. In in vitro cell experiments, all of ANE, NT and/or
LPS treatments could increase a-SMA expression and collagen pro-
duction by oral fibroblasts. But only ANE treatment group, not NT
or LPS group, enhanced the expression of M2 marker arginase-1 by
macrophages. Furthermore, conditioned media acquired from mac-
rophages (CM-Mac) of ANE treatment group increased the collagen
production and IL-6 secretion by fibroblasts. CM-Mac of LPS treat-
ment group also increased IL-6 secretion. Taken together, fibro-
blasts could be activated by ANE, NT and LPS, but only ANE
could enhance macrophage M2-like polarization which in turn fur-
ther increased fibroblast protein production.

Conclusions: Areca nut might compromise oral health
by the setup of tumor-promoting microenvironment with local
immune dysregulation via the enrichment of activated fibroblasts
and M2-like macrophages.
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Objective: SRY related HMG box gene 2 (SOX2) is a
transcription factor expressed in embryonic and adult stem cells.
SOX2 positive dental epithelial stem cells have been shown to
give rise to all dental epithelial cell lineages. Increased SOX2
expressing cells has been reported in ameloblastic carcinomas
than ameloblastomas, which might indicate SOX2 contributes to
the pathogenesis of ameloblastic neoplasms. Recent and our



