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Pdpn-cKO CAF

Elucidation of cancer stem cell niche formation mechanisms of CAF derived from
oral tissue using Pdpn-cKO mouse
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We aim to discover oncoproteins that promote environmental maintenance for
metastasis. In this study, we developed mice where fibroblasts can not make podoplanin (cKO mice)
and transplanted cancer cells in mice, it was shown that the formation of fibroblasts around
transplanted cancer was weaker in cKO than in the normal, and metastasis was significantly reduced
in cKO mice. Therefore, we developed an antibody to cancer-type podoplanin that produced in the
human oral carcinoma but not in the normal, and investigated tongue cancer, it was shown that
metastasis and recurrence were significantly higher in cancer-type podoplanin-positive patients than

in the negative, and that the five-year new metastasis-free survival rate was reduced in
cancer-type podoplanin-positive patients. We think that the expression of cancer-type podoplanin is
useful as a prognostic factor (July 26, 2018 press release, Okayama University).
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. Relevance between clinical/pathological features including
LpMab-23 reactivity and five-year metastasis-free survival rate (MFS)
Number VES
Characteristics gf ) P-value
patients
Gender
Male 33 84.8 NS
Female 27 66.7
Age
<66 33 87.9
>66 27 63.0 P<0.05
T-classification
Tl 29 79.3
T2 31 74.2 NS
Histological grading
Grade 1 29 86.2 NS
Grade 2, 3 31 67.7
Mode of invasion
YK-1, 2, 3 42 88.1
YK-4C 14 57.1 P<0.01
YK-4D 4 25.0
LpMab-23 reactivity
dull and | 28 96.4
negative P<0.01
positive 32 59.4
7 *

1) Miyazaki, A., Nakai, H., Sonoda, Tomoko., Kaneko, M.K., Kato, Y., Sawa, Y*., Hiratsuka,
H. LpMab-23-recognizing cancer-type podoplanin is a novel predictor for a poor prognosis
of early stage tongue cancer. Oncotarget. 2018;9(30):21156-21165. doi:
10.18632/oncotarget.24986.

2) Kajii TS, Sakaguchi Y, Sawa Y, Tamaoki S. Maxillofacial morphological factors related
to acceleration of maxillary growth attributed to facial mask treatment: a structural
superimposition study. Prog Orthod. 2019;20(1):2. doi:
10.1186/s40510-018-0254-9.

3) Takenawa, T., Kanai, T., Kitamura, T., Yoshimura, Y., Sawa, Y*., lida, J. Expression
and dynamics of podoplanin in cultured osteoblasts with mechanostress and mineralization
stimulus. Acta Histochem Cytochem. 2018;51(1):41-52. doi: 10.1267/ahc.17031.
4) Kajiwara K, Takata S, To TT, Takara K, Hatakeyama Y, Tamaoki S, Darveau RP, Ishikawa
H, Sawa, Y*. The promotion of nephropathy by Porphyromonas gingivalis lipopolysaccharide
via toll-like receptors. Diabetol Metab Syndr. 2017;9:73. doi:
10.1186/s13098-017-0271-8.

5) Takara K, Maruo N, Oka K, Kaji C, Hatakeyama Y, Sawa N, Kato Y, Yamashita J, Kojima
H, Sawa, Y*. Morphological study of tooth development in podoplanin-deficient mice. PLoS
One. 2017;12(2):e0171912. doi: 10.1371/journal .pone.0171912.

6) Matsuda, Y., Hatakeyama, Y*., Nakashima, K., Kamogashira, N., Hatakeyama, J., Tamaoki,

S., Sawa, Y., Ishikawa, H. Effects of a chemically synthesized leucine-rich amelogenin



peptide (csLRAP) on chondrogenic and osteogenic cells. J. Hard Tissue Biol. 2017;
26: 51- 60.

7) Matsuda, Y., Kamogashira, N., Hatakeyama, Y*., Mikami, T., Nakashima, K., Hatakeyama,
J., Tamaoki, S., Sawa, Y., Ishikawa, H. Distinct role of transforming growth factor-beta
1 and fibroblast growth factors in human amelobastoma epithelial cell proliferation.
Biochem. Mol. Biol. 2017; 2: 1-5.

2

1) Kajiwara K, Takata S, Fujita T, Takara K, Tamaoki S, Sawa Y. Effects of TLR4 blocking
on diabetic nephropathy promoted by the Porphyromonas gingivalis lipopolysaccharide.
Japanese Association of Dental Research (JADR), Sapporo, NOV 2018.

2) Kajiwara K, Takata S, Fujita T, Takara K, Hatakeyama Y, Tamaoki S, Ishikawa H, Sawa
Y. Effects of TLR4 blocking on diabetic nephropathy promoted by the Porphyromonas
gingivalis lipopolysaccharide. Japanese Association of Dental Research (JADR), Tokyo,
NOV 2017.

2018 7 26

@

KATO YUKINARI

8 00571811

@

HATAKEYAMA YUJI



