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CD24 EMT drug delivery

CD24-targeting drug delivery system enhanced effect of cisplatin-resistant ovarian
cancer cells
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We developed a cisplatin encapsulated polymer micelle targeting (CDDP-CD24-LIP0)
of drug delivery system for cisplatin-resistant ovarian cancer cells. We examined the peritoneal
dissemination model of cisplatin-resistant ovarian cancer cell lines (Caov3). The cisplatin concentration
of disseminated cancer cells with CDDP-CD24-LIPO group was significantly higher than that with CDDP group
(p <0.05), the cisplatin concentration in the kidney was significantly lower. Overall survival with
CDDP-CD24-LIPO group (71.2 + 28.3 days) showed a significantly prolonged compared with CDDP group (47.8
+ 7.4 days) (p <0.05). CDDP-CD24-LIPO has enhanced therapeutic effect in refractory ovarian cancer.

EMT CD24



primary cytoreductive surgery
adjuvant chemotherapy

(stem cells)
Cancer Stem Cells (CSCs)

(O’ Brien CA. Nature. 2007 445: 106)
CSCs non CSCs

(EMT: Epithelial-Mesenchymal

Transition)
EMT
CSCs CSCs
CD24 EMT
EMT
CD24
CD24
CD24
CDh24

CDDP-CD24-LIPO

CDDP

Caov3 GFP Green Fluorescent
Protein Caov3-GFP
5
1 CDDP-CD24-LIPO CY5.5
Cyanineb.5
2 PBS CDDP
CD24-CDDP-LIPO
ICP-OES
6
24 48
3 PBS CDDP

CDDP-CD24-LIPO

Photon imaging

CDDP-LIPO  CD24-CDDP-LIPO CDDP-LIPO

CD24-CDDP-LIPO

GFP

ICP-OESIC K5 HBINZERE

Peritoneal dissemination

- = CDDP @ PO ——@— CDMLIPO

$EFERREICHUNT, 24H# - 48H#% & $(2CD24-CDDP-LIPOR T
BEIZVRTSFURBREN GO



CY5.5

CY5.5

ICP-OES[C KA RN A BIRE

CDDP-LIPO&CD24-CDDP-LIPOIECDDPE LR T
B~ DEMITELD
FEEA DERFAE L (VR —LOFE)

2 24
38.4+15.8 bpm vs 20.7+9.1 bpm 48
34.8+11.8 bpm vs 14.7+3.2 bpm

A TFERER

PBSE vs CD24-CDDP-LIPO 3 p<0.05
CDDP #vs CD24-CDDP-LIPO # p<0.05

o>

°

——PBSE

—— CDDP#

——— CDDP-LIPO&
CD24-CDDP-LIPO#

WA s 2(’
) |

0 7 14 21 49 56 63 70 77 R

b

CD24-CDDP-LIPOE TAFHHDARLERETEDT-.

CDDP-CD24-LIPO CDDP

S

survival rate
S
s

e
N

°

p<0.05
CDDP-CD24-LIPO
CDDP
ALT
3
CDDP-CD24-LIPO
2
PBS

46.8+9.9 CDDP  47.8+7.4
CDDP-CD24-LIPO  71.2+28.3
p<0.05
CDDP-CD24-LIPO

CDDP-CD24-LIPO

8
Tanaka T, Terai Y, Kogata Y,

Ashihara K, Maeda K, Fujiwara S,
Yoo S, Tanaka Y, Tsunetoh S,
Sasaki H, Kanemura M, Tanabe A,
Ohmichi M.CD24 expression as a

marker for predicting clinical
outcome and invasive activity in
uterine cervical cancer.Oncol Rep.
34(5):2282-8, 2015

Nakamura M, Ono YJ, Kanemura M,
Tanaka T, Hayashi M, Terai Y,
Ohmichi M.Hepatocyte growth

factor secreted by ovarian cancer
cells stimulates peritoneal
implantation via the
mesothelial-mesenchymal transition
of the peritoneum.Gynecol Oncol.
139(2):345-54, 2015

Ono YdJ, Tanabe A, Tanaka T,
Tanaka Y, Hayvashi M, Terai Y,
Ohmichi M.Met signaling cascade is

amplified by the recruitment of
phosphorylated-Met to lipid rafts via
CD24, and leads to drug resistance
in endometrial cancer cell lines.
Mol Cancer Ther. 14(10):2353-63,
2015

Ono YdJ, Hayashi M, Tanabe A,
Hayashi A, Kanemura M, Terai Y,
Ohmichi M.Estradiol-mediated

hepatocyte growth factor is involved




in the implantation of endometriotic
cells via the
mesothelial-mesenchymal transition
in the peritoneum. Am J Physiol
Endocrinol Metab. 308(11):E950-9,
2015

Takai M, Nakagawa T, Tanabe A
Y, Ohmichi M, Asahi
M.Crosstalk between PI3K and Ras

pathways via protein phosphatase

Terai

2A in human ovarian clear cell
Ther.

carcinoma.Cancer Biol
16(2):325-335, 2015

Kawaguchi H, Terai Y, Tanabe A,
Sasaki H, Takai M, Fujiwara S,
Ashihara K, Tanaka Y, Tanaka T,

Tsunetoh S, Kanemura M, Ohmichi

molecular

targeting agent that blocks the Akt

M.Gemcitabine as a
cascade n platinum-resistant
ovarian cancer.J Ovarian Res 7(1):38,
2014.

Takai M, Terai Y, Kawaguchi H,
Ashihara K, Fujiwara S, Tanaka T,
Tsunetoh S, Tanaka Y, Sasaki H,
Kanemura M, Tanabe A, Ohmichi M.
The EMT

(epithelial-mesenchymal-transition)-
related protein expression indicates
the metastatic status and prognosis
in patients with ovarian cancer. J

Ovarian Res. 27;7:76, 2014.

Ono YdJ, Terai Y, Tanabe A, Hayashi
A, Hayashi M, Yamashita Y, Kyo S,
Ohmichi M.Decorin induced by

progesterone plays a crucial role in

suppressing endometriosis.d
Endocrinol.223(2):203-216, 2014.

4
1.
66
, 2014,
2.
CD24
13
2014,
3.
CD24
13
, 2014,
4.
CD24
67
, 2015,
0
o 0
o 0
@
Terai Yoshito
90278531
@

Ohmichi Masahide



10283764
Kanemura Masanori
40298782
Tanabe Akiko
70454543
Yamashita Yoshiki
50268207
Hayashi Masami
00551748
Yoo Saha
80625674
Tsunetoh Satoshi
70388255
Tanaka Yoshimichi

10625502



