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We investigated anticancer activities of HP-b-CyD using BCR-ABL-induced leukemia m
odels. We show that HP-b-CyD-mediated cholesterol efflux inhibits leukemic cell proliferation by induction
of apoptosis and cell-cycle arrest. Furthermore, we found that HP-b-CyD is also effective to inhibit the
proliferation of CML cells harboring the T3151 mutation and stem cell-like CML cells. In vivo, systemic ad
ministration of HP-b-CyD in murine BCR-ABL-induced leukemia models suppressed leukemia progression, result
ing in improved survival. Based on these novel findings, we provide evidence that HP-b-CyD is a promising

anticancer agent.



(cyclodextrin:CyD)
Methyl-B-CyD
(M-B-CyD)

(Cell,
2001) M-B-CyD
(Br J Cancer,
1998) (chronic
myeloid leukemia: CML) in vitro
M-B-CyD CML
imatinib

(Anticancer Drugs, 2012)
M-B-CyD

2-Hydroxypropyl-p-cyclodextrin (HP-B-CyD)
itraconazole

HP-B-CyD

Niemann-Pick (NP) C
(http://webofthope.com/)
HP-B-CyD

HP-B-CyD

in vitro 1C50
Annexin V
HP-B-CyD
in
vivo BCR-ABL

HP-B-CyD

(CyDs)

Niemann-Pick C
2-
-B-CyD (HP-B-CyD)

HP-B-CyD  IC50  3.86-10.09 mM
(KBM-5/STI, MYL-R)

HP-B-CyD

G2/M
HP-B-CyD

-B-CyD
T3151
CML
BCR-ABL

HP-B-CyD
vehicle

HP-B-CyD
HP-B-CyD

HP-B-CyD

b b —

M(IgM+gG)

2014:60(1):32-37. ( )

2014:60(1):12-17.

Yoshihara M, Itamura H, Fukushima N,
Itoh M, Furukawa K, Nagatomo D,
Kamachi K, Kitamura H, Shindo T,
Kubota Y, Sueoka E, Morita S, Ichinohe T,
Kimura S. Therapeutic management in
cardiac lymphoma. Leuk Lymphoma.
2014 May;55(5):1215-1217. Epub 2013
Sep 3.

Kubota Y, Kimura S. Regulators of the
proliferation of hematopoietic stem and
progenitor cells during hematopoietic
regeneration. Stem Cell Biology in
Normal Life and Diseases. 2013 May:
3-15.

Sueoka E, Sueoka-Aragane N, Sato A,
Ide M, Nakamura H, Sotomaru Y, Taya C,
Yonekawa H, Kitagawa T, Kubota Y,




Kimura S, Nakachi K, Tanimoto K.
Development of  lymphoproliferative
diseases by hypoxia inducible
factor-lalpha is associated with prolonged
lymphocyte survival. PLoS One. 2013 Apr
12;8(4):e57833.

2013:59 (1): 73-78.

Abe O, Yoshihara M, Kubota Y, Sueoka E,
Kamachi K, Kitamura H, Itamura H, Nishi M,
Shindo T, Fukushima N, Hamazaki Y, Kimura
S. Deferasirox in iron -overloaded patients
with  hematopoietic ~ diseased at Saga
University Hospital. 75

2013 10 11 13

75
2013 10 11 13

Kamachi K, Fukushima N, Kitamura H,
Yoshihara M, Itamura H, Yoshimura M, Yokoo
M, Ide M, Shindo T, Kubota Y, Ando T,
Ichinohe T, Sueoka E, Ohshima K, Kimura S.
A case of anaplastic large cell lymphoma,
ALK-with  T-LGL leukemia expressing
aberrant phenotype. 75

2013 10 11 13

HTLV-1

75
2013 10 11 13

Ureshino H, Miyahara M, Kamachi K,
Yoshihara M, Kitamura H, Itamura H,
Yoshimura M, Yokoo M, Ide M, Kubota Y,
Shindo T, Fukushima N, Sueoka E, Kimura S.
10 cases of mogamulizumab treatment for
adult T-cell leukemia in Saga prefecture. 75
2013 10 11

13
Hisatomi T, Kondo S, Fukushima N,
Matsuishi E, Kubota Y, Shindo T, Gondo H,
Kimura S. Efficacy of
melphalan/predonisolone/borte- zomib (MPB)
therapy for patients with multiple myeloma.

75 2013 10
11 13
Yoshihara M, Itamura H, Fukushima N,
Kamachi K, Kitamura H, Shindo T, Kubota Y,
Sueoka E, Ichinohe T, Kimura S. Therapeutic
management of cardiac lymphoma. 11
2013 8 29
31

, , HTLV-1

61
2013 5 16 18

2013 5 16 18

61
2013 5 16 18

61
2013 5 16 18

. 53
2013 5
16 18



http://www.intmed.med.saga-u.ac.jp/kenkyuugro
up/group/blood-hp/index.html

ey
KUBOTA, Yasushi
60570413
(2
3)

KIMURA, Shinya
80359794
ARIMA, Hidetoshi

50260964

IRIE, Tetsumi

60150546



