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Establishment of HTLV-1 infection model via dendritic cells and the use to
screening of medicines.

Takenouchi, Norihiro
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In HTLV-1 associated myelopathy (HAM), the infection model that is useful for
screening of the medicine does not exist. Therefore, in this study, we tried to establish HTLV-1
infection model and be intended to use it for the screening of therapeutic drugs of HAM. At first, we
manufactured a virus reservoir by transducing a virus expression vector to differentiation dendritic
cells. Then, we established a rating system of the viral infection to a target cell by making a new index
cell. It was confirmed that efficiency of the viral infection decreased by adding a blocking antibody in
this system. Because it was thought that HTLV-1 infection model to the T cell via the dendritic cell was
established, we will apply this system to the screening of drugs in further study.

HTLV-1



T (Human T cell
leukemia virus type 1)

HTLV-1
(HTLV-1-associated myelopathy: HAM)
HTLV-1
110 HAM
HAM
HTLV-1 CD4
T
T (CTL)
HAM HTLV-1
HTLV-1

Takenouchi,
J Neurovirol 2003; Nagai, J Neurovirol
1998 1
HAM risk factor
HAM

E1. HTLV-1 78774 JLRED LLER
(%)

g 70. p<0.0001
E [ ]
S 60 @
T 50 ®
T 40; -
g 304
o
l; 20. %
)
8 104 8
Z 0 8 =
£
HAM )7
HTLV-1 CDh4 T

(Matsuoka, Acta Neuropathol 1998)

GLUT-1
HSPGs
(Takenouchi, J Virol 2007)
HTLV-1 in vitro
Cb4
T

HTLV-1

hu-NOG

CD4 T HTLV-1

HTLV-1
HAM (Yamano, PLOS One 2009)
HTLV-1 CTL
HTLV-1

HTLV-1

HTLV-1
( 8
) HAM(S
1 2

70 80 copy/100 PBMC
20 copy/100 PBMC )
copy/100 PBMC )

2. fiRIRTHREZE N LREORAKE

hRiR TR
(#Hk#fE, <o 0 77—9)

HTLV-12 2k

CDABS M THERE

[* HTLV-18F }

HIV-1
CD4 T
HTLV-1

(Jones, Nat Med
2008; Akahata, blood 2008)

T
invivo HTLV-1
T
2
T
HTLV-1
T
HAM

HTLV-1



HTLV-1
HTLV-1
HAM
HTLV-1
NOG
HTLV-1
HTLV-1 HTLV-1
HTLV-1
(HTLVDC1) 3

3. HTLV-1EAE#HRHRE O /EE
| hu-NOG | & @

@ HTLV-1 7 & e sk

’ |8
§ ol FHiBEsr A%k ﬂiﬁ%G'f A&
=) =)
JM%

HERETNG® e

In vivoRE DS
gg % 2 ERBEsy RO
§ OO R B Dhu-NOG
-

—

invitroBR R RO R

o

HTLV-1 molecular clone
electroporation HTLV-1
(HTLVDC2)

4 HTLV-1ELEREHKEEO/ES

——

KA 1M or &5 M g
(i)CQ ® -
Cf;Dg%CZ>IH:’>> O!;:

@ #% #HRHBR(DC)
@ zoitonk HTWY-1 7% DC

® HTWV-1

HTLVDC1 or HTLVDC2
LTR(U3)-Luc
(JuL)

HTLV-1
Jurkat

HTLVDC JUL
HTLV-1

5. JULDO R & B T

Lentivirus vector

- wm- i
%% s /
O OX5)
O R <)<:> [ J A%
3R uelLUL)
W fLuc%%fDﬂli

rLuciEEDAlE

|@Jurkat @ %mwnﬁginc «jjny:\:yﬂi{torﬁﬂl

( D4 TSLCL

B 6 . HTLV-1% L5 3R

<IIR1>

DC: 2.2%  CD4:49.1%  CDACD25: 18.8%
1 = g8 §%

<T T A2>

Relative expression (vs JUL)
Y N v o

CDA4CD25: 9.2%
g8

83

« =
s @25 L L L L L L
3e 33 3333 3
i I A
‘ o o F B
[=] o o
v 3 a
A #1% Cp25 FITC-A i

<21 <D 2A2
HTLV-1
1.4 2.2 HTLV-1
CD4 T
46.1 49.1 CD4CD25 T

9.2 18.8

HTLVDC1

3 20

X 7 . HTLV-1 X 5h 3 & R fH 1k 52 ER

< pX1 MT-ME A24hi% >

< pX1 MT-ME A48hik >

ion

M
5 -
£ |

|

(luc/rluc)

Relative express

alCAM-1 aTSLC-1

NC HTLV-1



Electroporation
HTLV-1 24 10
20
HTLVDC2
3 5
CD4 TSLC1
HTLVDC
JuL HTLV-1
T HTLV-1
Electroporation
HTLV-1
HTLV-1

data not shown HTLV-1

Electroporation

HTLV-1
molecular clone 10 20

10 20

HTLV-1 cell to cell

Electroporation

1. Tezuka K, XunR, Tei M, Ueno T, Tanaka
M, Takenouchi N, Fujisawa JI. An
animal model of adult T-cell

leukemia-humanized mice with HTLV-1
specific immunity. Blood. 2014.
123(3): 346-55.

HTLV-1  Tax

2013. 2013. 43-50.

HTLV-1
19
26
2014,9,6
19
26
p38
HTLV-1 s 55
2014,5,23
55
p519
in
vitro HTLV-1 s 25
2013,11,29
25
p118
HAM
: 18
2013,10,11
18
p159
- HAM IFN
6 HTLV-1 /
2013,8,24
6 HTLV-1
/
p53
- HAM
TSLC1 : 54



2013,5,30

54
p113
7.
: HAM
PBMC HTLV-1
: 53
2012,5,24
53
p360
8.
HAM PBMC
TSLCImRNA
HTLV-1 /
2012,8,26
HTLV-1
/
p34
9.
: HAM
HTLV-1
: 17
2012,10,20
17
p218

http://ww3.kmu.ac. jp/microbiol/

o

Takenouchi Norihiro

@

Tanaka Masakazu



