(®)
2012 2013

Blocking effect for percutaneous HIV infection by exposure of semen collected after
oral administration of Maraviroc

MATSUZAWA, Takamitsu
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In light of the absence of a prophylactic vaccine, therapeutic strategies that red
uce sexual transmission of HIV are urgently needed.
In this study, we evaluated whether exposure of semen collected after oral administration of Maraviroc (MV
C), which is a orally available antagonist for CCR5 and has been clinically used for AIDS therapy, demonst
rated potent blocking effect for HIV infection or not. We evaluated by using an ex vivo skin explant model
. Even if volunteers were orally administrated MVC (600mg/day) for 1, 2, 3, or 14 days and then semen was

collected, exposure of semen to epidermal sheets obtained from another volunteers had not significant bloc
king effect for HIV infection in epidermal LCs.

HIV



HIV
250
HIV
HIV
HIV
HIV
HIV
HIV
LCs
ex vivo HIV
HIV CCR5
Maraviroc
HIV
HIV

Maraviroc MVC

Discordant couples  AIDS

MVC 300mgx2/ ) 1
2 3 14

2 MVC MvC

MVC
HIV

MVC
HIV

@ 3

1 2 3 14
MVC
MVC
ex vivo MVC
HIV HIVBaL; R5 HIV 2
MVC
2 HIV 2
3
CD1ilc
LCs HIV
LCs CD4 T
12 ELISA
LCs CD4
HIV
@ 2
1 2 3 14
MvC 1 2
€Y
MVC
3 MVC
3
HIV ELISA
CD4 T HIV
1 2

MVC

HIV

HIVp24
T

MVC

LCs
LCs

MvC



€Y
we 102

HIV  HIVBaL;
MVC

HIV

0.38%
MvC 2
1.38+ 0.11%

1.45+ 0.28%

MVC

MvVC
R5 HIV 2
HIV
HIV 2

HIV

LCs

+SD MvC 1
1.42+ 0.22%

LCs

1.51+

1.47+ 0.51%

1.49+ 0.25%
MVC 3

1.83+ 0.31% 1.91
+ 0.46% 1.97+ 0.27%
MvC 14
1.32+ 0.29% 1.44% 0.37% 1.57+
0.33% la
LCs CD4 T
12 ELISA
HIVp24 LCs CD4
T HIV
HIVp24(ng/ml) + SD Mvc 1
32.23+ 4.18
36.47+ 5.85  37.91+ 3.23
MVC
41.18+ 3.92  43.28+ 4.94  44.29
+ 3.36 MvC 3
43.62+ 5.52
48.94+ 4.08  53.26+ 5.98
MvC 14
30.18+ 6.12 34.21+ 5.16
36.95+ 4.19
1b

<]
N

[0 MVCHIR#& DFE&REHIV (HIVBaL; R5 HIV) 285 IR =T 5156
O MVCERARL TLVELWREREHIVEEBBRE T 156

a B HVOHBMRET 554
iz BB
‘3 2
E 15
5y
S
< o0s
T
MVC 1BWAR MVC2HMAR MVC3HMiR MVC 14BHWAR
b
70
— 60
g 50
£
S %0
; 20
10
MVC 1BAfR MVC2BMWAER MVC3HMWAR MVC 14BRAR
@
Me 1 2 3 14
2 MvC
1
MvC
HIV HIVBaL; R5 HIV 2
MvC HIV 2
HIV 2
3
LCs HIV
LCs HIV
+ SD MvC 1
0.23+ 0.11% 0.21+ 0.13%
0.25+ 0.15% MvC
2 0.19+
0.13% 0.17+ 0.11% 0.20+ 0.14%
MvC 3
0.14+ 0.07% 0.13+
0.09% 0.15+ 0.10%
MvC 14
0.23+ 0.15% 0.21+ 0.17% 0.25+ 0.14%
2a
LCs CD4 T
12 ELISA
HIVp24 LCs CD4
T HIV



HIVp24(ng/ml) + SD MvCc 1

15.12+ 4.17
13.25+ 6.12 17.73+ 5.28
MvC 2
18.38+ 4.52 15.10+ 6.27 19.33
+ 8.13 mwc 3
17.92+ 5.15
19.18+ 7.91 20.31+ 5.04
MvC 14
17.05+ 4.24 18.03+ 6.54
20.23+ 5.13
2b
X|2
O MVCHRAR#% DFEEEHIV(HIVBaL; R5 HIV) 226/ ZE T 51546
a O MVCERIRL TURLEREHIVE B RIR R T 5185
W HVO#2BMBRE T 5188
\‘? 0.5
w04
o
goo03
@ 0.2 i
2
> 0.1
MVC 1BRAR MVC 2B®WAR MVC 3BAAR MVC 14BRAR
b
30
=~ 25
£
5 20
g 15
N
S 1
I
5
0 MVC 1HRWAR MVC 2HWAR MVC 3HMWAR MVC 148 Rk
MvC 2
MvC 1 2 3 14
ex
Vivo HIV
LCs HIV

MVC
HIV

1

(1) Matsuzawa T, Kawamura T, Ogawa

Y, Takahashi M, Aoki R, Moriishi K,
Koyanagi Y, Gatanaga H, Blauvelt A,
Shimada S. Oral Administration of the
CCR5 Inhibitor, Maraviroc, Blocks HIV
Ex Vivo Infection of Langerhans Cells
within the Epithelium; J Invest
Dermatol, , 133(12), 2803-5, 2013,
DOI: 10.1038/jid.2013.215.

@
MATSUZAWA Takamitsu

40568028



