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WFFepk oS (Fn32) : Human immunodeficiency virus (HIV) ZREYLE AN S 52 2E
T HHEIL, BUEORARETIIRARETH D, HIV OBIRBENZDRIKNTHS EEZ2 51T
WD, ZOBRIEHEEI TN E LTI LT 5 TRV, Z 2 CTARIFFE TIX, HIV BRI
WRE AT =X LOEP A B E LT, LLFOREITo 7,

H22 AEFEITAERNIC I T D HIV DR ERET VB OMEEZ AL LT, & Mev o %
(ZIEBETEA HIV X7 % — (single round-HIV, SR-HIV) ZJ@&Y:&t. FRIMIMICE £ 5 BRI
LR DO FEMT 24T o 72, H23 FFEBEIX HIV DI RIL 2558 LT WHLA AR K % in vitro D FEER
IRV BT L, BRI, INZA S TITHIAE N HIV 782 7 A LR T A VA FEBL
BRFHVWE, ZLT, 2OUANZRBELEOEWL, HIV OMIABNLEIZ L > THREI LT
A EHEBHALGMNZ LT (Virology. 2012 25;427(1) :44-50)

WFZER R OMEEE (353C) ©  Although combination antiretroviral therapy (cART) has
reduced the pathogenesis of AIDS-related malignancies, it is still impossible to
eliminate HIV from infected individual. The HIV latent infection is proposed to be a reason
for the incurable phenomenon. However, the mechanism prompting latent infection in HIV
infection is still unclear. To clarify the mechanism promoting HIV latency in vivo and
in vitro, we performed several experiments

In 2010, humanized mouse was infected with single round-HIV (LTR-Tat—-IRES-GFP vector)
and latently infected lymphocytes were analyzed. In 2011, we found specific integration
pathway that has a potential to induce latently infection. We found HIV ¢DNA can be
inserted into the host chromosome even in the presence of integrase (IN) inhibitor.
Moreover, we found that the HIV integration pattern is modified under IN-deficient
conditions and it may cause reduced promoter activity.
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1. WFIEBHAE 4 M) Oy 5
INETOWEY TN & fE o ZHF5ED
5. HIV 1% HLA-DR [EMEDORIEHIC & 2 B84
TEARE 7 CD4 Biih A £ U — T MRS B IR S e
LTWAZ EFRAHLNTWD, Zh b
PRIEYAARIL, HIV Y RN Tl ok
L1 0 EFEF I WIRENTH D &
HER STV 5, & L TR GmimIx, K
EMIZHLZE XV TANVAEFELEL W
REETHO CTEMBAEFEL S 22 HFT
HiEBZOLNDZEND, BEDOTA VA
fLORRE MG T A OFREIETH S
HAART AT, & OME & KN & 722 1TkR
ETHWIBIERIZR Y 222 LiXEHT
H 5D, HAART RNEA SN EZNS, MfEd

DA LA RNA TR L IR T L TH,

TAJVADNA I TEAZ L XV, HIV X
BRE LD ZENREL<MbND Z LI
eolz, Lo, Z0EMKRRERIED A
SXAZOWVWTITIEEAE#I I TV
VN, ZOFH T HIV ISR 72 R W@
BT INVEBRNR L BEIRBIKOENTIZIR S
NTHa2nh6ThHD, Vel & bEOMTH
. HIVICEYE L7 CD4 [tk A & U — T fja
O —HE R IRIE YR H D = & IFEE N
720, Ly L, FEEE LR BE DA I R L,
FOIRBEZ AR L TV D D0, IEMALIREED
AR YRt . OMBR S IETE IR BB~
ITT500F ST A HTHDL, EDIEH,
ARNICITEER/~7 77— b ONT
BRRAIE & v 5 T IELAS O HIV OFER) & 72
HHPEFENH D . b OMBESAEERNICE
T5 7T A VA EERILIZED L D ICH
b IO, Fo<HLMNIR ST
72 (Coleman Retrovirology 2009, Pierson
Annu. Rev. Immunol. 2000),

2. WMHEOBEW

ARUFFENE HIV I RIEGLIR TE A 1 = K I DS
A4 AMic, b rAMKEMEZET S E |k
b~ o ZEN T HIV EREGAEREZFBL L,
RGN R ET D 0y T 2 1 5 0>
2T HHETH D, BARBIZIT HIV &~ &
AN SrEE LB R ME D 7 e v A L
ADMIAHRMEEZDOT O TAJLANELD
VA NVABEBE AT 5FICLD, AL
AR ZFHET MRS Ty A v
AVERF- D FEREH S NICT 5,

3. WFgED ik
HIV RGBT L ORESEIZIE. LIR

7ot —4—HEIZ LY GFP ZFEHL SR-HIV
b Mb~vo R ZER L, 2 B#%OE b
b~ ZADOHIMET U > 7Bk % Flow cytometry
FEMTIZ LV | GFP B 2/ Lz, £/,
t Mo ZDOEHMET U 738k % CD3 & IL-2
OMHEBEREEE T TEELELDO%Z flow
cytometry FEATT 2 S CIIREYAAE % 2
L7z,

TANVABEERET L T A NV AFABNLE
DFEHTIZIZ. GFP 3881 SR-HIV % FHV >, Jurkat
MY S B, ZhE TOFx ORFZED
5, AT 7 7—EUN) =N STIHiAEh
7278 A NANED T ANV AIEE BT, @
HOHDIZH_RTEWERH LN/ - T
W5, O, IN BHEA| raltegravir,
elvitegravir f77E F. & L <X IN BERE/RHH
BEHARD SR-HIV Z RGeS, U A VAPEAE
EhHOBEWNTa YA VAEER L, Tawy
A IV A DFLIAFNLE DFFEHTIZIX Y > 71 —PCR
EE W,

4. WFIERk R

H22 AR 1L, AERINIZEIT 5 HIV ORI
Y FHEHT 52010, LIR 7ot —F—5 0
7 A VA DEEFRHIE T Tat & GFP OFEBLOD
B EAT O FEWEAEA HIV X7 ¥ — (single
round-HIV, SR-HIV) # AW T, b kMK
MR~ 7 2 (B M~ R) TREYLER
AT 72, SR-HIV &4 2 % o e M~
ZDEHE TV o 23ERIZEBW T, A AY GFP [
PEFIIE & . CD3 & IL-2 OHAFERIIGEREE F T
GFP REMNMFEINIMa’mE Shiz, L
MU S SBEENT C X 513 & DR
BIIGoN2hotlz, SLRDLEHITOZHI
I SR-HIV O b b i~ 8 A%h 3 %
HNEEs FEEZAVILERD D,

H23 21T HIV 7' 1 U A )L A DFIA BN E
& HIV OERACOFHIRE 2 fEAT 95 Z & 2 B Y
& LT, linker PCR ¥5% FV 7= HIV DFHIA Z2
NERNT T EZESL LT, ZHE TDFHx D
e T, A7 75— (IN) FEEFERIITH
AENTZHIV 2 T A LANED T A )L AT
BRI, INEREFEMOICHIAER = b DI LT
RWERH LTV (K1),

X 1IN FEERAFH M & 7 A LV A58 B &

P<0.005
0005
1200
900 [ ——
< 600 =0Gy
m) SGy
300 5100y

S\

"« &
@\‘&«" od"



H23 FEEIXZ 0 J7EE AW T, U A LV AKIA
HREOBENILVFEIND T A VAFE
HEOEWD, HIV OIARNEIZ L > THR
EINTWADZ &AL
2012 25;427(1) :44-50), X 21z
Y (VA T=R TN I

HIV DiHIA

4 2 : HIV OfLA AL E AT

Pathway Total Events In RefSeq®  (%)*  InrepeatSeq  (%)° Deletion or Insertion (%)*

\Z L7z (Virology.

IN-dependent ' 49 40 844 1 22 3 6.1
IN 2 79 54 684 15 190 21

P=0.098 P=0.0048

40 sites derived from LTIG vector infected and 9 sites derived from CS-CDF-EG-Pre inf
derived ed
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