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gCOEUY—F-7IYTIA L

MR OBEEE (Fn30) @ F & 1L HIV Capsid (CA) FEIKODIFAZLRIZID CA BADZEMEICL D
LEZOND HEEMNHB T 5 H LR L, HAZRIZI S HIV-1 OEFR - U A L AF
MR D BRI OWCREM 7RG 21T o T, UFEE IR R 2R E L, 800 H{ELL LK
SFAEWT — & % Hl2 LT virtual docking simulation |2 X W M4 A E CHIV-1 @ CA &
HZ2RER & L7 HT B RIE O BRI DN D180 TAL AW DR ER 21T\ FEERISHT HIV-1 %
EHT D 29 FEOICAMEEZFRIE, O EEILEEZAIMMERICR L TH A TH -T2,

WFZERC R OMEEE (Z30) : We previously reported that amino acid (AA) insertions at certain
positions of Gag Capsid proteins (CA) caused significant CA degradation, and such AA
insert—containing HIV-1 variants had significantly compromised infectivity and
replication capacity. We attempted to identify small compounds capable of binding to CA
based on our previous data. We calculated binding scores of more than 8 million compounds
with the putative target cavity on CA using virtual docking simulation and evaluating
their anti-HIV-1 activity using the cell-based assay. We could find 29 compounds which
can inhibit replication of HIV-1 by these methods.
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. ZOWEHRIT, WIRTEERILEAR RTIs) &
a7 T —EEA (Pls) A bE-%

L7 L., HIV-123RTIs & PIs @ izt L Cifif
PEZBR L, FI220L BREMETH D
IR & 72 o 7o EBIE O R, F7-
P & A b 20T K D WYL E 1 ¥8 £ D W i
DFEVNTEY , 2R L 9 D87 ht
7 AV AZEDOPFMFIEITMN Z T, HIV-1DZFE
FITIN P2 28 A5 e oD et 36 L OV A M MEHT V-1



YL NIZ 35T Dproviral DNAZ & Offi
T A NVAERL - RFRICE D IBFRICB W TORE
M7 FRERIHFFE O EEAME T L T D,

2. MO ET

R O HAART FRIERITIRRAISIE & 72 -
72 B R S 0D 2 IR B8 R 0 BfE HIV-1 % ]
WT, Gag FEISK D BHEEE JE T4 AZE B3
ADFIZ LY | FEAIME RS E 2 B K> T
#F L7 HIV PR @ Gag RiBEE HIZxHd IR
TEPES ST 2 F 2 LAl L7228 (Tamiya
& Mitsuya et al, J Virol. 2004)., Z ® X
D IRIRAZRIZ L HREITZEETIT R, 3
FMHERE O 6 SRR 1L B 1R & b LIKRS -
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PR ZHTHEELE, BELD transposase
% V7= transposon 5T Gag EHAZ I —
T 5B FHEID T o Z LRI 19AA %
BALTEREKE BT 2 5B TEEAER
L. BEEMKAE ML transfection (TF) L
7-%. 5 5h7z cell/ virion lysates %M
VT HIV-1 Gag p24 HLIRIZ X D western
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Capsid HH (CA) FHIICHIALRAZHT 54
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V. MHEEEICB\WT in silico docking
simulation OFEELH WD Z & T HIV-1 CA
DL 2 BLE Lo hm~ED 5, b L<
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(1) HIV-1 Gag CA IZHRAERENADL Z &
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ETCGag BMHZ 2 — RT BB FHEIKDT
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T HIV-1 Gag Capsid #iL{AIC & % western
blotting (WB) Z#1T o7z, @FF AZEEKIZ L

% B4 HIV-1 O3Bl L OERRE~ D2
BPVERR & Gag i AZE BbR & M | 2 JE 38 Bl S |
% BIET O HIV-1 p24 FUFRE 2 JE, — &
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[FEkD CA BEEXEZ V152 i+ 5, @
i AR S AT CRE T BMERIC K 0 | FRAE R
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BH%E : In silico docking simulation ¥&%
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AWERE L, EBRICHRBE N TOH HIV-1
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in silico flexible docking simulation @
FIEEZHWLFIZLY HLEWIZEIT D CA
FOER) cavity & D binding score ZETE.
binding score ®BUVMLAMWITEE L CILERE
(ZHEA L, NT2 ffidZ v 7z MIT assay (2
X0 EBRENEAMRTH D HIV-1,, ([TXT
LI A NV AEW AT LTz, B SR iE M
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PEZFFM L7, In silico flexible docking
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simulation
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7= cell/ virion lysates (A: cell lysates, B: virion
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TEIRFHE L, ELISA $5I2T lysates H10> CA T
JREAWE, F7280 CA PUiR & FN 72 WB &2 17
W, BT R OVE R CA DRI (L A
7oA CA BT H R AZE R 2 A 5 2B BRI
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Hours of incubation at 37 degrees celsius
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WB using anti-HIV-1 Capsid antibody

pCapsid NL4-3 (Wild-Type)

pCapsid INSERT,, s

pCapsid 'NSERTg 0 14

pCapsid ™NSERT, ) 1153

pCapsid NSERT )0 vazq

0 hour 24 hour 48 hour

Hours of incubation at 37 C

X 3. BMWRBE S B AL ECapsidiz
R IHEAT
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