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Study about HIV-1 escape mutation exerted on AIDS clinical condition progress
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We investigated the role of escape mutants selected by HIV-1-specific CTLs
in progression to AIDS. First, we analyzed HLA-associated mutations in 430 HIV-1-infected Japanese
individuals. We found 283 HLA-associated mutations in our cohort. Five mutations associated with
HLA-B52/C12 is associated with lower plasma viral load. In vitro analysis confirmed that these
mutations were selected by HLA-B*52:01- or C*12:02-restricted CTLs and that the mutant viruses
having these mutation has lower replication capacity than wild-type ones. The present study
demonstrated that HLA-B52/C12 may control HIV-1 replication in individuals having these protective
alleles and the mutation selected by these CTLs has low replication capacity, This is the mechanism
of slow progression to AIDS in individuals having protective haplotype, HLA-B:52:01-C*12:02.
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K LTWS Z e fEESND,
P id, 1983 FHEHITMER #A2 D
HIV-1 (ZJYe U 7= i A0 B o E
FHICE G542 HA 7T 2 1 HiE
DFEFT 24TV, HLA-B*51:01 DI
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CTL (X HIV-1 ORERKE A M kD~
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BE Bk Gag—protease FHIBE D ET
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(1) HLA-associated mutation DfFEYT & F D
JRREEATIC I 220 - AA N HIV-1 12

%@Q@%‘ 430 4 @D HLA & Gag, Pol, Nef
oD — 7 = ZEMT 24TV 4 HLA
TU— L EHBETOEREH LI
7=, FOREHE . 283 @ HLA-associated
mutation %A 522 L7z (Gag 94, Pol
86 , Nef 104), F7= Pol fEIkDZEHLK
& HIV-1 7 A VA BEIZA OB, CD4T
MR L T IEOMBE R A G (K 1A),
Pol FHIR DML R DOERIT, VA LA
BHOR TICEN S LB 2 bivl, RFC
HLA-B*52:01 IZAHBIF"% 4 -2 Pol
D5 ODEREDOERIL, TOHRPRKE
o7z (X 1B-C) (Chikata et al. J.
Virol 2014),
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ENMTE, EHIZmE h—7 R
CTL IT K > TEE~TF PR 2GS
N, H5WVECTLIC L DA R A1
ARG D FRER DY wild-type JBEYL M
DL LI EPRIN, Thb
D7 BT HLA-Bx52:01 FIHMEZ & VT
HLA-C*12:02 #3ME CTL 1 & - TR &
NIk ERTHDL Z LB LNE R
olz, EBIT, INHOEREFFOT A
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allele T % HLA-B%52:01 (92 0 %)
& DL B6T:01 (] 1 %) & FF o 7= e
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J7 CDAT Mk & 1T A DFBE R 2+ Tz,
ZOHENL, ZOWMMOERTELL Y
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Brhhz5bEE2 L0702 (Sakai et al.
Retroviology 2015), — . HLA-B*52:01
\ZFHBET 2 5 2D Pol FEID AR 7 A /L
ZAER L, £ DOWRERE L fRIT LT- & 2
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Y135F mutant (&, HLA-A*24:02 5t
RF10 epitope (RYPLTFGWCF) 4 ##Y CTL |2
FVBIRSN D HELRBMERTHD Z
ENE<meEnTnS, —J5. ZDRFI0
IZEEND RIS I,
epitope & L T CIL IZRB#EI N 5
epitope THH D, ZTNLHD 25D
epitopes Z Bk % CTL & JKipEZs
Y135F DR, WlEZ R epitope & iRk
JBHHT- 72 CTL OFFE R L T2
ik AEIEFRNT 72 E Rk & 7o R AW T
fRAT LTz, 2 OfER 2 6 OoRkEZs B,
RY10, RW8 HFFL[Y CTL W iz VT
BIRENDEN, ZOEREF-T-v A0
2 < b2 A
epitope (RFPLTFGWCF) 45K CTL D#FiE
Z2 3% 75 RW8-2F HpFfY CTL DFFE I
KN ERHL Mo, THIE2
FIcERITHZ LT, XRTF K&
HLA-A%24:02 [ DIKFERES D 1 D3 HK
LART'TF NG N ENT D08, ZD
RNLFEADOZH D LY R < 8mer
peptide TEZAZMNHTHD, ZD LD
W21 DODOWEBEEE N, 200 RR ST
CTL IZxf LT, BRAgo7ZEHET 5F
DSBS NI/ 0 HIV-1 & HIV-1 55 CTL
MO B XD BRI A RN Tl
ETWVWAZENRHELNZZ -7~ (Sun et
al. Cell Reports 2016),
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