(Ftal4)

I EAEHR
* E 4

MFFEBRFER RS -

WFFEBRFEH
FTE Bk KA

ES i}

gy OB SR

B & BR & 4

BT
g ik K4
Tatsuo Shioda
4y HOWF %R

P %

WHFERAE T
FTiE Bk KA
gy HOBF %R

b %

WHIERAE T
FTiE Bk KA

Yasumasa Iwatani

.1/

ko 4

ko 4

[16£k0410302h0003]
Rk 29 £ 5 H 24 H

Fok 2 8 S ZEGEMF JE PR JE R R W R E

(HAGE) A RPRIZRU TS
(I FE) Research program on HIV/AIDS

(HAGE) HIV JEYLREOARIAIZ ) 7= SRR

(#x FE) Basic research for the cure of HIV-related diseases

(AAGE) SR #dx R 23

(@& #E) Primate Research Institute, Professor, Hirofumi Akari

PRk 28 £ 4 A 1 B o~ PR 29 4 3 A 31 H

(AASE) FAEEREIMC &2 HIV il

(& 3E) Research for HIV regulation with regenerative medicine

(BAEE) RO AMRET B ik

(I& FB) Research Institute for Microbial Diseases, Osaka University, Professor,

(RATE) RIS 57 72 ) — R

(& FE) Research for accessory protein function associated with HIV pathogenesis

(HAGE) OREHEAMET ==v hJ—&—
(. #B) Riken, Unit leader, Yoko Aida

W B

(RAE) FHESEBUCI G T2 A THAERFE

(I EE) Research for antiviral protein function associated with HIV pathogenesis

(BAGE) ODENAFyESEL DR 27— R AR

(F ) Nagoya Medical Center, National Hospital Organization, Director,



N
7

BB R (R R - RN B U g

B 3 3R B 4 . (@ EFE) Research for reservoir cells in HIV latency and persistence

WRGEhHEE I (AAGE) RERKRTY A XFRee »— tedde  PaEs
P ek B4 : (€ 3EB) Center for AIDS Research, Kumamoto University, Associated professor,

Yorifumi Satou

IL

BEROBME  (ReFERTZTHERE)

ART FREDBEHIFERIZ IV | HIV BRI IASREBMREDOOE DL 7257, LU HIV BYSEIL, R E
LTEED ) AT TRESITCND, T OERZIE, HIV BGSE O BIEII7HTT A IV ASEESE N 2 TRhR
{7 HIV SRR & 2 A hn AR5 U A LV ARE (functioal cure), S BITERILLIZ YA LAY
J LOBRZE (sterilizing cure) (25 HIVEGLEDHNEA RO Hivd, & Z TABIFE T, Hric/e HIV il
ST IS SOV ORTESHGHI O 7= O OIRAERRNT 2 A G THEE T 5 Z L1 X0 HIV BYYEDOIRRE BHE L7
BUATREZ2kH HIV BRI AR5, HIV BYSE ~OI NBSEZ 8Tz o Cld, = ORRHERRIA O 7= O 755 M- A
T LOREE, 1R & 725 HIV IREGSHIaOR, 36 J O E7 VBN K DHBIRRIED LM
BIMEORRERA IR CTH D, ZOL D eimaiE 2, AWTECIEHGES OB Lz HIV-1 BYsERIET
TNEIGH LT, $iiz72 HIV SHENEORMNTIS X O ORERARTHIO 72 O OFFRERRHT S AT AOMEE AT 5T,
HIV-1 DGR E 2 CCRS FRAIMEZ AT DT VR HIV-1 HIV-1mt) DF =2 A YIL~D I
2LV LR OmR AT, OGS HIV BYE S RFEREOE T A VA — RaoRd, @FDOF%D
AR LV HI Sy RaRA v FEHERFCE T A LA — ROBMRIRRLIT L 70 D, @BFED
74 a—7 v TRTTH UA VAT DR S 3, @k, B IFE. Ifo& ) Lo~Fils IO
PBMC (23U T 71 71 /LA DNA BRMsla st S n . @2ZEIARITHT (D8 HitfA 4% 5- L (D8 T Ml & Akve S
HHZ EIZEY HIV-1 FREHEEAE TS, BLEOZ & L0 | HIV-1mt 13H =27 A YPILARN CIEIREGRIEIC &
V| FTFHEH A TRER Y Y S — (UMM HIV ARG TREZIE RIS AT 2 2 & NERES AU,
ZD XD THID A N AIEGSHED T rFne UISRERVINE (BIRIEYY) RRBL 72> TV DI B 6 T HIV &5%
BITHERT 5 Z LIETE T, DT Ml L Dl figrd 2 & HIV I tEis 2, HIVIZ—RED LD
IZLTY P S—ZHEE LT D D725 5 703 2 BRI IU VT, (DHIV 48 » BRI E & A & U3
AEY =T M ) ==L 725 T 5, b L<IFQ—ED HIV #H8 « BYYREDS Y o R CRigE S % 2
CIZED VP _R—HEPHERF SIS, E VS TAGRE 2 BiLD, & LAFEDIE LW HIEX HIV 7/ AlZiE
FEAEERIVELRWNETTTH D, 2T, R (D8 T HAEBABERC L v SN/l A L 204
J DEFITONWTHREFEATo T, FORES. B viremia 73S1572 7 A VA5 ) WEH & HE L TEL O
EHDNMERSITZ, S5HIT, Gag, Pol SEHICRASNI-AROBISL (11/18) N7 X/ BEEHAER CH T,
ZOZ &R FROEFIEDMEN V- Z L AR LTV D, TR0, BB CIL OFHEIZ LY 7 A /L AHEGE) S
ENTNDZE, FEINLOT I BRES)NET S CTL 7 HOMBEZERIZ X0 HIV e’ U P —r3—2ks
WTHERF SN2 L BX 200 ZYThHA S, ZOZ LIHGEHRD [V 2 SHREH I DR /e BYLAHE ) %
T b0 THD,

5, iPS FERE eI - L DFERERMRIAIEOB S 2 B L, Y UEAR) S CD34 FaE imisskifa<o
UL orSERk, w7 a7 7 — U~ RSN AIRE/ YL iPS 7 m— AR LTs, BIfE. 25T GFP ZEd~—



=BT ZBA L, D EFE% L RERBT D EDOMERELT72 5 & & HIZ, GFP 385 iPS Hi3k (D34 Bhik:
M ((HSC) . BRI K02V LBk, 7 v 7 7 — Y OB 5B ORSRERER A D T
%o G4, EhE= v FEAEH Lo bs 1HSC DO HFBEA TV, AEENICIST 222 OV, 1
[ZOWTIRRTT 5, AMREHZ & D BRSO 5E . HIV/STV HPTHE S T8 iHSC ZDH UE R~
DEFRAREAT, UA /VATE FIE TH NI ADVTRGET D TE Th D,

AIFFUZINT, HIV-1 RN REGSE R T VAW CHNLT 5 2 L SHRkI-, ZOET VTR, h=2A4
P LN ATFRG RERHERREZHOT, @V OB TR A O 2503 FRE T D, E IR IRIE
YT T BB R0 T K 0 HIV SIS AL, ZAUsst U GRS K 0 HIV IR HERF
SNhHZ L, EBIT Tfh M) HIV BB L 7o Tvd Z & AR+ AR 44572, 20X 92 HIV FiEHE
LS ATEEZ R U P — S—HHR D SRR L O OFE B AN, MBI e k& < Lo, F
1 shock & kill FEEDHIERK proof-of-concept FRERIZISUNT, HIV EYLE TOI A ER)NREE 2 HIV U H—x
— A XD ERERERDIREE 20T, & BIT 1PS HffrA)ivE LTz iHSC O BZEBARMIZE DWW T b BRIAET
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Recent advance of antiretroviral therapy may result in infectious diseases caused by HIV-1
infection to be controllable. However, a number of issues still remain to be solved for most HIV-
infected individuals, including the need to take medicine through life with the risks of adverse
drug reactions and emergence of drug-resistant virus, and viral reactivation under the
immunocompromised status with aging. A number of studies for HIV-1 cure have been
conducted to date, however, the clinical application awaits further breakthrough by extensive
investigations. Here we successfully established a novel macaque model of HIV-1 latency
suitable for the basic and preclinical studies for the cure. Experimental infection of
cynomolgus macaques with a macaque-tropic HIV-1 carrying the R5-tropic Env developed a
substantial level of plasma viral load in the acute phase of infection, followed by long-term
virtual absence of plasma viral loads for more than 3 years. However, the proviral DNA was
mainly detected in lymph nodes. Further analyses showed that the DNA-positive cells were
reserved in follicular helper T lymphocytes in the germinal center of lymph nodes. Moreover,
transient depletion of CD8" T lymphocytes with an anti-CD8 monoclonal antibody M-T807R1
administration led to HIV-1 reactivation as shown in the detectable level of plasma viral loads.
These results indicated that the monkeys were latently infected with HIV-1, which was
capable of reactivated by certain stimulation. Taken together, the macaques infected with R5-
HIV-1 will be highly useful as a model for HIV-1 latency for the purpose of characterizing HIV
reservoir and functional cure as well as research and development of new therapy for the cure.
Further analyses of HIV-1 reservoir cells in lymphoid tissues and the viral evolution in vivo

are now in progress.
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