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DURING THERAP Virological control in People Living with HIV

Non-controllers Elite controllers Post-treatment controllers Transient controllers
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PULSE Study (Samples collected 2006):
¥ Pry ol I of -ART during acute/early infection.
%

= i*\ *Three consecutive ATls.
3l N I [N, 0 *ART was reinitiated when the viral load
s K ' - ) reached 5000 copies/ml.
> ' :
.4 _ - *10% experienced transient viral control
Time during the second and/or third ATI.

www.hiv-persistence.com



HIV PERSISTENCE Virological control in People Living with HIV

DURING THERAPY

Reservairs & Eradication Strategies Workshop

Non-Controller Elite Controller ATI Controller
A A AT A ATl A AT
R
=
© © ©
® o ®
o o o
| : | —
T g T
= o > >
Time Time
r

e

7
CD8 T cells »
|

* Targeting ?
* Functionality ?

CDS8 T cells

*Targeting mutation-
constrained epitopes

CDS8 T cells

* Targeting epitopes
containing escape

mutations " *More functional - * Proliferative capacity ?
* Functionally HIV-1 protein *More proliferative HIV-1 protein HIV-1 protein
“exhausted”

www.hiv-persistence.com



CD8T cells exhibit lower immune activation during

HIV PERSISTENCE | .
fransient viral control

DURING THERAPY

Reservoirs & Eradication Strategies Workshop

Non-controller Transient-controller
NC-P2 NC-P3 TC-P4 TC-P5
. 10%y <-Pre-ART ATI-1 ATI-2 ATI-3 , 1054 < Pre-ART ATI-1 ATI-2 ATI-3 | 106+ ATI-1 ATI-2 ATI-3 '_El 10° — ATl-'I4£II;II-2 ATI-3
E 10° &L < % 10° <AL % 1059 <€-Pre-ART & g 1o -
g R3 g _— = a
3 10* - 8 10* 73 g 104 R2 3
< < < <— < .,
Z 3 Z 3 Z =10
o 10 o 10 o 10%1 3 14
2 z > > P <R
T 102 A T 102 I \ *10° JL N
o 20 40 60 80 100 6 20 40 60 80 160 120 0 20 40 60 80 100 0 20 40 60 80 100 120
Weeks following ART initiation Weeks following ART initiation Weeks following ART initiation Weeks following ART initiation
L oo TC-P4 TC-P4 TC-P5 0. NC-P2
§ Activation Markers
E ' Total IFN-y*/TNF-a* 60-
' CD8Tcells  CD8Tcells ODO E )
5% | © 50% ? O 40 g 9%
0.1% % ES ; %
R1 ; % % 2018% 77
S f@ . 0 2 / 0 % / Z
. D i =
: o BSL R1 R2 R3 BSL R1 R2 R3 BSL R1 R2 R3
1.3% 1.1%| 0% 0%
0.3%
R3 Il Total CD8T cells
vt a mmHIV-spec CD8T cells
?.I &S < 4.5%
= T

www.hiv-persistence.com



HIV PERSISTENCE CD8 T cells exhibit higher proliferation capacity during

DURING THERAPY

Reservoirs & Eradication Strategies Workshop Tro n Sie nT Viro | C O n Tro |
CTFR staining HIV tid .
Cr%?i:eI;gL + HIV peptide re-stimulation Transient-controller
P stimulation ‘ & CD8 T cells CD8 T cells
‘ IFN-y/TNF-a. r1
« © Y 0.08%
CTFR ’ﬁ’ 5 01% 40%
Non-controller
IFN-y+/TNF-o+
CD8 T cells CD8 T cells CD8T cells
RD 0.79% R2 0.35%

2.94%

. ﬁ 1.36% 23% 21% 90%
1 . w
i ‘ S g‘ 8[

TNF-a CTFR CTFR

www.hiv-persistence.com



CDS8 T cells exhibit higher cytotoxic capacity
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Ex vivo T cell-based HIV suppression assay
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Step 1: HIV Gag

Translate protein structure
as network structcure
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DURING THERAPY CONCLUSIONS

e Consecutive ATls results in a potential “vaccinal effect” improving CD8
T cell proliferation, cytokine production and cytotoxicity during the
delayed HIV-1 rebound.

* The viral variants emerging during transient virological control are
genetically distinct to those derived from the earlier timepoints.

* Our results indicate that the immune system can be effectively primed
to control the dominant variants contributing to virological failure.
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