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We are entering a new era
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We have the power to create a
paradigm shift, enabled by new
therapeutic approaches, effectively
preserving and restoring health

in people living with HIV
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CD4 in drug experienced patients, according to calendar period and

CDA4 strata
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Carica virale tra i pazienti* attualmente seguiti
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CD4+ tra i pazienti” attualmente seguiti
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cART 2.0: pifferent approach and aim in distinct

Prompt
treatment
of PHI
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" |mmediate therapy(PHI!) = Late presenters

" |mmunorecovery = Drug toxicity
= Rx convenience (STR) " |mmune-activation -
= Switch RCT driven = Co-morbidities

~ = Simplification = «Trendy» changes

= (long-acting drugs) = Failures

= Drugs/class = Costs
~ ® (Clearance of reservoirs
" Post treatment controller §
Eradication research
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Proportion of mono/dual Pl therapies according to calendar period of
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LATTE-2: Maintenance Wk 32 Virologic
Efficacy (ITT-Maintenance Exposed)

e Virologic efficacy of Q4W and Q8W IM regimens similar to oral regimen
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Margolis DA, et al. CROI 2016. Abstract 31LB.

No INSTI, NNRTI, or NRTI resistance mutations detected

Treatment Differences (95% CI)
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Reopening the frontier of the going
goal of the antiretroviral therapy.

Sustained control of HIV replicatio

Without HAART
7

Long term non progressor

Elite controller

Eradication Small wral burden Functional cure

«— |Clearance of | —
No evidence of Complete

any residual replication reservoir immunotolerance
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BEST PERFORMERS

<50 copies/mL for at least 12 years = 38/4706 (0,8%)




Potential strategies for eradicating HIV
in infected individuals receiving ART

Use of .
aggressive drug Use pf virus
regimens purging agents

Early D e L
initiation of | iy . Use of HIV-
antiretroviral -4 f ¢ specific killing

therapy - 3 . ﬁb.. agents
Enhancement '
of anti-HIV
immunity Better understanding
of HIV basic science

Modification of
host genetics

Chun TW & Fauci AS, AIDS, 2012



Long term toxicity: &
from NUCs sparing/NUCS lite |
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Co-morbidities in HIV share
common risk factors
*HIV Disease
*Drugs choice and Exposure
o Lifestyle factors
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~ After Cernobyl !

TDF
DAMAGE RECLAIM






Changes in hip BMD after switch to E/C/F/TAF

TDF switch (Study 109)

Change from baseline to Week 48
All participants (N=1,354)
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P<0 001
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« Regardiess of prior treatment regimen, differences between arms were statistically significant

« >1.6% difference between the aims at Week 48
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Changes in spine BMD after switch to E/C/F/TAF

TDF switch (Study 109)

Change from baseline 1o Week 48 == E/C/F/TAF
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« Regardless of prior treatment regimen, differences between arms were statistically significant

¢ >2% difference between the arms at Week 48
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Do PLWHIV age prematurely?

/ PREMATURE
/ AGEING'




STR tripw%QG@om bo
everthe’r? |

Prererred




® . MORE
 PREDICTIVE

MORE HUMAN .

SETTING THE STANDARD IN
GENETICALLY ENGINEERED
& PRECISION RESEARCH




Viral co-infection can contribute to the higher

risk of cancer among HIV-positive patients
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In addition to viral infections, the prevalence of some traditional risk factors for cancer, such
as smoking and heavy alcohol use, are more prevalent among HIV-positive patients

Engeis BA et & it J Cancae 2008 123 10T-54. 2 Natorw Cancer ratitude Fact Sheet Wi
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EFFICACY OF DTG OVER TIME
(SNAPSHOT, ITT-E)

® Day 8 efficacy: DTG was associated with significant reductions from baseline in HIV-1
RNA;

changgfrom baseline: -1.43 log,, c/mL HIV-1 RNA (95% CI: -1.52 to -1.34; p<0.001)*
&"0 Week 24 ITT-E (N=183)
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(HIV-1 RNA <50 c/mL) by Snapshot algorithm?
20 — At Week 48, 64/114 (56%) were fully suppressed*?
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*Week 48 population (N=114) included those subjects who had the opportunity Adapted from:
to reach Week 48 at time of data cut-off 1. Nichols G, et al. HIV11 2012. Abstract 0232

2. Nichols G, et al. IAS 2013. Abstract TULBPE19
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Conclusions

Risk of age-related Treatment and
PLWHIV co-morbidities is greater prevention of
are ageing for PLWHIV than for HIV- co-morbidities alongside
uninfected individuals HIV poses challenges
* Increased life expectancy » Hypertension, CVD,  Additive toxicities
of PLWHIV on ART diabetes, bone fractures, + Contribution of ART
+ Increasing numbers of renal fallure, toxicities
people seroconverting at and malignancies « Management of DDls
an older age  Multidisciplinary
approach

Grazie per l'attenzione!




