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Nicotinamide: cell protection and immune enhancer
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Methods

Inclusion Criteria Original ART +
Dolutegravir 50 mg QD

Male Adults, 18-65 yo Maraviroc BID
- First line ART*, VL BDL > 2 years — Original ART — ATI

- CD4 nadir >350 cells/mm3 Nicotinamide 500 mg BID
* RS strains by genotropism on PBMCs 48 weeks

*changes for toxicity allowed



Patient 3.2

Male, 35 yo, MSM, Brazilian Caucasian e 100% adherence to F-U visits

HIV neg 2010

HIV diagnosis: 12-Oct-2012 * Study end: 19-Sep-2016

ART initiation: 11-Dec-2012: AZT/3TC+EFV; * TDF/3TC/EFV from 19-Sep-2016

— 2014: TDF/3TC/EFV. no virologic failure or

treatment interruption. * TDF/3TC+NVP from 4-Apr-2018

CD4+ T cells nadir = 372, Pre-treatment VL= 20,221 ¢/  TDF/3TC+ DTG from 24-Apr-2018
mL

_ Baseline CD4 = 720 (38,0%) * ATI 28-March 2019

— RS5, subtype B, FPR = 20%. * Last VL BDL—22-Jun-2020

— Study entry: 28-5EP-2015 - Total time with VL BDL = 64.7 weeks

— Screening VL — BDL (-8 weeks)
— Baseline VL-BDL

— 4-8-12-week VL-BDL

— 16-week VL <40 c/mL

— 20-week VL BDL

— 24-week VL=56 c/mL

— 28-32-36-42-week VL - BDL




Results: HIV viral loads
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Results: CD4+ T cell counts
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Results: ctd
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Results: Flow cytometry
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Results ctd: HIV total DNA using duplicates (median) in 2 different methods’? (2 LTR
episomal DNA neg at Baseline, 24 and 48 w, duplicates, two distinct methods??3)

TDF/3TC/EFV +
Intervention ART ATI
Dolutegravir
Maraviroc O
Nicotinamide e
&
3TC+TDF+EFV 3TC+TDF+EFV 3TC+TDF+NVP :3
51 =
|
4-

-@- PBMC

o—— i
3 \ -l- Rectal Biopsy

1. Komninakis et al. J Clin Microbiol. 2012;50(6):2132-3.
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Results: Cell co-culture with LRA (June 2020) — MVC (maraviroc), NAM (nicotinamide)
using positive selection of CD4+ T cells from PBMCs
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Results: Anti HIV EIA by Abbott ARCHITECT HIV Ag/Ab Combo assay: median from
duplicates (Abbott, IL, USA)
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Regular ART
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Regular ART

ART + NAM

Effects on apoptosis
and CD4/CD8
response
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Regular ART

ART + NAM

Effects on apoptosis
and CD4/CD8
response

ART + NAM + MRC
Anti-latency and
effects on apoptosis
and CD4/CD8
response
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Conclusions

* HIV competent reservoir decrease by synergic effect of MVC+NAM?
— Viral blips during study period

— Decrease in cell activation in CD8 during study period (HLA-DR, IL2, CD69)
— Linear decrease in Abs quantitation

* Absence of detectable HIV DNA in PBMCs and negative co-culture

after the end of study period -> continuous and cumulative reservoir

elimination by MVC+NAM, and a boost in cellular/humoral immunity
by NAM?

* Further assays for viral persistence and longer follow-up needed
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