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BACKGROUND 

• People with HIV (PWH) have abrogated Mycobacterium 

tuberculosis (Mtb)-specific T cell responses.

• Whether TB preventative therapy (TPT) impacts the Mtb-

specific T cell response in PWH is unknown.

• We analyzed samples from the ACTG A5279 clinical trial, a 

phase III trial of PWH comparing 9 months of daily isoniazid 

(9H) to 4 weeks of daily isoniazid/rifapentine (1HP).

• Study Objective: Assess the magnitude and quality of 

antigen-specific T cell responses to Mtb antigens in PWH 

with latent TB infection (LTBI) pre- and post-TPT. 

Figure 3: Comparisons of pre- vs post-TPT percentages of 

CD4+ and CD8+ T cell TNF⍺, IFN𝛾, and IL-2 cytokine 

production (ESAT or WCTBL stimulation) summarized as 

median absolute change. n=27 for all comparisons. ** = 

P<0.01

Table: Baseline Demographics [Median (Q1-Q3) or N (%)]

Total

(n=27)

9H

(n=15)

1HP

(n=12)

Age (years) 38 (35, 48) 36 (33, 50) 41 (36, 47)

Male sex at birth 20 (74%) 11 (73%) 9 (75%)

Country of Enrollment

Brazil 1 (4%) 1 (7%) 0 (0%)

Kenya 1 (4%) 0 (0%) 1 (8%)

Thailand 6 (22%) 4 (27%) 2 (17%)

USA 19 (70%) 10 (67%) 9 (75%)

METHODS

• Peripheral Blood Mononuclear Cells (PBMC) were obtained 

and cryopreserved pre-TPT (week 0) and post-TPT (week 

48) from participants in the A5279/BRIEF TB trial.

• End-point analysis inclusion criteria

• Positive Tuberculin Skin Test (TST) or Interferon-Gamma 

Release assay (IGRA) at study entry 

• Stable antiretroviral therapy (HIV viral load <200 

copies/mL and CD4+ T cell count >100 cells/mm3)

• Median CD4+ count (Q1, Q3) : 640 cells/mm3 (468, 816)

• Median time on ART (Q1, Q3): 5.3 years (3.2, 6.8)

• Statistical analyses

• Primary comparisons: pre-TPT vs post-TPT Mtb-specific 

T cell phenotypes and cytokine responses calculated as 

absolute change (week 48-week 0)

• Exploratory comparisons: 1HP vs 9H treatment arms of 

the absolute changes in Mtb-specific T cell phenotypes 

and cytokine responses

• Statistical Tests: Wilcoxon signed-ranked test (primary) 

and Wilcoxon rank-sum test (exploratory), with no 

adjustment for multiple comparisons.

CONCLUSIONS

• Our findings suggest that Mtb-specific CD4+ and CD8+ T 

cell phenotype, differentiation, and functional attributes 

are similar pre- and post-TPT. 

• However, modest changes were observed in CD8 T 

cell TNF-⍺ production post-TPT.

• Our findings suggest that the minimal impact of TPT on 

TB-specific T cell responses in PWH and LTBI is similar 

between both treatment arms (data not shown).

Figure 2: Comparisons of the pre- vs post-TPT percentages of CD4+ and CD8+ T cell activation and 

differentiation markers (ESAT or WCTBL stimulation) summarized as median absolute change. For 

CD4+, ESAT n=12, WCTBL n=10. For CD8+, ESAT n=9, WCTBL n=16. Data not available for ΔKi-67 

for ESAT-stimulated CD4+ and CD8+ T cells. * = P<0.05

Figure 1: Experimental Design 

Cryopreserved PBMCs obtained 

at week 0 and week 48 from 

patients without progression to 

active TB disease were thawed 

and stimulated (Mtb ESAT-

6/CFP-10 peptide pool or whole 

cell Mtb lysate (WCTBL)). Using 

flow cytometry, T cells were 

identified using CD3, CD4, and 

CD8. Markers of T cell activation 

and differentiation were used to 

phenotype the cells and cytokine 

production was measured.
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