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Letter to the Editor 

Delayed CD4 cell recovery in HIV-associated disseminated 

nontuberculous mycobacterial disease 
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ear Editor, 

We read the manuscript describing the retrospective case- 

ontrol study by Katzschner et al. [ 1 ] and their call for renewed at-

ention to HIV-associated disseminated non-tuberculous mycobac- 

erial disease (dNTMd) with great interest. The authors stated that 

pecific contribution of dNTMd to delayed CD4-cell restoration re- 

ains understudied; however, they did not cite two studies that 

utlined this issue before. Lazaro et al. did a study within the 

NRS Co3 Aquitaine Cohort, a prospective cohort of people with 

IV-1 initiated in 1987 in five hospitals in Aquitaine, France. They 

ormed two groups of individuals who started for the first time a 

ombination of three antiretroviral drugs; the exposed group with 

isseminated Mycobacterium avium complex (dMAC) infection (to 

hich 18 of the 20 dNTMd infections in Katzschner et al.’s study 

ere due) [ 1 ] included 51 people with such a diagnosis made be-

ween 12 months before and 6 months after antiretrovirals initi- 

tion [ 2 ]. These patients were individually matched to 145 indi- 

iduals without any history of dMAC infection by CD4 cell count, 

revious experience of antiretroviral treatment, AIDS clinical stage 

t the time of antiretrovirals initiation, age and gender. The study 

howed that dMAC infection at the time of antiretrovirals initia- 

ion importantly impaired immune reconstitution, whereas the 6- 

onths decline of plasma HIV-RNA was not significantly differ- 

nt [ 2 ]. After 6 months on antiretrovirals, the median increase of 

D4 cell count was + 28 cells/mm3 (interquartile range [IQR]: 1- 

3) in people with dMAC infection and + 72 cells/mm3 (IQR: 34- 

20) in people without ( P < 0.0 0 01) [ 2 ], The independent effect of

MAC infection was confirmed also at 12 and 24 months [ 2 ]. We

etrospectively reviewed the records of 73 antiretroviral-naïve in- 

ividuals with AIDS presenting with CD4 counts of < 100 cells/ 

m3 at two Infectious Diseases Units in Italy and investigated 

hether opportunistic infections or cancers recorded at presen- 

ation influenced subsequent immune reconstitution on antiretro- 

irals [ 3 ]. The median CD4 cell count at the time of antiretrovi-

als start was 60.68 cells/ mm3 and the median viral load was 

72,633 HIV-1 RNA copies/mL. After a median follow-up period of 

6 months, all 67 individuals who had been adherent to antiretro- 

iral treatment had sustained viral load suppression (HIV RNA < 50 

opies/mL), and their median CD4 cell count was 391.79 cells/mm3 . 

 lower increase in CD4 cell count (median 59.75 cells/mm3 ) 

nd total lymphocyte count (median 74.21 cells/mm3 ) was found 

nly in the 9 individuals who had experienced dMAC infections 

 3 ]. In both the above studies the diagnosis of disseminated MAC 

nfection was based on the isolation of MAC from cultures of 

lood, bone marrow, or other normally sterile tissue or body 

uids. 
ttps://doi.org/10.1016/j.ijid.2025.108188 
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The underlying reasons for the negative influence of dNTM in- 

ections on immune recovery remain unknown. In addition to the 

wo explanations proposed by Katzschner et al. (higher immunod- 

ficiency in people with dNTM infection despite similar CD4 cell 

ounts and viral suppression rates, and granulomatosis in lym- 

hatic tissues leading to impaired immunological remodeling) [ 1 ], 

ther factors may contribute to impaired immune recovery. These 

re the induction of immunosuppressive cytokines, tumor necro- 

is factor (TNF)-alpha or apoptosis [ 4 ], the long-lasting effects of 

nti-dNTM drugs, and the dNTM-induced low-level chronic im- 

une activation. The latter could influence T-cell life span [ 5 ] and 

iminish bone marrow function through TNF-alpha and transform- 

ng growth factor (TGF)-beta released by activated dendritic cells, 

atural killer cells and T cells. As outlined by Katzschner et al., fur- 

her multicenter studies are needed [ 1 ]; they should be interna- 

ional, prospective, and involve investigation of different immune 

ell populations/subpopulations and of cytokines in blood, bone 

arrow and lymphatic tissues. 
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