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GDF-15 = Growth Differentiation Factor 15

Atypical member of the TGF-b family

- Regulates bodyweight through a peripheral – brain axis: specific 
receptor GFRAL in the brainstem.

- Also a marker of mitochondrial stress induced by hypoxia, 
mitochondrial DNA damage, reticulum endoplasmic stress, etc.

- Circulating levels of GDF-15 are elevated in people with:
→ Aging
→ Cardiovascular diseases
→ Sepsis 
→ Cancer
→ Asthma 
→ Severe COVID-19

Fujita, Arch Biochem Biophys2020

Objectives: Are circulating GDF-15 levels different in People living with HIV compared to uninfected controls?
What mechanisms influence GDF-15 levels in PLWH ?

Background



Plasma GDF-15 levels were higher in ART-treated PLWH compared to uninfected controls. 
GDF-15 levels were associated with age. Sex and type or class of ART had no influence on GDF-15 levels.
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Chronic HIV under ART

Plasma levels of GDF-15 in PLWH are linked with age in ART-treated PLWH
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No association between GDF-15 levels and inflammation markers including 
inflammatory cytokines, gut damage and microbial translocation markers. 

Association with HIV reservoir size, 
independently of age, sex, and class 

or type of ART

Association with the marker of non-
AIDS comorbidities suPAR (soluble 

urokinase plasminogen activator 
receptor) 

(see Hoenigl et al. CID 2019) 
independently of sex and class of ART

Reservoir Comorbidities

GDF-15 levels are associated with reservoir size and risk of comorbidities, independently of inflammation
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Conclusion: Circulating GDF-15 levels were associated with HIV reservoir size and non-AIDS comorbidity marker suPAR, 
independently of age, sex, and inflammation markers.

In vitro stimulation experiment confirmed that inflammatory stimuli do not induce GDF-15 in blood samples 
(data not shown).

Future directions: Molecular mechanism and confirmation of the role of GDF-15 in non-AIDS comorbidities
Is GDF-15 a marker of accelerated aging in ART-treated PLWH?


