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Background

▪ Most PLWH are co-infected with CMV.

▪ Asymptomatic CMV shedding is frequent during ART. 
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Morris et al, CID, 2017



Sylwester/Picker, JEM, 2005

CMV elicits massive immune responses



CMV Associated with CD8 Expansion and 
Inflammation in HIV Infection

Freeman, JID, 2014 (see also: Sacre, AIDS, 2011; Mudd, JID, 2016; Musselwhite, AIDS 2011 and many Gianella papers) 

CD8+ T Cell Counts sTNF-RII



S. Gianella and S. Letendre, 2016



Valantine et al, Circulation, 1999

Ganciclovir Prophylaxis May ↓Transplant 
Vasculopathy after Heart Transplant



Higher CMV-specific CD8 IFN-g Production 
Associated with More Atherosclerosis

Hsue et al, AIDS, 2006 (also: Parrinello, JID, 2012; Lo, AIDS, 2010)



CMV Serostatus Predicts Non-AIDS Events: 
ICONA Cohort

Lichtner et al, JID, 2015 (see also Hsue, AIDS, 2006)

Strongest effect 

for CAD (HR 2.3)



Associations between anti–CMV IgG levels and 
neurocognitive functioning

Letendre, CID, 2018

Similar relationship 

seen in populations of 

elderly people without 

HIV (Vescovini, JI, 

2010)



Seminal CMV Shedding Associated with Higher 
HIV Reservoirs in PBMC
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Gianella et al, J Virol. 2016

For each doubling of month on ART,
HIV DNA declined 0.14 log10 slower
for people with detectable CMV DNA
in their PBMC compared to people
without detectable CMV



Christensen-Quick et al, 2017





Henrich et al 2017



Blocking CMV Replication with Valganciclovir ↓ T Cell 
Activation in PLWH with CD4<350 despite ART

-4.4%

HIV-

Median

Hunt et al, JID, 2011



Valganciclovir Also Caused Major Reductions in 
Innate Immune Activation (~1 quartile)

Correspond to ~22% decrease in MI/Stroke risk; 
~50% decrease in T2DM risk  

(Tenorio, JID, 2014; Brown, Diabetes Care, 2010)

Beck-Engeser, CROI 2019, #643



CMV: Not always the bad guy



Ongoing Clinical Trials: A5355

• Phase II, Double-Blind, Randomized, Placebo-Controlled Trial to Evaluate the 
Safety and Immunogenicity of an MVA-based CMV Vaccine (Triplex®), in Adults 
with HIV and CMV Who Are on Potent Combination ART with Conserved 
Immune Function

• Chair: Sara Gianella

Dr. Don Diamond





Ongoing Clinical Trials: A5383

• Randomized, Placebo-Controlled Trial to Evaluate the Anti-inflammatory 
Efficacy of Letermovir (Prevymis) in Adults with HIV and Asymptomatic CMV 
Who Are on Suppressive ART and Its Effect on Chronic Inflammation, HIV 
Persistence, and Other Clinical Outcomes 

• Co-Chairs: Sara Gianella and Peter Hunt

• Additional Substudies: Cardiovascular, metabolic, Neuro, Gut



Take Home Messages

• CMV is associated with increased inflammation/immune activation 

• CMV might be an important cause of morbidity and mortality 

• CMV might contribute to HIV persistence 

• Clinical trials of anti-CMV interventions are ongoing 


