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Infant macaques
a model for human pediatric HIV infection

• Born in a natural setting and allowed to 
suckle up to 7 days

• Oral high dose SHIVSF162P3

• 100% infection rate (4 x 104 TCID50)
• Rapid pathogenesis

• 75% mortality by 6 months w/o treatment

• Rapid disease due to high persistent 
viremia
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Defining the window of opportunity for treatment

Day 7, no Tx

Day 7; 10 mg/kg

SHIV only

SHIV + bNAbs



Window of opportunity for bNAb treatment <72 hrs
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Short-term ART +/- bNAb at 72hrs results in rebound
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Short-term ART +/- bNAb at 72hrs results in rebound

Would CCR5 blockade alone, or in combination, be effective 
at 72 hours post infection in infants?
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Leronlimab (formerly PRO140)
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Leronlimab (formerly PRO140)

• Humanized monoclonal IgG4 antibody
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Leronlimab (formerly PRO140)

• Humanized monoclonal IgG4 antibody

• Binds to N-terminus and ECL2 of CCR5
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Leronlimab (formerly PRO140)

• Humanized monoclonal IgG4 antibody 

• Binds to N-terminus and ECL2 of CCR5

• In clinical trials

• High safety profile - tested in over 1,000 PLWH
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Leronlimab (formerly PRO140)

• Humanized monoclonal IgG4 antibody

• Binds to N-terminus and ECL2 of CCR5

• In clinical trials

• High safety profile - tested in over 1,000 PLWH

• Successfully used as PrEP to protect from mucosal SHIV acquisition
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Plasma viral load monitoring
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Leronlimab
Plasma concentration and receptor occupancy

ART + bNAbs + LRM
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bNAbs (VRC07-523LS & PGT121)
Plasma concentrations
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CD8 depletion at week 60
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Conclusions & Future Directions

• CCR5 blockade synergizes with bNAbs to
prevent reservoir establishment in SHIV-
infected infant macaques
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Conclusions & Future Directions

Fonseca et al. Current HIV/AIDS Report. 2024.

• CCR5 blockade synergizes with bNAbs to
prevent reservoir establishment in SHIV-
infected infant macaques

• Mechanism of synergy remains unclear – 

• Combinatorial antiviral efficacy?

• Alteration in trafficking of infected 
cells?

• Preventing reseeding of virus?

• Other mechanisms?
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