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Novel delivery:
Subcutaneous ARV’s



Lenacapavir (GS-6207)  PK Profile
• Lenacapavir (GS-6207): first-in-class selective HIV-1 capsid protein inhibitor / oral and SC long-acting formulations 

• Randomized, double-blind, placebo controlled, single-ascending SC dose phase I study in HIV-negative participants

• Supports 6 monthly dosing , maintained target  concentrations for 26 weeks

Begley. AIDS 2020. Abstr PEB0265 
*IQ: ratio of LEN plasma concentration to IC50.

LEN 900 mg (3 x 1 mL; n = 8)
LEN 300 mg (1 x 1 mL; n = 8)

LEN 900 mg (2 x 1.5 mL; n = 8)

Mean LEN Single-Dose Plasma Concentration-Time Profiles
6 mos (26 wk)

24 ng/mL; mean IQ ≥ 6*

Wks Post-SC Dose
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Segal-Maurer et al., CROI 2021. Abstr 2228



Novel delivery:
Intravenous ARV’s



Broadly Neutralizing mAbs in Development

Image by Stewart-Jones, Doria-Rose, Stuckey
Adapted from Stewart-Jones et al Cell 2016 and Pancera et al Nature 2014 
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VRC07-523LS and VRC01LS serum conc.

But overall, serum neut is better 
for VRC07-523LS vs VRC01LS

Trough at 12 weeks is 3-fold lower 
Trough at 16 to 24 weeks is 5-fold lower

Gaudinski, Ledgerwood et al. Lancet HIV (2019)



HVTN 703/HPTN 081 enrollments

213
82

33
33

59
26

2,041
1,019

237
180

673
434

206
150VRC01                         

10 mg/kg
VRC01                    
30 mg/kg Placebo

N=642 N=645 N=637

Country Screened Enrolled

Botswana 206 150

Kenya 213 82

Malawi 237 180

Mozambique 59 26

South Africa 2041 1019

Tanzania 33 33

Zimbabwe 673 434

Total Enrolled 1924

Screening
Enrollment (Sub Saharan Africa)
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Kenya
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HVTN 704/HPTN 085 enrollments

Screening
Enrollment (Americas, Switzerland)

Country Screened Enrolled

Brazil 209 151

Peru 1659 1131

Switzerland 51 36

USA 1982 1381

Total Enrolled 2699

VRC01                  
10 mg/kg

VRC01                 
30 mg/kg Placebo

N=899 N=897 N=903

United States

Brazil
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Switzerland
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Prevention with VRC01: The AMP Studies

• Estimated PE at the Week 80 visit = 27% for 704/085, 9% for 703/081, 18% pooled
• Prevention efficacy at the Week 80 visit did not significantly differ from zero*  

Corey L et al., N Engl J Med. 2021; 384: 1003-1014.
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https://twitter.com/HelpEndHIV
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https://twitter.com/HelpEndHIV
https://www.facebook.com/helpendhiv
https://twitter.com/HelpEndHIV
https://www.facebook.com/helpendhiv
https://twitter.com/HelpEndHIV


Prevention with VRC01: The AMP Studies
(Pooled Trials)

11Corey L et al., N Engl J Med. 2021; 384: 1003-1014.



Novel delivery:
Topical ARV’s



• Less effective than other prevention strategies in clinical trials
• Removable

• Susceptible to nonadherence
• Removal associated with reduced efficacy in clinical trials

• In development as a combination technology
• Combined with topical hormonal contraception
• May improve adherence

• Unconventional implementation strategy
• Developed strictly in a not-for-profit setting
• Regulated as both a drug and a device

Dapivirine Vaginal Ring – Prevention only!



Novel delivery:
Implantable ARV’s





R Matthews et al., CROI 2021. 



Novel delivery:
Long-acting Oral ARV’s



Patel M et al., CROI 2021; Abstract 87 





Diamond TL et al, CROI 2021.



Kandala B et al, CROI 2021.





Novel delivery:
What will 

the future hold???



The ARV Drug Delivery Pipeline



The ARV Drug Delivery Pipeline

Bioerodable implantsNew implant technologies

Reduced volume injections Gastric reservoirs
Combination
technologies

Microneedle patches
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