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The Power of Targeted PrEP Implementation

San
Francisco

58%
Reduction

Seattle

42%
Reduction*

(2012-2018) (2010-2017)

London

50%
Reduction

(2015-2018)

Sydney

32%
Reduction

(2016-2017)

Buchbinder SP, et al. J Acquir Immune Defic Syndr. 2019;82(suppl 3):S176-S182.
Seattle & King County and the Infectious Disease Assessment Unit. HIV/AIDS Epidemiology Report 2019, Volume 88.
Public Health England. Health Protection Report. 2019;13(31).
Grulich A, et al. Lancet HIV. 2018;5:e629-e637.

Scaling Up PrEP Access in Major Cities Has Resulted in
Population-Level Reductions in HIV Risk, among PrEP Users and Non-Users Combined

*In 2018, King County experienced its largest 1-year increase in the number of new HIV diagnoses since 2002 (218 cases in 2018 versus 162 in 2017). This increase was driven
by a 400% increase in the number of new HIV diagnoses among PWIDs, while the number of new diagnoses in persons with other risks (MSM, non-PWID) remained stable.
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Previous data on prevention by gender



IPERGAY: Sex-Driven iPrEP

• 2 tablets 2-24 hours before sex 
• 1 tablet 24 hours later
• 1 tablet 48 hours after first intake

Friday Saturday Sunday Monday Tuesday Wednesday Thursday Friday Saturday Sunday

4 pills of TDF/FTC taken over 3 days to cover one sexual encounter
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HPTN 083 Study Design
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Participants Flow Diagram
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• 4565 cisgender-MSM and TGW who have sex 
with men were included in the analysis

• Average age 28 years
• 66% under the age of 30
• 40% under the age of 25
• 12% TGW enrollment 
• 50% African American or Black enrolled in 

the US

Study Population
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HIV Incidence: CAB vs TDF/FTC
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HIV Incidence – ITT
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HIV infections on TDF/FTC
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Analysis of HIV prevention failures

Infection
During oral 
Lead in

Infection prior to 
injection

Infection after 
prolonged hiatus 
From CAB
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DBS Levels for TFV-DP
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iPrEx Open-Label Extension (OLE): PrEP Appears to be 
Forgiving to Occasional Missed Doses

Grant RM, et al. Lancet Infect Dis. 2014;14:820-829.

H
IV

 In
ci

de
nc

e
(p

er
 1

00
 p

er
so

n-
ye

ar
s)

Tablets/Week:
(% patients):

Risk Reduction:

Tenofovir Diphosphate From Dried Blood Spots (fmol/punch)

<2
(26)

44%

2 to 3
(12)

84%

4 to 6
(21)

100%

7
(12)

100%

0

1

2

3

4

5

Off PrEP

0                                           350                     500                  700                                 1000                              1250                        1500 

On
PrEP

iPrEx OLE included MSM and transgender women.



16



17

Injection site reactions



18

Grade 2+ Adverse Events
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Changes in Weight
Median of changes from baseline

Landovitz RJ et al. AIDS 2020, #OAXLB01
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TDF/FTC

Week 0-40

CAB +1.54 (95%CI 1.0, 2.0) kg/y
TDF/FTC -0.51(95%CI -0.80,-0.22) kg/y
p<0.001

Week 40-105

CAB +1.07 (95%CI 0.61-1.5) kg/y
TDF/FTC +1.06 (95%CI 0.79,1.3) kg/y
p=0.93

HPTN 077: Over 41 weeks

CAB +1.48 (95%CI 0.15, 2.8) kg/y
PBO +1.57 (95%CI -1.35,4.49) kg/y
p=0.95

Landovitz RJ et al. CID 2019.



20

Lenacapavir: First-in-Class HIV Capsid Inhibitor

• inhibits multiple processes essential for viral replication
• modulates the stability and/or transport of capsid complexes

Yant SR, et al. CROI 2019. Seattle, WA; Abstract 480; Yant SR, et al. CROI 2019. Seattle, WA; Abstract 141 
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DOSE-RESPONSE RELATIONSHIP OF SUBCUTANEOUS LONG-
ACTING HIV CAPSID INHIBITOR GS-6207

Daar et al CROI 2020 (also IAS 2019)
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PK dynamics for lenacapavir
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Islatravir: Novel NRTTI has two different mechanisms of action
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Long-acting NRTTI: Islatravir

• Nucleoside RT translocation 
inhibitor (NRTTI)

• Half life of active 
anabolite: ≈80-130 hr

• Humans: single oral 
dose as low as 0.5 mg 
suppressed HIV RNA 
for >7 days

Grobler et al CROI 2017 #435
Matthews et al IAS 2017 #TUPDB0202LB

Phase 1b, single-dose, monotherapy study
Study population:  ART naïve (N=30)
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Islatravir: Adverse event profile



26

Islatravir: Changes in weight



27

Islatravir May also be considered for PEP

• IV Challenge of macaques with pathogenic SIV

• Two experiments 24 hours post challenge

• Multiple doses of weekly islatravir

• Single dose of islatravir

WEEKLY ORAL ISLATRAVIR PROVIDES EFFECTIVE PEP AGAINSTIV CHALLENGE WITH SIVMAC251
Markowitz et al
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Islatravir – Implant PK data in Healthy Volunteers
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Broadly Neutralizing Antibodies

CD4-binding site
B12, VRC01, VRC07, NIH45-46, 3BNC117, VRC-PG04

V1/V2
PG9, PG16, CH01-04, PGT141-145, PGDM1400

V3/Asn332 glycan patch
PGT121-123, PGT125-131, PGT135, 10-1074, 2G12

Gp120/gp41-interface
PGT151, 35022, 8ANC195

MPER
2F5, 4E10, 10EB

29
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Conclusions

• More choices for consumers

• Injections will provide longer acting protection with different susceptibility to adherence

• High user acceptability despite some local reactions

• Evolving landscape as oral agents may become once weekly, SC injections or implantation 
technology may provide more options
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Injection site reactions
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Grade 2+ Adverse Events
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Changes in Weight
Median of changes from baseline

Landovitz RJ et al. AIDS 2020, #OAXLB01
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p<0.001

Week 40-105

CAB +1.07 (95%CI 0.61-1.5) kg/y
TDF/FTC +1.06 (95%CI 0.79,1.3) kg/y
p=0.93

HPTN 077: Over 41 weeks

CAB +1.48 (95%CI 0.15, 2.8) kg/y
PBO +1.57 (95%CI -1.35,4.49) kg/y
p=0.95

Landovitz RJ et al. CID 2019.
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