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Brief recap of where we are 

The Blinded Portion of the Trial

• The trial opened to Enrollment in November, 2017.

• A total of 3,224 participants were enrolled at 20 sites.

• The blinded portion of the trial was stopped by the DSMB for 
efficacy in November, 2020. 

• Participants were unblinded to their original randomized 
study regimen and continued on it until the protocol 
amendment to offer open-label CAB LA was approved.
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Setting the Stage for v4.0

The Open-Label Extension – first 48 weeks (OLE1)

• The OLE1 opened to Enrollment in January 2022.
• Duration is 48 weeks. 
• The following Steps were added to the protocol: Steps 4 and 5.
• Participants were permitted to choose which PrEP agent they 

preferred (CAB LA vs. TDF/FTC) up to week 24.
• Pregnant women exposed to CAB LA at any time were eligible for 

Step 4d. Pregnant participants in step 4d could choose to stay on 
CAB or take TDF/FTC during pregnancy
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• To estimate the incidence of HIV among participants who use CAB LA, 

combining blinded, unblinded and OL periods

• To evaluate the safety of open-label CAB LA with and without an oral lead-in

over 48 weeks

• To evaluate the acceptability (uptake, continuation, discontinuation) of OL CAB 

LA over 48 weeks

• To describe the diagnostic test profile, PK, HIV drug resistance, and response to 

antiretroviral treatment in those who become infected after CAB LA exposure, 

combining blinded, unblinded and OL periods

• To characterize pharmacokinetics and duration of detectable drug among those 

who discontinue CAB LA injections, combining blinded, unblinded and OL periods

HPTN OLE objectives
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Pregnant and post-partum participants with prior or current 
exposure to CAB during pregnancy:

• To estimate the incidence of pregnancy among participants during 
the OL period

• To evaluate safety and infant outcomes among pregnant 
participants

• To evaluate the PK of CAB LA among pregnant participants, 
combining blinded, unblinded and OL periods

• To evaluate concentration in breastmilk and infants among 
women who receive CAB LA injections during pregnancy and/or the 
early post-partum period.

HPTN OLE pregnancy objectives
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Open-label extension - pregnancy

• 96 weeks duration (48 weeks of OLE1 and 48 weeks of OLE2)

• No requirement for LARC
• Participants counselled about risks and benefits of CAB use in pregnancy

• Pregnancy assessment at each visit

• If test positive, option to enrol in pregnancy and infant sub-study IF
• Prior CAB exposure (1+ injections)
• On TDF/FTC arm but desire CAB use in pregnancy
• Options to consent to active dosing in pregnancy

• Monthly follow up through pregnancy
• Injections 8-weekly +/-
• PK sample collection – trough and 4 weeks post-injection
• ANC at visits aligned to WHO schedule, early ultrasound

• At delivery
• Outcome assessments
• + Sample collection including cord blood, maternal samples at delivery

• Post-partum
• Maternal sample collection – blood, breastmilk
• Infant sample collection – plasma
• Outcome assessment at 48 Weeks
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HPTN 084 OLE current status

• All sites activated to OLE 1 (v3.0) (week 0-48)

• 2472/2684 (92.1%) eligible participants accepted OLE

• 78.4% of participants have accepted CAB LA for PrEP

• On track to achieve pregnancy PK and short-term safety target 
enrollments

• Version 4 issued to sites to extend OLE follow-up to a total of 96 weeks ie. 
OLE2 week 56-96

• Ward 21 has approvals and has started
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HPTN 084 OLE current status-
Retention
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OLE 2- in a nutshell

Main intent is to extend CAB LA access to PPTs for an additional 48 
weeks, follow participants who transition off of CAB LA for the duration of 
the PK tail, and follow pregnant women to 48 weeks post delivery. Nice 
summary from pp 161-2 of v4.0:

• Participants who received CAB LA in OLE1 who decline CAB LA in OLE2 (Step 
6) are offered Step 5

• Those in Step 5 during OLE1 will complete Step 5 but complete follow up at 
week 48 of step 5

• Those receiving TDF/FTC or no product in 4c and who are not pregnant in 
OLE1 will end follow up at week 48 and are not offered OLE2



9

OLE2 transitions – non-pregnant

Step 4c

CAB
If premature CAB 
d/c, then step 5 

complete 48 weeks

TDF/FTC

Under OLE1

48 weeks step 4C
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OLE2 transitions – non-pregnant

Step 4c

CAB

Step 6 –

next 48 weeks 

If CAB d/c, then 
step 5 complete 48 

weeks

TDF/FTC

Refer to local 
services –

assumes 48 weeks 
TDF/FTC

48 weeks step 4C
Under OLE2
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Step 6 of OLE 2
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OLE 2- in a nutshell (cont.)

• Those pregnant in OLE1, Step 4d will complete the 4d visit 
schedule before considered for Step 6.  

• If there is a pregnancy loss they may transition to Step 6 but consult CMC 
first

• Those who become pregnant in Step 6 and have ever received 1 
CAB injection will be offered Step 4d.  Anyone who declines will not 
receive CAB LA during pregnancy, but be followed in Step 5

• Those pregnant in OLE1 Step 4c who declined participation in the 
pregnancy and infant substudy (4d) will transition to Step 5 in OLE2 
to ensure pregnancy outcome data and PrEP during pregnancy
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OLE2 transitions –pregnant

Pregnancy

4d

CAB or TDF/FTC

Follow up to 48 weeks pp

Step 6 –

Consult CMC

If pregnant in step 6 and 
prior CAB, offer step 4d

4c – 48 weeks

Offer step 5– assumes 48 
weeks TDF/FTC so will 

cover all of pregnancy and 
allow for outcome 

assessment post delivery
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Step 4d OLE 2 SoE
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Step 4d OLE 2 SoE (con’t.)
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Step 5 of OLE 2 SoE



17

OLE 2- in a nutshell (cont.)

• Once Step 6 is complete anyone who desires CAB LA will be 
referred to local access programs

• Those with confirmed HIV infection prior to enrollment in OLE2 
will not be offered OLE2, but follow up for confirmation and 
linkage to care will still be required

• May need to be reconsented if this process of confirmation or linkage 
to care not complete



18

A few reminders

• Participants who prematurely stop taking CAB LA during OLE 2 will move to 
Step 5.  These participants will be offered TDF/FTC to cover the PK tail.  

• Step 4d is for pregnant participants who have ever been exposed to CAB LA. 

• To receive CAB LA during pregnancy, a participant must agree to be followed 
on Step 4d (consent them prior to injection) because it includes additional 
safety monitoring.

• Contact the CMC if you have any doubts.
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