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policies of the Department of Health and Human Services nor does 

mention of trade names, commercial practices, or organizations imply 

endorsement by the U.S. Government. Any trade/brand names for 

products mentioned during this presentation are for training and 

identification purposes only.



Daily oral PrEP (2021 CDC/HHS Guidelines)



Timeline: Recommendations for Routine HIV NAT in PrEP

2021 CDC/HHS: oral PrEP follow-up, CAB baseline and follow-up

2021 CAB package insert: CAB baseline and follow-up

2022 IAS/USA: CAB baseline and follow-up 

2024 IAS/USA: oral PrEP/CAB baseline, not at follow-up for either

2025 LEN package insert: at baseline

2025 CDC MMWR (LEN): NAT or repeat Ag/Ab at 4 weeks 

  unless switching from other regimen - then not needed



Window periods of different HIV tests

https://www.hiv.uw.edu/go/screening-diagnosis/diagnostic-testing/core-concept/all



Delayed detection of HIV infection in oral PrEP

PrEP may lead to delayed seroconversion and false-negative tests, particularly 

with oral fluid tests

Curlin et al CID 2017; 64(12): 1663-69 

- Delayed diagnosis occurred in 80 of 287 seroconverting individuals

- OFOQ conversion delay:  median 98.5, range 14.5-547.5 days

- Delay was associated with low plasma RNA level
 

Donnell et al AIDS 2017; 31(14): 2007-16

- PrEP was associated with more frequent delayed diagnosis >100 days by 

POC Ab testing (17% v 6%)



Rationale for NAT in oral PrEP

Delayed detection of HIV infection in HPTN 083 (n=42)

Marzinke JID 2021

Baseline (n=3) Incident infections (n=39)

Median delay 1st pos (range) 34 (14-36) days 31* (7-68 days*)

Median log VL at 1st pos visit 3.3 (2.1-4.7) 4.1 (NQ-4.3)**

3/3 detectable 6/7 detectable

*excluding case with visit interval 372 days

**for the 6 participants with detectable VL

4 participants continued to receive oral PrEP

5 M184V/I, 1 K65R



PrEP USE DURING ACUTE HIV INFECTION IN A 
COMMUNITY SETTING COMPROMISES HIV DIAGNOSIS

Colby et al. CROI 2021. Abstract #179
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Delayed detection of HIV infection in CAB-LA PrEP (n=11)

Marzinke JID 2021

Baseline Incident infection

Median delay 1st pos (range) 62 (28-72) days 98 (35-185 days)

Median log VL at 1st pos visit 4.4 (3.1-4.7) 2.1 (ND-2.9)

5 of 7 detectable

Received CAB p infection 4/4 6/7

5 of these participants acquired INSTI resistance.

These 11 are 0.2% of the 4570 participants in the study.



Real issue: cost and back of envelope cost-effectiveness

• Some payers refuse to cover screening with HIV NAT in PrEP.

• CAB $164/test, 2283 participants

Baseline testing = 2283 X $164/ 4 participants = additional ~$95,000 per AHI identified

Followup = 9 NAT (Q2 months over 17 months) = $3,369,708

With 5 of 11 participants acquiring INSTI resistance = ~$700,000/case identified

And it is unclear if these cases of resistance could have been prevented.

• FTC/TDF, 2287 participants

Follow-up (Q3mo) = 2287 x $164 x 5 tests = $1,875,340

With 5 M184V/I = additional ~$375,000/case identified



Is routine HIV NAT cost-effective?

DISCOVER OLE (Wohl et al, Lancet HIV 2024)

 23 (85%) of 27 persons diagnosed with HIV had stored plasma specimens.

 4 (17%) of 23 participants had detectable HIV RNA at the visit before dx.

  Median delay 10 weeks (5, 8, 11, 14 weeks)

  Median HIV RNA 741 copies (257, 332, 1150, 220k)

19,468 routine RNA tests to detect one case sooner in setting of oral PrEP.





Limited Utility of HIV RNA Testing to Monitor Oral PrEP

Zhu et al, CID 2025

• HealthVerity HIV cohort (insurance claims, EMRs, labs, pharmacy records)

• Two periods: 2019-2021, 2022-Aug 2023

• PrEP initiation testing = first FTC/TDF or FTC/TAF +/- 14 days

• PrEP follow-up testing = >15 days



Zhu et al, CID 2025



Limited Utility of HIV RNA Testing to Monitor Oral PrEP

Zhu et al, CID 2025

• HIV RNA increased post-2021

- 14% of PrEP users (2209 of 15812) v 38% (5664 of 14878) had at least one RNA.

• 23 adjudicated HIV diagnoses, 17 with both Ag/Ab + RNA

- In 16/17 the RNA test result was concurrent or later than Ag/Ab. 

- In 1/17 the RNA was earlier than positive Ag/Ab test - among 8226 RNA tests 

conducted during PrEP follow-up.

• 8226-9900 tests needed for 1 HIV diagnosis earlier than Ag/Ab testing alone.



Conclusions

Zhu et al, CID 2025

• Routine HIV NAT is of limited utility and is not cost-effective in monitoring during 

oral PrEP.

• HIV NAT is still recommended at baseline in setting of recent exposure or 

symptoms of acute HIV infection at PrEP initiation.

• Package inserts for both formulations of injectable PrEP specify routine HIV NAT 

at initiation.

• Package insert for injectable CAB specifies routine HIV NAT at follow-up, though 

RCT data suggests it will also be of limited utility and not cost-effective, although 

real-world data are not yet available.



Questions?
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