
Fourth-generation HIV antigen/antibody testing is 
recommended for HIV screening during pregnancy and 
provides high sensitivity for early infection. A reactive 
screening test followed by a negative HIV-1/HIV-2 
antibody differentiation assay requires HIV nucleic acid 
testing to distinguish acute infection from a 
false-positive screening result.

Discordant results can create particular challenges 
during pregnancy because delayed recognition of acute 
maternal HIV infection may increase the risk of vertical 
transmission, while an incorrect diagnosis may result in 
unnecessary antiretroviral and neonatal treatment and 
significant psychosocial consequences.

We describe an unusual case of discordant HIV testing 
during pregnancy in which two reactive 
fourth-generation screening results were followed by an 
isolated low-level detectable HIV-1 RNA result, despite 
subsequent testing failing to confirm HIV infection.
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WORK-UP

SYSTEMATIC CONFIRMATION
A reactive fourth-generation screen with 
negative HIV-1/HIV-2 differentiation testing 
requires nucleic acid testing to evaluate for 
acute infection.

INTERPRET THE COMPLETE 
DIAGNOSTIC PICTURE
An isolated low-level detectable HIV RNA 
should be interpreted in the context of the 
complete diagnostic evaluation. When 
subsequent results are discordant, repeat 
and complementary testing may be 
necessary before establishing a definitive 
diagnosis.

BALANCE COMPETING RISKS IN 
PREGNANCY
When acute HIV infection cannot initially be 
excluded, clinicians must balance timely 
prevention of vertical transmission against 
the consequences of unnecessary maternal 
and neonatal treatment. Multidisciplinary 
management and careful patient counseling 
are essential.
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Date Test Result Clinical significance

12/2023
HIV-1/2 Ag/Ab, 4th 
generation

Nonreactive Documented negative pre-pregnancy baseline

12/2024
HIV-1/2 Ag/Ab, 4th 
generation

Reactive Initial prenatal screening abnormality

12/2024
HIV-1/HIV-2 antibody 
differentiation

HIV-1 negative; HIV-2 
negative

Did not confirm HIV infection

01/2025 HIV-1 RNA PCR Not detected Acute HIV infection not demonstrated

05/2025
HIV-1/2 Ag/Ab, 4th 
generation

Reactive Recurrent reactive screen in the third trimester

06/2025 HIV-1 RNA PCR 247 copies/mL Raised concern for acute HIV infection

06/2025 Repeat HIV-1 RNA PCR Not detected Low-level RNA result was not reproduced

06/2025
Repeat HIV-1/2 Ag/Ab, 4th 
generation

Nonreactive Discordant with prior reactive screening results

06/2025 HIV-1 DNA PCR Not detected Additional testing did not support HIV-1 infection

06/2025 HIV-2 DNA/RNA PCR Not detected No evidence of HIV-2 infection

08/2025
Postpartum maternal HIV-1 
RNA PCR

Not detected
Persistent absence of detectable viremia after ART 
discontinuation supported absence of established HIV 
infection

DIAGNOSTIC ALGORITHM FOR HIV WITH LAB 
TESTING PER THE CDC

PATIENT TIMELINE


