Quest 4th GEN HIV1/2 Algorithm

[bookmark: _GoBack]The algorithm begins with a "fourth-generation" combination assay that detects HIV p24 antigen in addition to HIV antibodies. Because HIV p24 antigen is detectable before seroconversion, fourth-generation assays can detect HIV-1 during acute infection; the inclusion of HIV-1 and HIV-2 antibodies allows detection after seroconversion, when p24 antigen becomes undetectable. Fourth-generation assays have >99.7% sensitivity and >99.3% specificity for HIV infection and can identify most (>80%) acute infections that would otherwise require nucleic acid testing for detection.6,7 In general, they can detect infection 0 to 20 days (median, 5-7 days) before third-generation immunoassays.5,8,9
Repeatedly reactive results on fourth-generation screening tests require confirmation with a supplemental test, such as an HIV-1/HIV-2 antibody differentiation assay. Differentiation between HIV-1 and HIV-2 antibodies can have treatment implications, as HIV-2 does not respond to some antiretroviral agents. Differentiation tests also tend to detect antibodies earlier than Western blots.10 But like Western blots, HIV-1/HIV-2 antibody differentiation tests do not detect acute infection. HIV RNA testing is thus needed to resolve infection status in patients with positive results on the fourth-generation assay but negative results on the antibody differentiation test.
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Figure. Reflex Pathway for the HIV-1/2 Antigen and Antibodies, Fourth Generation, with Reflexes Assay (91431)

| Negative for p24 antigen and antibodies to
Nonreactive | 1y’1 and HIV-2; HIV infection unlikely

|__HIV infection (HIV-1, HIV-2,

Reactive (= ngifferentiated)
HV-12
\[ Repeatedy antbody
e Acute HIV-1
assay — -
Y (L_Pesitve [ infection
| [ Nonreactive HIV-1
N or Qualitative
indeterminate | | RNA, TMA HIV-1 infection unlikely.
{ Consider testing for
Negaive [ —py 5 DNA (34977(X]) it

clinically indicated.

This algorithm depicts the testing pathway of the HIV-12 Antigen and Antibodies, Fourth Generation, with Reflexes test, which is consistent with
references 3-5. Although nonreactive results on the fourth generation screening test and negative results on the HIV-1/HIV-2 differentiation test are
‘consistent with absence of infection, they may also represent samples that were collected before development of detectable p24 antigen and HIV

antibodies. Individual risk assessments may be helpful to determine the need for, and the frequency of, re-screening for patients with nonreactivelnegative
results *

The algorithm s provided for informational purposes only and is not intended as medical advice. A physician’s test selection and interpretation, diagnosis,

and pafient management decisions should be based on histher education, cinical expertise, and assessment of the patient. TMA indicates transcription-
‘mediated amplification.




