
The list of differential diagnoses for acute 
HIV is broad and may include influenza, viral 
upper respiratory illnesses, acute pharyngitis, 
secondary syphilis, herpes simplex virus, 
drug eruption rash and others.

Like Cooper, many healthcare provid-
ers and researchers have likened acute 
HIV to infectious mononucleosis in its 
presentation. In one study performed 
in Boston, researchers retrospectively 
performed HIV–RNA tests on serum col-
lected for routine Epstein–Barr virus (EBV) 
heterophile antibody testing. HIV–RNA, 
also known as viral load testing, is a way 
to detect and quantify viral genetic mate-
rial in the blood. Of the 563 EBV-negative 
serum samples that underwent HIV–RNA 
testing, 11 tested positive for HIV–RNA.10 
Seven of these were believed to represent 
acute HIV infections.10 

While this represents a small percentage 
of the study samples, it reinforces that 
acute HIV may be confused with other 
illnesses, particularly infectious mono-
nucleosis. Healthcare providers in primary 
care and emergency department settings 
should consider acute HIV in patients who 
present with symptoms suggestive of 
mononucleosis and who also have risk fac-
tors for HIV. Factors that may differentiate 
mononucleosis from acute HIV infection 
are a lack of mucocutaneous ulcers or rash 
(unless the patient is taking ampicillin) and 
presence of exudative pharyngitis. 

Lab abnormalities may also be pres-
ent in the setting of acute HIV infection. 
Most common are leucopenia, mild ane-
mia, thrombocytopenia and elevation of 
transaminases (Table 2). 

All healthcare providers should become 
comfortable performing routine HIV risk 
assessments on all patients. Understanding 
sexual and substance abuse risk behaviors 
is the foundation for identifying patients 
who have acute HIV as well as patients who 

need further HIV prevention counseling. 
Initially, patients may not be forthcoming 
about their behaviors, particularly if they 
feel shameful or fear “disappointing” their 
healthcare provider. 

To combat this, ask about risk behaviors 
using open-ended questions in everyday 
language that makes the patient feel com-
fortable. It is often helpful to begin a risk 
history with a statement such as, “I ask all 
my patients about their experiences with 
drugs and alcohol. Responses are always 
confidential. How would you describe your 
experience with these substances?” This 
approach helps normalize the subject 
matter. More information and training 
materials are available at www.aidset.
org and www.cdc.gov. 
Pathogenesis
In the years since acute HIV infection was 
first described, researchers have identified 
the cellular mechanisms that accompany its 
clinical presentation. HIV most commonly 
enters the host through percutaneous or 
genital routes. Once the virus has pen-
etrated the mucosal epithelium, it infects 
macrophages, CD4+ T cells and dendritic 
cells with subsequent spread to systemic 
lymph nodes within 2 days after infection. 
Within another 3 days, it is detectable in 
the plasma.11 Plasma viremia then results 
in dissemination to body organs, including 
the brain and spleen. 

Interestingly, due to its high volume 
of CD4+ T cells, the gastrointestinal tract 
undergoes massive immune destruction 
in the first few weeks after infection. Up to 
60% of CD4+ T cells in the lamina propria of 
the lower GI tract may be lost in the first 2 
to 4 weeks of infection.12 This early destruc-
tion of systemic CD4+ T cells results in an 
initial decline in absolute CD4+ T cells and 
a subsequent explosion in viremia, because 
HIV uses infected CD4+ T cells to replicate 
at high frequencies. Thus, within the first 

weeks of infection, numbers of CD4+ T 
cells are at their lowest, and viremia is at 
its highest. 
Diagnostic Challenges
The laboratory testing involved in diagnos-
ing acute HIV infection may be the first 
reason why acute HIV infection is often 
missed in clinical practice. The test used 
for HIV screening in 2009 is the standard 
enzyme-linked immunoassay (ELISA), 
which determines the presence of HIV 
antibodies. Standard ELISA testing has 
sensitivity greater than 99.5% in patients 
with established HIV disease (more than 3 
months posttransmission). But because the 
body may not develop antibodies to HIV 
for 10 days to 4 weeks, it misses patients 
in the window period between infection 
and seroconversion. This is the reason why 
repeat HIV testing is recommended 3 to 6 
months after a negative test result. 

All positive ELISA screening tests undergo 
an additional serologic test called a Western 
blot. The Western blot is the gold standard 
for diagnosing HIV infection and detects 
antibodies to specific HIV proteins, such as 
core and envelope proteins. Indeterminate 
Western blot testing is common in acute 
HIV infection, because some, but not all, 
protein-specific antibodies may develop 
early in the course of disease. 

Because standard screening tests alone 
are incapable of identifying acute HIV 
infection, HIV–RNA testing is an option. 
HIV–RNA is commonly used to moni-
tor disease progression and response 
to antiretroviral therapy in people with 
established HIV infection, but it can also 
be used to help identify patients with 
acute HIV. Patients with acute HIV typically 
have extremely high levels of circulating 
virus, up to 1 million copies per milliliter, 
making HIV–RNA easy to detect, even 
with less sensitive assays. 

In one study of the usefulness of HIV–
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Table 3

Interpretation of Testing to Detect Acute HIV Infection
ELISA Western blot HIV–RNA Interpretation

Test Result Positive Positive Detectable Chronic HIV infection
Positive Negative or indeterminate <5,000 copies Suspect false positive, repeat in 2 to 4 weeks
Positive Negative or indeterminate >5,000 copies Suspect acute HIV infection

Negative Negative >5,000 copies Suspect acute HIV infection
Negative Negative Negative Consider alternate diagnosis

From: Weintrob AC, et al. Infrequent diagnosis of primary human immunodeficiency virus.  Arch Intern Med. 2003;163(17):2097–2100.


