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Individuals with acute HIV-1 infection (AHI) are highly contagious,1

and may account for a large number of new HIV-1 infections.2

Some individuals with AHI remain asymptomatic, but data from
East African cohort studies suggest that most (53–75%) experience
an acute ‘malaria-like’ illness approximately 2 weeks after infec-
tion.3–5 Common symptoms of AHI include fever, joint and
muscle pains, headache, fatigue, diarrhoea and sometimes rash.6

Despite this common presentation, few clinicians in sub-Saharan
Africa (SSA), the region most affected by the HIV-1 epidemic,
have been trained to put AHI in the differential diagnosis of the
young febrile adult patient seeking care.7

While rapid point-of-care RNA or p24 antigen tests are in devel-
opment,8 most clinicians attending to patients in primary care
facilities in SSA have little else to offer than a rapid HIV-1 antibody
test to rule out prevalent HIV-1 infection. This test should be
repeated after 3–4 weeks to rule out HIV-1 antibody seroconversion
in HIV-1-seronegative patients. The uptake, however, of provider-
initiated testing and counselling (PITC) in SSA has been very low,9

and repeat testing is not recommended for febrile patients.10

Using RNA testing, Bebell et al. reported in 2010 that 1–3% of
adults who sought care for suspected malaria in Uganda actually
had acute or early HIV infection.11 Similarly, and also in 2010,
Serna-Bolea et al. reported that 3.3% of patients who sought
care for fever at a district hospital in southern Mozambique had
AHI.12 A third study conducted in coastal Kenya in 2011 found
that most adults seek urgent healthcare when acquiring HIV-1
and are frequently treated for malaria.4 Unfortunately, these
three studies have not yet led to greater recognition of AHI in
young sexually active adult patients presenting with fever in SSA.

Why is AHI rarely diagnosed? In this issue (p. 82–92), Prins and
colleagues (including this author) present data from a systematic
literature review of studies evaluating adult outpatients present-
ing with uncomplicated fever in SSA over the past decade.13 We
systematically documented whether testing for prevalent HIV-1

and AHI was performed; searched for HIV testing recommenda-
tions in national and international guidelines currently available
for the management of febrile adults; and conducted an audit
of current PITC practice and AHI diagnostic capacity at nine
health facilities in two adjacent towns in coastal Kenya.

The systematic review identified 43 eligible studies for detailed
review. The identified studies investigated the following fever aeti-
ologies: malaria only (34 studies), AHI and malaria (2 studies),
human herpes virus-8 and hepatitis B virus (1 study), pneumococ-
cal bacteraemia (1 study), flaviviruses (1 study), influenza virus
(1 study), Lassa virus (1 study), intestinal helminths (1 study)
and schistosomiasis (1 study). Most (27/43) of the studies were
carried out in Eastern and Southern Africa, which bear the brunt
of HIV-1 epidemic. In only two studies, those where the primary
interest was acute HIV-1 infection, were all study participants
tested for HIV-1. One study did very limited testing for prevalent
HIV-1 infection. In 13 studies, HIV-1 testing was not done at all.
Finally, in 27 studies reporting no HIV testing data, information
could not be obtained.13

The WHO publication entitled ‘Acute Care: Integrated Manage-
ment of Adolescent and Adult Illness (IMAI)’, first published in
2004 and updated in 2009,14 recommends considering HIV-1
related illness in cases of ‘unexplained fever for .30 days’
without a positive malaria smear or dipstick, and does not
mention AHI as a possible cause of fever during acute care-
seeking. It is therefore not surprising that no national guideline
mentioned AHI. The audit of PITC of patients aged 18–29 years
seeking care reported in Prins et al. revealed low uptake
(16.1%).13 Healthcare workers cited stock outages as a reason
for low testing rates in government facilities, and fees for
testing as a barrier in private facilities.

The review by Prins et al.13 paved the way for a prospective
study targeting young adult patients for AHI evaluation in
coastal Kenya.15 In this recently published study, 3602 adults
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were evaluated for prevalent HIV-1 infection (prevalence: 3.9%).
Patients with fever were more likely to have prevalent HIV-1 infec-
tion than those without fever (9.1% vs 3.3%, p,0.001). AHI was
diagnosed in 5 of 506 HIV-1-negative or HIV-1-discordant
patients who met AHI risk criteria and were completely evaluated.
Of these 5 AHI cases, 4 were diagnosed among the 241 patients
with fever (prevalence 1.7%) versus 1 among 265 non-febrile
patients (prevalence 0.4%, p¼0.1). Malaria was confirmed by
PCR in 4 (1.7%) of the 241 febrile patients.15 This paper received
an editorial comment, the title of which speaks for itself: ‘Acute
HIV-1 infection in SSA: a common occurrence overlooked’.16

The systematic review and audit of current practice in this issue
(p. 82–92), together with the recent study from coastal Kenya
suggesting that AHI is as common as malaria, call for urgent
public health action. First, and in support of the recommendation
by Prins et al.,13 the WHO guidelines need to emphasise the
importance of HIV-1 testing in febrile adults, especially in areas
with high levels on ongoing HIV-1 transmission. Second, fever
aetiology studies need to be conducted in adult outpatients in
order to inform local clinicians’ understanding of the causes of
fever. Third, clinicians should consider AHI in the differential diag-
nosis of young, sexually active adults seeking urgent care for fever.
While the diagnosis of AHI using rapid HIV-1 antibody tests is
cumbersome, HIV-1 testing and retesting is currently recom-
mended for patients who present with a STI after their first
HIV-1 test was negative.10 This recommendation should be
extended to include young sexually active adults seeking care
for fever. Fourth, rapid point-of-care RNA tests developed for
HIV-1 care management should be evaluated in HIV-1 antibody
negative patients presenting with fever.8 Last, and most import-
antly for HIV-1 control, febrile patients diagnosed with acute or
prevalent HIV-1 should be linked to care and offered antiretroviral
treatment according to nationally recommended guidelines.
Improved testing and linkage to care for young, febrile adults
with HIV-1 infection will not only improve outcomes for patients
with undiagnosed prevalent infection but also reduce HIV-1 trans-
mission, especially if patients with AHI can be identified, offered
immediate ART and supported to adhere to treatment.17,18
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