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a b s t r a C t

as HiV infection may be non-symptomatic for many 
years, many HiV-infected individuals are not aware of 
their infection. at a certain point in time non-specific 
symptoms may occur for which patients are likely be 
referred to internal medicine outpatient clinics. in the 
absence of systematic screening for HiV and in particular 
in patients who do not have classical risk factors for HiV, 
the diagnosis of HiV infection may easily be overlooked. 
in this manuscript it is illustrated that this diagnostic 
and therapeutic delay can lead to increased morbidity 
and mortality. Moreover, undiagnosed individuals are 
on average more likely to transmit HiV than diagnosed 
individuals. it is important for public health to identify 
people harbouring HiV infection, as this is expected 
to reduce the number of new infections. HiV infection 
should be considered a possible cause of unexplained 
symptoms in an early stage of the diagnostic process, in 
particular in patients with symptoms such as unexplained 
fever, lymphadenopathy or weight loss or in the presence 
of conditions suggestive of possible immune deficiency, 
regardless of the absence of risk factors.
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i n t r o d U C t i o n

Human immunodeficiency virus (HIV) infection causes 
progressive destruction of the host immune system. 
Early diagnosis and initiation of antiretroviral treatment 
dramatically improves the prognosis of patients. As HIV 
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infection can present with a broad variety of non-specific 
symptoms, a certain degree of awareness is necessary. 
However, in some cases clinicians disregard the possibility 
of HIV infection in patients who display symptoms which 
could be related to the disease, but who are not known to 
have any HIV-associated risk factors.1 As a consequence, a 
broad array invasive investigations may precede serological 
testing for HIV. 
In this article we present three patients with symptoms 
known to be associated with HIV infection, which 
remained undiagnosed or unexplained for a considerable 
time. None of them had apparent risk factors for an 
infection with HIV. All patients underwent multiple 
diagnostic and therapeutic interventions before an HIV 
test was performed. In the review section, we discuss 
factors that might contribute to diagnostic delay in HIV 
infections. In the Netherlands, as well as in many other 
industrialised countries, opt-in testing policies may feed 
general reluctance towards HIV testing and thus contribute 
to the high incidence of late HIV diagnosis.

Patient A, a 45-year-old female, was admitted to the 
department of internal medicine of a regional hospital 
on several occasions over a two-year period for analysis 
of fever and macrocytic anaemia which persisted despite 
vitamin B12 substitution. She also complained of fatigue 
which had been present since an episode of thoracic 
herpes zoster. The patient had a medical history of 
premature coronary artery disease with an episode of an 
acute coronary syndrome, hypertension and non-specific 
colitis. Laboratory investigation performed on her last 
admission showed anaemia (haemoglobin 4.1 mmol/l), 
atypical lymphocytosis, high erythrocyte sedimentation 
rate (ESR) and polyclonal hypergammaglobulinaemia. 
Temporal arteritis was suspected and a biopsy of the 
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temporal artery was performed, showing no abnormalities. 
Extensive evaluation with CT and PET scans showed a 
generalised lymphadenopathy. To exclude a lymphopro-
liferative disorder, an excision biopsy of a cervical 
lymphatic node was taken showing a reactive dysplasia. As 
a sampling error was suspected, a bronchoscopic biopsy 
of a mediastinal lymphatic node was performed, which 
confirmed the findings of the first biopsy. As an infectious 
cause seemed likely, treating physicians conducted 
serological screening aimed at several possible infectious 
causes. An HIV test was positive and the patient was 
referred to our centre. The CD4 cell count was 236/mm3 
upon referral. Shortly after transfer Candida oesophagitis 
was diagnosed and successfully treated with fluconazole. 
The patient received highly active antiretroviral therapy 
(HAART), consisting of tenofovir, emtricitabine and 
atazanavir boosted with ritonavir. The haemoglobin 
concentration normalised within a few months. The HIV 
RNA viral load became undetectable (<50 copies/ml) and 
the CD4 cell count increased to 450/mm3 after six months 
of treatment. 

Patient B, a 40-year-old heterosexual male, with a 
medical history of chronic hepatitis B was referred to an 
ophthalmologist because of pain and redness of his left 
eye, with decreased visual acuity. Toxoplasmic uveitis 
was diagnosed and treated with pyrimethamine and 
azithromycin with folic acid suppletion. The patient had 
a medical history of chronic hepatitis B, diagnosed five 
years earlier, and had been treated with entecavir for 18 
months. In the previous year, the patient had experienced 
an episode of thoracic herpes zoster and pneumonia with 
prolonged recovery, and also reported weight loss of 10 kg. 
Because screening for HIV had never been performed, 
the ophthalmologist requested serological testing, and 
test results returned positive. A CD4 cell count of 53/mm3 
indicated advanced infection. An MRI of the brain showed 
a lesion in the right occipital lobe which could be a result 
of cerebral toxoplasmosis. Antitoxoplasmic treatment was 
adjusted (azithromycin was substituted by sulphadiazine). 
Antiretroviral treatment with tenofovir, emtricitabine 
and atazanavir boosted with ritonavir was prescribed. 
Entecavir was discontinued as tenofovir and emtricitabine, 
which also have an anti-HBV efficacy, were initiated. Use 
of entecavir as monotherapy in HIV/HBV-co-infected 
patients has been associated with the development HIV 
drug resistance compromising antiretroviral treatment 
options.2 Fortunately, no resistance-related HIV mutations 
were detected in this case.

Patient C was a 64-year-old Dutch female who had been 
suffering from various unexplained symptoms for 12 years. 
Initially, she developed fatigue and myalgia, accompanied 
by a high ESR and thrombocytopenia. Her treating 

physicians suspected Sjögren’s disease and idiopathic 
thrombocytopenic purpura. Treatment with prednisone 
was started but did not relieve her symptoms. During the 
following years, the patient experienced peripheral facial 
palsy, pneumonia, sensory polyneuropathy, mild cognitive 
impairment, deep venous thrombosis, septic shock of 
unknown origin, Candida oesophagitis and recurrent 
episodes of diarrhoea. In 2010, she was referred to our 
hospital for a second opinion due to dysarthria, dysphagia, 
apathy and sensory loss in both legs, rendering her unable 
to walk. HIV testing was performed and the results were 
positive. The CD4 cell count was 141 cells/mm3. An MRI 
scan of the brain showed extensive leukoencephalopathy. 
Examination of the cerebrospinal fluid did not point to 
an opportunistic infection. Antiretroviral treatment was 
prescribed (tenofovir, emtricitabine, atazanavir boosted 
with ritonavir). During the following months, the patient 
was readmitted twice, first due to complicated urinary 
tract infection, and later due to bloody diarrhoea with 
stool samples positive for Clostridium difficile toxin. 
Her neurological condition remained unchanged after 
initiation of HAART. During the third readmission, three 
months after the HIV diagnosis, the patient suffered 
from pseudomembranous colitis with severe metabolic 
dysregulation due to dehydration, renal insufficiency 
and respiratory insufficiency, and died despite intensive 
treatment.

d i s C U s s i o n  a n d  r e V i e W  o f  t H e 
l i t e r a t U r e

Consequences of late diagnosis
The case histories presented above concern patients with 
symptoms that remained unexplained or undiagnosed for 
a considerable period of time, and ultimately appeared to 
result from infection with HIV. Although all patients had 
symptoms suggestive of cellular immune deficiency, HIV 
testing was not performed until considerable delay had 
occurred. Ensuingly, complications occurred that might 
have been avoided or possibly more adequately treated if 
HIV testing and treatment had been initiated in an earlier 
stage.
Late recognition of HIV infection has a number of 
important consequences regarding prognosis, transmission 
of infection and healthcare costs. It has been shown that 
testing positive in a late phase of the HIV infection, 
when a severe immunodeficiency is present, worsens the 
prognosis compared with early diagnosis.3-5 Patients who 
started HAART in an advanced stage of the infection, 
prior to the development of AIDS, were shown to have 
a significantly greater risk of progression to AIDS and a 
higher mortality rate. 6 It is well known that if advanced 
immune deficiency is present, the risk of acquiring 
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an opportunistic infection or a malignancy is greatly 
increased. Moreover, antiretroviral treatment started in 
the setting of a profoundly impaired immune system often 
results in a slow and incomplete immunological recovery. 
From a public health perspective, early diagnosis is also 
beneficial as untreated patients with uncontrolled viral 
replication are more likely to transmit the virus to their 
sexual partners.7 High morbidity in patients presenting 
late results in higher treatment costs.8,9 Early diagnosis of 
HIV infection enables screening for other infections more 
frequently present in HIV patients, such as hepatitis C, 
which also has a better prognosis if treated early.10

European data indicate that in 33% of cases, the diagnosis 
of HIV infection is made in a late stage of the disease, at 
CD4 cell counts ≤350 cells/mm3 or after the occurrence of 
an AIDS-defining event.11 Until now, the presence of one 
of several well-known risk factors for HIV infection has 
been the main argument to perform an HIV test in Dutch 
clinical practice.12 This could explain the large proportion 
of Dutch patients presenting late. According to the Dutch 
Athena cohort more than 50% of the heterosexual men 
and women and 40% of men who have sex with men 
(MSM) are late presenters.13 Recent studies show that risk 
factors appear to be more often absent in patients who are 
diagnosed in a late stage of the infection. These patients 
have more frequently acquired HIV through heterosexual 
contact and belong to the older age groups.14-18 These 
patient characteristics correspond with the case histories 
described above, in which the mean age was 47 years 
(range 40-64 years) and where heterosexual contact was 
the presumed transmission route. 

An important cause of late diagnosis is patient delay. 
However, as the presented cases have shown, doctor’s 
delay, due to postponing or not considering testing for 
HIV, also contributes to late testing. This has been 
recognised in other reports as well.1,19-21 Several factors 
can be responsible for this delay. First, the diagnosis is 
often regarded as uncommon and as such is overlooked 
in the differential diagnosis of unexplained symptoms. 
Symptoms tend to be unspecific; complaints of weight 
loss, night sweats and fatigue are often present in advanced 
infection. If unexplained, such general symptoms as 
well as signs of immune deficiency should prompt HIV 
testing. Second, many physicians only expect the disease 
to affect patients involved in risk behaviour, such as 
male homosexual contact or intravenous drug use, and 
overlook cases of HIV infection when obvious risk factors 
are absent.1,19 Last, doctors may fear that suggesting HIV 
testing could give the patient the impression of being 
suspected of risk behaviour, thus compromising the 
doctor-patient relationship.

HiV testing in the netherlands
In the Netherlands, an opt-in testing policy for HIV 
infection is maintained in most clinical settings, 
requiring physicians to ask for patient consent for HIV 
testing. HIV infection is the only infectious disease to 
which this policy applies. This practice, combined with 
the tendency to only test patients if risk factors are clearly 
present, fuels the reluctance of doctors to perform an HIV 
test when risk factors are not apparent or when symptoms 
are ambiguous.
The reluctant attitude towards HIV testing in 
the Netherlands has its roots in the earlier days of 
the HIV epidemic.22 Poor prognosis in the absence 
of effective treatment and social stigma associated 
with HIV infection implicated possible negative social 
consequences. The general feeling was that diagnosing 
the disease in an early stage only meant doing additional 
harm rather than being of benefit to the patient. This 
consideration led to repeated advice by the Dutch Health 
Council not to use the HIV test as a screening tool.12 The 
introduction of HAART in the mid 1990s dramatically 
improved the prognosis of HIV-infected patients, 
prompting the Dutch Health Council to advise a more 
active HIV-testing policy in some situations. Still, in 
2007 the percentage of Dutch people who had undergone 
HIV testing at least once in their life was lower than in 
other industrialised countries. Up to that year, only 70 to 
80% of MSM in Amsterdam had undergone HIV testing 
at least once in their life, compared with 95% in Sydney 
and San Francisco.23 Currently, all pregnant women are 
screened for HIV infection in an opt-out fashion and 
outpatient STD clinics have initiated opt-out screening 
for HIV infection in all patients.24

In 2005, the total number of HIV-infected individuals 
living in the Netherlands was estimated to be about 
18,500, of which only two thirds were diagnosed. The 
remaining third, approximately 6000 individuals, were 
unaware of their seropositive status.24 In 2010 the total 
number of HIV-infected individuals was expected to 
have risen to 21,500, and the number of unidentified 
cases to 8600.25 In order to be able to identify at least 
some individuals who are unaware of their infection, 
it has been proposed to implement an opt-out policy 
towards HIV testing in the Netherlands regarding 
screening for HIV infection in pregnant women.26 
American research, published in 2005, has granted 
plausibility to the assumption that screening of all patients 
presenting in healthcare settings will be comparable in 
cost-effectiveness with common public health initiatives 
such as screening of blood transfusion products and 
vaccination, even if the nationwide prevalence of 
HIV-infected individuals is only 0.1%.27 In line with this, 
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in 2006 the American Centre for Disease Control and 
Prevention (CDC) recommended nationwide screening for 
HIV infection in all patients between the ages of 13 and 
64 presenting to all healthcare settings.28 In the United 
Kingdom, a new policy calling for a low clinical threshold 
towards testing for HIV infection has been in use since 
2008.29 A pilot study performed in 2009 at the accident 
and emergency units of two London hospitals, in which 
all patients between 16 and 65 years of age were offered 
an HIV test, showed that routine HIV testing is accepted 
by most patients.30

In spite of this, in the majority of European countries, as 
well as in Australia and Canada, opt-in policies towards 
HIV testing have remained largely unchanged. 

C o n C l U s i o n

In industrialised countries, approximately one-third 
of HIV-infected individuals are unaware of their HIV 
status. As HIV infection often presents with non-specific 
symptoms, many undiagnosed individuals will likely 
be referred to internal medicine outpatient clinics. In 
European internal medicine practice, screening for HIV 
infection is uncommon, and the decision to test in patients 
with atypical symptoms is primarily prompted by the 
presence of risk factors for this infection. This policy 
causes HIV infection to be overlooked as a possible 
cause of unexplained symptoms in individuals without 
risk factors. The presented cases and literature illustrate 
that this diagnostic and therapeutic delay can lead to 
increased morbidity and mortality. Moreover, undiagnosed 
individuals are on average more likely to transmit HIV 
than diagnosed individuals. It is imperative to public 
health to identify people harbouring HIV infection, as 
this is expected to reduce the number of new infections. 
As the absence of risk factors is not sufficient to rule out 
the diagnosis, HIV infection should be considered as a 
possible cause of unexplained symptoms in an early stage 
of the diagnostic process. Furthermore, all conditions 
suggestive of possible immune deficiency, community 
acquired pneumonia, tuberculosis, viral hepatitis and 
symptoms such as unexplained fever, lymphadenopathy 
or weight loss should warrant an early HIV test, regardless 
of the absence of risk factors.
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worden gebruikt bij patiënten met type 1 diabetes mellitus of voor de behandeling van diabetische ketoacidose. Er 
is beperkte ervaring met patiënten met congestief hartfalen NYHA-klasse I-II (New York Heart Association). Er is 
geen ervaring bij patiënten met congestief hartfalen NYHA-klasse III-IV. Er is beperkte ervaring bij patiënten met 
IBD (Inflammatory Bowel Disease) en diabetische gastroparese en Victoza® wordt daarom niet aanbevolen voor 
deze patiënten. Gebruik van GLP-1-analogen werd geassocieerd met het risico op pancreatitis. Er zijn enkele 
gevallen van acute pancreatitis gerapporteerd. Schildklierbijwerkingen, met inbegrip van een verhoogde 
calcitoninespiegel, krop en schildkliertumor werden gerapporteerd in klinische studies, in het bijzonder bij 
patiënten met een voorgeschiedenis van schildklieraandoeningen. Patiënten die Victoza® krijgen in combinatie 
met een SU-derivaat hebben mogelijk een verhoogd risico op hypoglykemie. Klachten en verschijnselen van 
dehydratatie, inclusief een gewijzigde nierfunctie, werden gemeld bij patiënten die behandeld worden met 
Victoza®. Patiënten die behandeld worden met Victoza® dienen geïnformeerd te worden over het potentiële risico 
op dehydratatie met betrekking tot gastro-intestinale bijwerkingen en dienen voorzorgsmaatregelen te nemen om 
een vochttekort te voorkomen. Bewaren: Bewaren in de koelkast (2°C - 8°C). Niet in de vriezer bewaren. Niet in 
de buurt van het vriesvak bewaren. Na ingebruikneming: 1 maand houdbaar. Bewaren beneden 30°C of bewaren 
in de koelkast (2°C - 8°C). Niet in de vriezer bewaren. Laat de dop op de pen ter bescherming tegen licht. 
Farmacotherapeutische groep: overige bloedglucoseverlagende geneesmiddelen, met uitzondering van 
insulines. ATC-code: A10BX07 Afleverstatus: U.R. Datum: november 2011.

Referentie: 1. SmPC Victoza®, november 2011.
*  Klinische studies met Victoza® gebaseerd op metingen zoals de beoordeling met het homeostasemodel van de bèta-

celfunctie (HOMA-B) en de pro-insuline/insulineratio duiden op een verbeterde bètacelfunctie. Een verbeterde eerste- 
en tweedefase-insulinesecretie na 52 weken behandeling met Victoza® werd aangetoond in een subgroep van patiën-
ten met type 2 diabetes (N=29).1

SAMENSTELLING: Sevikar HCT 20 mg/5 mg/12,5 mg filmomhulde tabletten: Elke filmomhulde tablet bevat 20 
mg olmesartan medoxomil, 5 mg amlodipine (als amlodipine besilaat) en 12,5 mg hydrochloorthiazide - Sevikar 
HCT 40 mg/5 mg/12,5 mg filmomhulde tabletten: Elke filmomhulde tablet bevat 40 mg olmesartan medoxomil, 
5 mg amlodipine (als amlodipine besilaat) en 12,5 mg hydrochloorthiazide - Sevikar HCT 40 mg/10 mg/12,5 
mg filmomhulde tabletten: Elke filmomhulde tablet bevat 40 mg olmesartan medoxomil, 10 mg amlodipine (als 
amlodipine besilaat) en 12,5 mg hydrochloorthiazide - Sevikar HCT 40 mg/5 mg/25 mg filmomhulde tabletten: 
Elke filmomhulde tablet bevat 40 mg olmesartan medoxomil, 5 mg amlodipine (als amlodipine besilaat) en 25 
mg hydrochloorthiazide - Sevikar HCT 40 mg/10 mg/25 mg filmomhulde tabletten: Elke filmomhulde tablet 
bevat 40 mg olmesartan medoxomil, 10 mg amlodipine (als amlodipine besilaat) en 25 mg hydrochloorthiazide 
- INDICATIES: Behandeling van essentiële hypertensie. Sevikar HCT is geïndiceerd als substitutietherapie bij 
volwassen patiënten van wie de bloeddruk onder controle is met een combinatie van olmesartan medoxomil, 
amlodipine en hydrochloorthiazide, ingenomen als een duo-preparaat (olmesartan medoxomil en amlodipine of 
olmesartan medoxomil en hydrochloorthiazide) met een mono-preparaat (hydrochloorthiazide of amlodipine) - 
CONTRA-INDICATIES: Overgevoeligheid voor de werkzame stoffen, voor dihydropyridinederivaten of voor stoffen 
afgeleid van sulfonamide (hydrochloorthiazide is een geneesmiddel afgeleid van sulfonamide ) of voor één van de 
hulpstoffen. Ernstige nierinsufficiëntie. Refractaire hypokaliëmie, hypercalciëmie, hyponatriëmie en symptomatische 
hyperuricemie. Ernstige leverinsufficiëntie, cholestase en galwegobstructie. Het tweede en derde trimester van de 
zwangerschap. Omdat Sevikar HCT amlodipine bevat, is het gecontraindiceerd bij patiënten met: Shock (inclusief 
cardiogene shock) , ernstige hypotensie, obstructie van het uitstroomkanaal van het linkerventrikel (bv. ernstige 
aortastenose), hemodynamisch onstabiel hartfalen na acuut myocardinfarct - BIJWERKINGEN: abdominale pijn, 
acute cholecystitis, acuut nierfalen, afwijkende nierfunctietests, agranulocytose, allergische dermatitis, allergische 
reacties, alopecia, anafylactische reacties, angina pectoris, angioneurotisch oedeem, angio-oedeem, anorexie, 
apathie, aplastische anemie, artralgie, artritis, asthenie, beenmergdepressie, bewustzijnsstoornissen (zoals het 
bewustzijn verliezen), borstpijn, braken, constipatie, convulsies, cutane lupus erythematosusachtige reacties, 
depressie, diarree, droge mond, duizeligheid, dysgeusie, dyspepsie, dyspneu (inclusief dyspneu bij interstitiële 
pneumonie en longoedeem), eczeem, embolie, erectiele disfunctie, erythema multiforme, exantheem, exfoliatieve 
dermatitis, faryngitis, gastritis, gastro-enteritis, geelzucht (intrahepatische cholestatische icterus), gewichtstoename, 
gewichtsverlies, gewijzigde stoelgang (inclusief diarree en constipatie), gewrichtszwelling, griepachtige symptomen, 
gynaecomastie, hartritmestoornissen (inclusief bradycardie, ventrikeltachycardie en atrium fibrillatie), hematurie, 
hemolytische anemie, hepatitis, hoesten, hoofdpijn, huiduitslag, huidverkleuring, hyperglycosurie, hyperglykemie, 
hyperhydrosis, hyperkaliëmie, hypertonie, hypertriglyceridemie, hyperurikemie, hypoasthesie, hypo-esthesie, 
hypokaliëmie, hypotensie, infectie van de bovenste luchtwegen, interstitiële nefritis, koorts, lethargie, leukopenie, 
licht afgenomen gemiddelde hemoglobine- en hematocrietwaarden, licht gevoel in het hoofd, licht verhoogde 
stikstofwaarden in bloedureum, lichtgevoeligheid, lichtgevoeligheidsreacties, maagirritatie, malaise, meteorisme, 
mictiestoornis, misselijkheid, myalgie, myocardinfarct, nasofaryngitis, necrotiserende angiitis (vasculitis, cutane 
vasculitis), neutropenie, nierdisfunctie, nierinsufficiëntie, nocturie, oedeem, oedeem van het gelaat, oorsuizingen , 
(Tinnitus), opvliegers, orthostatische hypotensie, overgevoeligheid voor het geneesmiddel, palpitaties, pancreatitis, 
paralytische ileus, parese, paresthesie, perifeer oedeem, perifere neuropathie, pijn, pijn in de bovenbuik, 
pollakisurie, posturale duizeligheid, presyncope, pruritus, purpura, putjesoedeem, Quincke-oedeem, reactivering 
van cutane lupus erythematosus, rhinitis, rugpijn, rusteloosheid, sialadenitis, skeletpijn, slaapstoornissen, 
slapeloosheid, slaperigheid, spierspasme, spierzwakte,  stemmingswisselingen (inclusief angst), Stevens-
Johnson-syndroom, syncope, tandvleeshyperplasie, toxische epidermale necrolyse, tremor, trombocytopenie, 
trombose, urineweginfectie, urticaria, vasculitis, verhoogd alanine aminotransferase en aspartaataminotransferase, 
verhoogd gammaglutamyltransferase, verhoogde creatinekinase, verhoogde ureum- en urinezuurspiegels 
in het bloed, verhoogde kaliumwaarden in het bloed, verhoogde leverenzymen, verlaagde kaliumspiegel in 
het bloed, verminderd libido, verminderd traanvocht, verminderde eetlust, vermoeidheid, verstoring van de 
electrolytenbalans (inclusief hyponatriëmie, hypomagnesiëmie, hypochloriëmie, hypercalciëmie), vertigo, 
verwardheid, visusstoornissen (inclusief diplopie), voorbijgaand wazig zicht, xanthopsie - WERKING: 
Farmacotherapeutische groep: Angiotensine-II-antagonisten, calciumantagonisten en diuretica. ATC-code: 
C09DX03. Sevikar HCT is een combinatie van een angiotensine-II-receptorantagonist, olmesartan medoxomil, 
een calciumantagonist, amlodipine besilaat en een thiazidediureticum, hydrochloorthiazide. De combinatie van 
deze stoffen heeft een bijkomend antihypertensief effect dat de bloeddruk sterker verlaagt dan elk van de 
afzonderlijke componenten. – Datum laatste herziening: 16/12/2010 – U.R. - Vergoeding: volledig vergoed 
- Prijzen: Zie Z-index
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