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HIV: 3 cases that hid  
in plain sight 
Having a high index of suspicion is key to recognizing the 
signs of HIV infection in patients without classic risk factors. 
How quickly would you have spotted these 3 cases?

CASE 1 u Roberta K, age 35, was referred by her family phy-
sician (FP) to a hematologist in November 2007 after her FP 
noted a platelet count of 63,000/mcL on a screening com-
plete blood count (CBC; normal, 150,000-400,000/mcL). Ms. K 
also had asthma, hypothyroidism, depression, and migraine 
headaches. She was given a diagnosis of idiopathic thrombo-
cytopenic purpura and started on oral prednisone. Her plate-
let count improved and she was maintained on prednisone 
7.5 to 10 mg/d over the next 5 years with periodic dosage in-
creases whenever her platelet count dropped below 50,000/mcL. 
She saw her FP for regular medical care 3 to 4 times a year 
and by a hematologist every 6 months. 

In April 2012, Ms. K sought treatment from her FP for an 
acute painful rash consistent with herpes zoster involving the left 
C5-C6 dermatomes. Due to severe pain and secondary infection, 
she was admitted to the hospital. During the hospitalization, the 
inpatient team caring for her obtained a human immunodefi-
ciency virus (HIV) serology, which was positive. Her only HIV risk 
factor was that she’d had 3 lifetime male sex partners. 

Ms. K’s initial CD4+ T-cell count was 224 cells/mm3 (normal, 
nonimmunocompromised adult, 500–1,2001) and her percentage 
of CD4+ T-cells was 21% (normal, 30%-60%2). Her HIV RNA level 
was 71,587 copies/mL; the goal of HIV treatment typically is to get 
this down to <200 copies/mL.  She was started on antiretroviral 
therapy (ART) consisting of fixed-dose emtricitabine/rilpivirine/ 
tenofovir (200 mg/25 mg/300 mg) and was weaned off predni-
sone. Six months after starting ART, her CD4+ T-cell count was  
450 cells/mm3 and her HIV RNA level was <20 copies/mL. Her most 
recent platelet count was 148,000/mcL. 

z The correct diagnosis: Thrombocytopenia secondary to 
HIV infection.

CASE 2 u Christian M, age 40, presented to his FP in February 
2010 with worsening cough and shortness of breath that he’d 
had for 4 weeks. He said he had unintentionally lost 20 pounds 
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Practice 
recommendations

›	Rule out human 
immunodeficiency  
virus (HIV) infection when 
evaluating a patient for 
thrombocytopenia. A

›	Consider HIV testing in 
patients with herpes zoster, 
even for those who do not 
have risk factors for HIV.  B

›	Recognize that fatigue, 
weight loss, unexplained 
rashes, and hematologic 
disorders are some of ways 
in which a patient with HIV 
infection may present.  A

Strength of recommendation (SOR)

	  � �Good-quality patient-oriented 
evidence

	� Inconsistent or limited-quality 
patient-oriented evidence

	� Consensus, usual practice,  
opinion, disease-oriented 
evidence, case series
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ties. The patient was admitted to the hospital 
and the next day underwent bronchoscopy 
with bronchoalveolar lavage. A Gomori me-
thenamine silver stain for Pneumocystis jir-
ovecii was positive, as was an HIV serology. 
Mr. M’s only reported risk factor for HIV was 
heterosexual contact. He had been in a stable 
relationship for over 14 years. 

His baseline CD4+ T-cell count was  
5 cells/mm3 (1%) and his HIV RNA level was 
>500,000 copies/mL. Several weeks later, Mr. 
M’s spouse tested positive for HIV. Her CD4+ T-
cell count was 45 cells/mm3 (10%) and her viral 
load was 23,258 copies/mL. Although she was 
asymptomatic at the time of diagnosis, Ms. M 
was soon started on the same ART regimen as 
her husband.

z The correct diagnosis: Pneumocystis 
pneumonia with symptoms of acquired im-
munodeficiency syndrome (AIDS) wasting  
syndrome.

CASE 3 u Michael L, age 66, was seen by his FP 
in September 2010 for “preoperative clearance” 
for elbow surgery. He was in good health but 
had a platelet count of 67,000/mcL. For unclear 
reasons, the surgery was cancelled; Mr. L was 

since the beginning of the year. He had no 
medical history of note, but had seen his FP on 
several occasions over the past few years for 
treatment of acute minor illnesses and an em-
ployment physical. He’d had no occupational 
exposures that might have affected his lungs, 
and he did not smoke. 

He was initially diagnosed with bronchitis 
and treated with an oral antibiotic. Two weeks 
later, his symptoms persisted and Mr. M’s FP 
referred him to a pulmonologist. A chest x-ray 
showed an “interstitial process possibly con-
sistent with pneumonia” for which the pul-
monologist prescribed levofloxacin and oral 
prednisone for 10 days. At the follow-up visit, 
Mr. M had clinically improved. The diagnosis 
noted by the pulmonologist was “probably vi-
ral vs atypical pneumonia.” 

Approximately 3 weeks later, in April 
2010, Mr. M presented to the emergency 
department (ED) after several days of fever, 
cough, and worsening shortness of breath. A 
chest x-ray showed an interstitial pneumonitis 
that had worsened since the prior radiogra-
phy. His pulse oximetry was 87% on room air. 

A computed tomography (CT) scan of the 
chest revealed bilateral ground-glass opaci-

The 3 patients described 
here illustrate a similar 
framing bias in that none 
of the physicians who 
cared for them in an  
outpatient setting  
perceived that their  
patient was at risk  
for HIV infection.

Have you had  
cases of HIV  
infection that you 
initially missed  
at office visits  
because you 
didn't think the 
patient was at 
risk? 
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supposed to be referred to a hematologist for 
the thrombocytopenia, but this consultation 
never occurred. The patient did not return to his 
FP until April 2012, when he complained of feel-
ing “lightheaded and dizzy” for the past few 
weeks. His examination was remarkable only for 
mild orthostatic hypotension and he was diag-
nosed with “dehydration.” 

He returned to the office in July 2012 with 
similar symptoms and a 12-pound weight loss 
since his last visit. He also complained of short-
term memory problems. Lab testing was done 
and included a chemistry panel, thyroid-stimu-
lating hormone test, and CBC, all of which were 
normal except for a hemoglobin of 11.1 g/dL, a 
white blood cell count of 2.4/mcL, and a plate-
let count of 119,000/mcL. The patient was ad-
vised to get a follow-up CBC in one month, but 
this was not done. 

Mr. L returned in November 2012, again 
complaining of intermittent lightheadedness 
and fatigue, and said he had been experienc-
ing “mouth sores.” He was given a diagno-
sis of “probable oral herpes infection” and 
treated with oral acyclovir. No lab studies 
were performed.

Mr. L was brought to the ED in February 
2013 with fever and mental status changes 
that had developed over 2 to 3 days. According 
to a family member, he had also complained of 
headache for the previous 2 weeks. 

A CT scan of his head was normal and he 
underwent a lumbar puncture. Cerebrospi-
nal fluid revealed a white blood cell count of  
270/mcL, glucose of 62 mg/dL, and protein of 
15 mg/dL. A gram stain was negative, but an 
India ink stain was positive for encapsulated 

yeast forms consistent with Cryptococcus. 
Mr. L was diagnosed with cryptococcal meningi-
tis and treated with intravenous amphotericin B 
and oral flucytosine. An HIV serology was posi-
tive. His CD4+ T-cell count was 8 cells/mm3 (3%) 
and his HIV RNA level was >500,000 copies /mL. 

He was discharged from the hospital 
after 2 weeks and transitioned to oral flu-
conazole 400 mg/d for the meningitis. One 
week after discharge, he was started on an 
ART regimen of darunavir 800 mg, ritonavir  
100 mg, and fixed-dose tenofovir/emtricitabine  
(200 mg/300 mg). 

After 6 months of ART, he showed signifi-
cant clinical improvement, his HIV-RNA level 
was <20 copies/mL and his CD4+ T-cell count 
was 136 cells/mm3 (12%). His female partner 
of 11 years tested negative for HIV.

z The correct diagnosis: Cryptococcal 
meningitis; thrombocytopenia secondary to 
HIV infection.

These 3 cases illustrate what clinicians 
who treat patients with HIV/AIDS 
have observed for many years: Phy-

sicians often fail to diagnose patients with 
HIV infection in a timely fashion. HIV can be 
missed when patients present with clinical 
signs of immune suppression, such as her-
pes zoster, as well as when they present with 
AIDS-defining illnesses such as lymphoma 
or recurrent pneumonia. Late diagnosis of 
HIV—typically defined as diagnosis when 
a patient’s CD4+ T-cell count is <200 cells/
mm3—increases morbidity and mortality, as 
well as health care costs.3 

Historically, late HIV testing has been very 
common in the United States. A Centers for 
Disease Control and Prevention (CDC) report 
noted that from 1996 to 2005, 38% of patients 
diagnosed in 34 states had an AIDS diagno-
sis within one year of testing positive for HIV.4 
Chin et al5 performed a retrospective cohort 
study of patients seen in an HIV clinic in North 
Carolina between November 2008 and No-
vember 2011. The median CD4+ T-cell count at 
time of diagnosis was 313 cells/mm3 and one-
third of patients had a count of <50 cells/mm3. 

Current HIV treatment guidelines recommend 
ART for all patients diagnosed with HIV infec-
tion regardless of CD4+ T-cell count. 

The mean number of health care visits 

Late HIV testing 
is common. From 
1996 to 2005, 
38% of patients 
diagnosed in  
34 states had  
an AIDS  
diagnosis  
within one  
year of testing 
positive for HIV.

TABLE 1

Laboratory indicators of  
possible HIV infection6

Anemia

Elevated serum creatinine

Hypergammaglobulinemia

Leukopenia/lymphocytopenia

Low serum albumin

Thrombocytopenia

HIV, human immunodeficiency virus.
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Isolated  
hematologic 
abnormalities, 
including  
anemia and  
leukopenia,  
may be 
the initial  
presentation  
of HIV infection. 

in the year before diagnosis was 2.75 (range 
0-20). These visits occurred in both primary 
care settings and the ED. Approximately 
one-third of patients had complained of HIV-
associated signs and symptoms, including 
recurrent respiratory tract infections, unex-
plained persistent fevers, and generalized 
lymphadenopathy prior to diagnosis. 	

FPs must remain cognizant of the many 
diverse clinical presentations of patients with 
HIV/AIDS, including fatigue, weight loss, 
unexplained rashes, and hematologic dis-
orders (TABLE 16 and TABLE 27). In the 3 cases 
described here, the specific conditions the 
treatment teams failed to identify as indica-
tors of HIV infection were thrombocytope-
nia, pneumocystis pneumonia, herpes zoster, 
and cryptococcal meningitis.

z Thrombocytopenia has many causes, 
including infection, medications, lymphop-
roliferative disorders, liver disease, and con-
nective tissue diseases. However, low platelet 
counts are often seen in individuals with HIV 
infection.

Before the introduction of ART, the inci-
dence of thrombocytopenia in HIV patients 
was 40%.8 Since then, this condition is less 
common, but HIV should be ruled out when 
evaluating a patient for thrombocytopenia or 
making a diagnosis of “idiopathic thrombo-
cytopenia” (as was Ms. K’s initial diagnosis). 

The incidence of cytopenias in general 
correlates directly with the degree of immu-

nosuppression. However, isolated hemato-
logic abnormalities, including anemia and 
leukopenia, may be the initial presentation of 
HIV infection.9 As a result, HIV must be con-
sidered in the assessment of all patients who 
present with any hematologic abnormality. 

z Pneumocystis pneumonia. Pneumo-
nia caused by the fungus Pneumocystis jirove-
cii has been a longtime AIDS-defining illness 
and is the most common opportunistic in-
fection in patients with advanced HIV infec-
tion.10 A slow, indolent course is common, 
with symptoms of cough and dyspnea pro-
gressing over weeks to months (as observed 
in Mr. M). Radiographs will show diffuse or 
isolated ground-glass opacities. Partial im-
provement is sometimes seen in patients 
with unknown HIV infection who are treated 
with short courses of prednisone and antibi-
otics.11 Patients with untreated HIV infection 
and CD4+ T-cell counts <200 cells/mm3 will 
develop worsening hypoxemia and, in some 
cases, fulminant respiratory failure. 

z Herpes zoster is common in older 
adults and often indicates a weakened im-
mune system. The incidence of zoster among 
adults with HIV is more than 15-fold higher 
than it is among age-matched varicella-zoster 
virus-infected immunocompetent people.12 A 
study from the early 1990s noted that nearly 
30 cases per year were observed for every  
1000 HIV-infected adults.12 

Zoster tends to occur in patients with 
CD4+ counts >200 mm3. If HIV is not diag-
nosed when a patient presents with zoster, it 
may be several years before the CD4+ T-cell 
count declines to a level at which the patient 
will experience an opportunistic infection 
or malignancy. A diagnosis of herpes zoster 
should prompt you to consider HIV and test 
for infection, even in patients who do not 
have risk factors associated with HIV, as was 
the case with Ms. K.

z Cryptococcal meningitis. Infections 
caused by Cryptococcus neoformans are now 
relatively infrequent in the United States but 
remain a major cause of AIDS-related mor-
bidity and mortality in the developing world.13 
Symptoms of cryptococcal meningitis, such 
as those observed in Mr. L, usually begin in 
an indolent fashion over one to 2 weeks. The 
most common presenting symptoms are fever, 

TABLE 2

Clinical indicators of  
possible HIV infection7

Bacterial pneumonia

Herpes zoster 

Lymphadenopathy

Neurocognitive impairment

Nonhealing/atypical soft-tissue infections

Oral candidiasis/recurrent vaginal candidiasis

Recurrent herpes simplex

Sexually transmitted disease

Unintentional weight loss

HIV, human immunodeficiency virus.
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Partial  
improvement  
is sometimes 
seen in patients 
with unknown 
HIV infection 
who are treated 
with prednisone 
and antibiotics.

headache, and malaise. Nuchal rigidity, pho-
tophobia, and vomiting occur in only about 
25% of patients.13 Mortality remains high for 
this infection if it is not treated aggressively. 

Implement routine HIV screening, 
avoid “framing bias”
Prompt diagnosis of HIV infection is essential 
for several reasons. For one, it lowers the risk 
of life-threatening opportunistic infections 
and malignancies. For another, it can help to 
prevent transmission of HIV infection to part-
ners and contacts. 

Historically, HIV testing had been con-
sidered primarily for individuals with certain 
high-risk factors that increase their likeli-
hood of infection (TABLE 3). However, in 2006, 
recognizing that risk-based testing failed to 
identify a significant number of people with 
HIV, the CDC began to recommend opt-out 
routine HIV screening for all adolescents 
and adults ages 13 to 64 years.14 In November 
2012, the US Preventive Services Task Force 
issued similar recommendations.15 

In fact, routine screening would have 
likely led to earlier identification of HIV in  
2 of the 3 patients in the cases described here. 
However, only 54% of US adults ages 18 to  
64 years report ever having been tested for 
HIV, and among the 1.1 million people living 
with HIV/AIDS in the United States, approxi-
mately 15% do not know they are infected.16

Physicians are frequently subject to 

“framing bias” in which diagnostic capabili-
ties are limited to how we perceive individ-
ual patients. Finn et al11 reported a case of a 
65-year-old  “grandfather” with COPD who 
was eventually diagnosed with Pneumocys-
tis jirovecii pneumonia and subsequently 
found to be HIV-infected, with a CD4+ T-cell 
count of 5 cells/mm3. A similar case involv-
ing an 81-year-old patient was reported in 
the literature in 2009 and raised the question 
of whether patients older than the currently 
recommended age of 64 years should also 
undergo routine screening for HIV.17 

The 3 patients described here illustrate a 
similar framing bias in that none of the phy-
sicians who cared for them in an outpatient 
setting considered their patient to be at risk 
for HIV infection.

To avoid this type of bias, we must remain 
vigilant in assessing risk factors for HIV infec-
tion while obtaining a patient’s medical histo-
ry. However, even under ideal circumstances, 
our patients may not be forthcoming about 
their sexual behavior or drug use. Moreover, 
many others may be unaware that they were 
exposed to HIV. Consequently, FPs and other 
primary care providers should continue to 
incorporate routine HIV screening into their 
practices but also remember specific HIV risk 
factors and clinical indicators of disease.      JFP
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Street, 3rd Floor, Lancaster, PA 17602; jtkirchn@lghealth.org

TABLE 3

Who's at increased risk of HIV infection?

Individuals at increased risk include those who: 

Inject drugs or share equipment (needles, syringes) with others

Have unprotected vaginal, anal, or oral sex with multiple partners or anonymous partners;  
men who have sex with men

Exchange sex for drugs or money

Are diagnosed with or treated for hepatitis, tuberculosis, or sexually transmitted diseases 

Have unprotected sex with anyone who falls into an above category, or with someone whose  
history is unknown

HIV, human immunodeficiency virus.

Adapted from: Centers for Disease Control and Prevention. Who’s at risk for HIV? Centers for Disease Control and Prevention 
Web site. Available at: http://www.cdc.gov/hiv/risk. Accessed December 9, 2014.
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