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Diseases of the Oropharynx and Gastrointestinal System Oropharyngeal
and GI diseases are common features of HIV infection. They are most
frequently due to secondary infections. In addition, oral and GI lesions
may occur with KS and lymphoma.
Oral lesions, including thrush, hairy leukoplakia, and aphthous
ulcers (Fig. 226-34), are particularly common in patients with
untreated HIV infection. Thrush, due to Candida infection, and oral
hairy leukoplakia, presumed due to EBV, are usually indicative of
fairly advanced immunologic decline; they generally occur in patients
with CD4+ T cell counts of <300/μL. In one study, 59% of patients
with oral candidiasis went on to develop AIDS in the next year.
Thrush appears as a white, cheesy exudate, often on an erythematous
mucosa in the posterior oropharynx. While most commonly seen on
the soft palate, early lesions are often found along the gingival border.
The diagnosis is made by direct examination of a scraping for pseudohyphal elements. Culturing is of no diagnostic value, as patients with
HIV infection may have a positive throat culture for Candida in the
absence of thrush. Oral hairy leukoplakia presents as white, frondlike
lesions, generally along the lateral borders of the tongue and sometimes on the adjacent buccal mucosa (Fig. 226-34). Despite its name,
oral hairy leukoplakia is not considered a premalignant condition.
Lesions are associated with florid replication of EBV. While usually
more disconcerting as a sign of HIV-associated immunodeficiency
than a clinical problem in need of treatment, severe cases have been
reported to respond to topical podophyllin or systemic therapy with
anti-herpesvirus agents. Aphthous ulcers of the posterior oropharynx
also are seen with regularity in patients with untreated HIV infection
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Diseases of the Cardiovascular System Heart disease is a relatively common postmortem finding in HIV-infected patients (25–75% in autopsy
series). The most common form of heart disease is coronary heart
disease. In one large series the overall rate of myocardial infarction
(MI) was 3.5/1000 patient-years, 28% of these events were fatal, and
MI was responsible for 7% of all deaths in the cohort. In patients with
HIV infection, cardiovascular disease may be associated with classic
risk factors such as smoking, a direct consequence of HIV infection, or
a complication of cART. Patients with HIV infection have higher levels
of triglycerides, lower levels of high-density lipoprotein cholesterol,
and a higher prevalence of smoking than cohorts of individuals without HIV infection. The finding that the rate of cardiovascular disease
events was lower in patients on antiretroviral therapy than in those
randomized to undergo a treatment interruption identified a clear
association between HIV replication and risk of cardiovascular disease.
In one study, a baseline CD4+ T cell count of <500/μL was found to

be an independent risk factor for cardiovascular disease comparable in 1255
magnitude to that attributable to smoking. While the precise pathogenesis of this association remains unclear, it is likely related to the
immune activation and increased propensity for coagulation seen as a
consequence of HIV replication. Exposure to HIV protease inhibitors
and certain reverse transcriptase inhibitors has been associated with
increases in total cholesterol and/or risk of MI. Any increases in the
risk of death from MI resulting from the use of certain antiretrovirals
must be balanced against the marked increases in overall survival
brought about by these drugs.
Another form of heart disease associated with HIV infection is
a dilated cardiomyopathy associated with congestive heart failure
(CHF) referred to as HIV-associated cardiomyopathy. This generally
occurs as a late complication of HIV infection and, histologically,
displays elements of myocarditis. For this reason some have advocated treatment with IV immunoglobulin (IVIg). HIV can be directly
demonstrated in cardiac tissue in this setting, and there is debate over
whether it plays a direct role in this condition. Patients present with
typical findings of CHF including edema and shortness of breath.
Patients with HIV infection may also develop cardiomyopathy as side
effects of IFN-α or nucleoside analogue therapy. These are reversible
once therapy is stopped. KS, cryptococcosis, Chagas’ disease, and
toxoplasmosis can involve the myocardium, leading to cardiomyopathy.
In one series, most patients with HIV infection and a treatable myocarditis were found to have myocarditis associated with toxoplasmosis. Most of these patients also had evidence of CNS toxoplasmosis.
Thus, MRI or double-dose contrast CT scan of the brain should be
included in the workup of any patient with advanced HIV infection
and cardiomyopathy.
A variety of other cardiovascular problems are found in patients
with HIV infection. Pericardial effusions may be seen in the setting
of advanced HIV infection. Predisposing factors include TB, CHF,
mycobacterial infection, cryptococcal infection, pulmonary infection,
lymphoma, and KS. While pericarditis is quite rare, in one series 5% of
patients with HIV disease had pericardial effusions that were considered to be moderate or severe. Tamponade and death have occurred
in association with pericardial KS, presumably owing to acute hemorrhage. Nonbacterial thrombotic endocarditis has been reported and
should be considered in patients with unexplained embolic phenomena. IV pentamidine, when given rapidly, can result in hypotension as
a consequence of cardiovascular collapse.
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infection. Coccidioides immitis is a mold that is endemic in the southwest United States. It can cause a reactivation pulmonary syndrome
in patients with HIV infection. Most patients with this condition will
have CD4+ T cell counts <250/μL. Patients present with fever, weight
loss, cough, and extensive, diffuse reticulonodular infiltrates on chest
x-ray. One may also see nodules, cavities, pleural effusions, and hilar
adenopathy. While serologic testing is of value in the immunocompetent host, serologies are negative in 25% of HIV-infected patients with
coccidioidal infection. Invasive aspergillosis is not an AIDS-defining
illness and is generally not seen in patients with AIDS in the absence
of neutropenia or administration of glucocorticoids. When it does
occur, Aspergillus infection may have an unusual presentation in the
respiratory tract of patients with AIDS, where it gives the appearance
of a pseudomembranous tracheobronchitis. Primary pulmonary infection of the lung may be seen with histoplasmosis. The most common
pulmonary manifestation of histoplasmosis, however, is in the setting
of disseminated disease, presumably due to reactivation. In this setting
respiratory symptoms are usually minimal, with cough and dyspnea
occurring in 10–30% of patients. The chest x-ray is abnormal in ~50%
of patients, showing either a diffuse interstitial infiltrate or diffuse
small nodules, and the urine will often be positive for Histoplasma
antigen.
Two forms of idiopathic interstitial pneumonia have been identified in patients with HIV infection: lymphoid interstitial pneumonitis
(LIP) and nonspecific interstitial pneumonitis (NIP). LIP, a common finding in children, is seen in about 1% of adult patients with
untreated HIV infection. This disorder is characterized by a benign
infiltrate of the lung and is thought to be part of the polyclonal activation of lymphocytes seen in the context of HIV and EBV infections.
Transbronchial biopsy is diagnostic in 50% of the cases, with an openlung biopsy required for diagnosis in the remainder of cases. This condition is generally self-limited and no specific treatment is necessary.
Severe cases have been managed with brief courses of glucocorticoids.
Although rarely a clinical problem since the use of cART, evidence of
NIP may be seen in up to half of all patients with untreated HIV infection. Histologically, interstitial infiltrates of lymphocytes and plasma
cells in a perivascular and peribronchial distribution are present.
When symptomatic, patients present with fever and nonproductive
cough occasionally accompanied by mild chest discomfort. Chest x-ray
is usually normal or may reveal a faint interstitial pattern. Similar to
LIP, NIP is a self-limited process for which no therapy is indicated
other than appropriate management of the underlying HIV infection.
HIV-related pulmonary arterial hypertension (HIV-PAH) is seen in
~0.5% of HIV-infected individuals. Patients may present with an array
of symptoms including shortness of breath, fatigue, syncope, chest
pain, and signs of right-sided heart failure. Chest x-ray reveals dilated
pulmonary vessels and right-sided cardiomegaly with right ventricular
hypertrophy seen on electrocardiogram. cART does not appear to be
of clear benefit, and the prognosis is quite poor with a median survival
in the range of 2 years.
Neoplastic diseases of the lung including KS and lymphoma are
discussed below in the section on neoplastic diseases.

2/9/15 6:23 PM

