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They are usually asymptomatic and may be confused with cotton-wool
spots. Chorioretinitis due to toxoplasmosis can be seen alone or, more
commonly, in association with CNS toxoplasmosis. KS may involve
the eyelid or conjunctiva, while lymphoma may involve the retina.
Syphilis may lead to a uveitis that is highly associated with the presence
of neurosyphilis.

PART 8
Infectious Diseases

Additional Disseminated Infections and Wasting Syndrome Infections
with species of the small, gram-negative, Rickettsia-like organism
Bartonella (Chap. 197) are seen with increased frequency in patients
with HIV infection. While it is not considered an AIDS-defining illness by the CDC, many experts view infection with Bartonella as indicative of a severe defect in cell-mediated immunity. It is usually seen in
patients with CD4+ T cell counts <100/μL and is a significant cause of
unexplained fever in patients with advanced HIV infection. Among
the clinical manifestations of Bartonella infection are bacillary angiomatosis, cat-scratch disease, and trench fever. Bacillary angiomatosis
is usually due to infection with B. henselae and is linked to exposure
to flea-infested cats. It is characterized by a vascular proliferation that
leads to a variety of skin lesions that have been confused with the skin
lesions of KS. In contrast to the lesions of KS, the lesions of bacillary
angiomatosis generally blanch, are painful, and typically occur in the
setting of systemic symptoms. Infection can extend to the lymph nodes,
liver (peliosis hepatis), spleen, bone, heart, CNS, respiratory tract, and
GI tract. Cat-scratch disease also is due to B. henselae and generally
begins with a papule at the site of inoculation. This is followed several
weeks later by the development of regional adenopathy and malaise.
Infection with B. quintana is transmitted by lice and has been associated with case reports of trench fever, endocarditis, adenopathy, and
bacillary angiomatosis. The organism is quite difficult to culture, and
diagnosis often relies on identifying the organism in biopsy specimens
using the Warthin-Starry or similar stains. Treatment is with either
doxycycline or erythromycin for at least 3 months.
Histoplasmosis is an opportunistic infection that is seen most frequently in patients in the Mississippi and Ohio River valleys, Puerto
Rico, the Dominican Republic, and South America. These are all areas
in which infection with H. capsulatum is endemic (Chap. 236). Because
of this limited geographic distribution, the percentage of AIDS cases
in the United States with histoplasmosis is only ~0.5. Histoplasmosis
is generally a late manifestation of HIV infection; however, it may be
the initial AIDS-defining condition. In one study, the median CD4+
T cell count for patients with histoplasmosis and AIDS was 33/μL.
While disease due to H. capsulatum may present as a primary infection of the lung, disseminated disease, presumably due to reactivation,
is the most common presentation in HIV-infected patients. Patients
usually present with a 4- to 8-week history of fever and weight loss.
Hepatosplenomegaly and lymphadenopathy are each seen in about
25% of patients. CNS disease, either meningitis or a mass lesion, is
seen in 15% of patients. Bone marrow involvement is common, with
thrombocytopenia, neutropenia, and anemia occurring in 33% of
patients. Approximately 7% of patients have mucocutaneous lesions
consisting of a maculopapular rash and skin or oral ulcers. Respiratory
symptoms are usually mild, with chest x-ray showing a diffuse infiltrate or diffuse small nodules in ~50% of cases. The gastrointestinal
tract may be involved. Diagnosis is made by silver staining of tissue,
by culturing the organisms from blood, bone marrow, or tissue, or by
detecting antigen in blood or urine. Treatment is typically with liposomal amphotericin B followed by maintenance therapy with oral itraconazole until the serum histoplasma antigen is <2 units, the patient
has been on antiretrovirals for at least 6 months, and the CD4 count is
>150 cells/μL. In the setting of mild infection, it may be appropriate to
initiate therapy with itraconazole alone.
Following the spread of HIV infection to southeast Asia, disseminated infection with the fungus Penicillium marneffei was recognized
as a complication of HIV infection and is considered an AIDS-defining
condition in those parts of the world where it occurs. P. marneffei is
the third most common AIDS-defining illness in Thailand, following TB and cryptococcosis. It is more frequently diagnosed in the
rainy than the dry season. Clinical features include fever, generalized
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lymphadenopathy, hepatosplenomegaly, anemia, thrombocytopenia,
and papular skin lesions with central umbilication. Treatment is with
amphotericin B followed by itraconazole until the CD4+ T cell count
is >100 cells/μL for at least 6 months.
Visceral leishmaniasis (Chap. 251) is recognized with increasing
frequency in patients with HIV infection who live in or travel to areas
endemic for this protozoal infection transmitted by sandflies. The clinical presentation is one of hepatosplenomegaly, fever, and hematologic
abnormalities. Lymphadenopathy and other constitutional symptoms
may be present. A chronic, relapsing course is seen in two-thirds of
co-infected patients. Organisms can be isolated from cultures of bone
marrow aspirates. Histologic stains may be negative, and antibody
titers are of little help. Patients with HIV infection usually respond well
initially to standard therapy with amphotericin B or pentavalent antimony compounds. Eradication of the organism is difficult, however,
and relapses are common.
Patients with HIV infection are at a slightly increased risk of clinical
malaria. This is particularly true for patients from nonendemic areas
with presumed primary infection and in patients with lower CD4+ T cell
counts. HIV-positive individuals with CD4+ T cell counts <300 cells/μL
have a poorer response to malaria treatment than others. Co-infection
with malaria is associated with a modest increase in HIV viral load. The
risk of malaria may be decreased with TMP/SMX prophylaxis.
Generalized wasting is an AIDS-defining condition; it is defined
as involuntary weight loss of >10% associated with intermittent or
constant fever and chronic diarrhea or fatigue lasting >30 days in the
absence of a defined cause other than HIV infection. Prior to the widespread use of cART it was the initial AIDS-defining condition in ~10%
of patients with AIDS in the United States and is an indication for
initiation of cART. Generalized wasting is rarely seen today with the
earlier initiation of antiretrovirals. A constant feature of this syndrome
is severe muscle wasting with scattered myofiber degeneration and
occasional evidence of myositis. Glucocorticoids may be of some benefit; however, this approach must be carefully weighed against the risk
of compounding the immunodeficiency of HIV infection. Androgenic
steroids, growth hormone, and total parenteral nutrition have been
used as therapeutic interventions with variable success.
Neoplastic Diseases The neoplastic diseases considered to be AIDSdefining conditions are Kaposi’s sarcoma, non-Hodgkin’s lymphoma,
and invasive cervical carcinoma. In addition, there is also an increase
in the incidence of a variety of non-AIDS-defining malignancies
including Hodgkin’s disease; multiple myeloma; leukemia; melanoma; and cervical, brain, testicular, oral, lung, gastric, liver, renal,
and anal cancers. Since the introduction of potent cART, there has
been a marked reduction in the incidence of KS (Fig. 226-33) and
CNS lymphoma, such that the non-AIDS-defining malignancies now
account for more morbidity and mortality in patients with HIV infection than the AIDS-defining malignancies. Rates of non-Hodgkin’s
lymphoma have declined as well; however, this decline has not been as
dramatic as the decline in rates of KS. In contrast, cART has had little
effect on human papillomavirus (HPV)-associated malignancies. As
patients with HIV infection live longer, a wider array of cancers is seen
in this population. While some may only reflect known risk factors
(e.g., smoking, alcohol consumption, co-infection with other viruses
such as hepatitis B) that are increased in patients with HIV infection,
some may be a direct consequence of HIV and are clearly increased in
patients with lower CD4+ T cell counts.
Kaposi’s sarcoma is a multicentric neoplasm consisting of multiple
vascular nodules appearing in the skin, mucous membranes, and
viscera. The course ranges from indolent, with only minor skin or
lymph node involvement, to fulminant, with extensive cutaneous and
visceral involvement. In the initial period of the AIDS epidemic, KS
was a prominent clinical feature of the first cases of AIDS, occurring
in 79% of the patients diagnosed in 1981. By 1989 it was seen in only
25% of cases, by 1992 the number had decreased to 9%, and by 1997
the number was <1%. HHV-8 (KSHV) has been strongly implicated as
a viral cofactor in the pathogenesis of KS.
Clinically, KS has varied presentations and may be seen at any
stage of HIV infection, even in the presence of a normal CD4+ T cell
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