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PART 8
Infectious Diseases

Some patients, otherwise asymptomatic, may develop persistent
generalized lymphadenopathy as an early clinical manifestation of
HIV infection. This condition is defined as the presence of enlarged
lymph nodes (>1 cm) in two or more extrainguinal sites for >3 months
without an obvious cause. The lymphadenopathy is due to marked follicular hyperplasia in the node in response to HIV infection. The nodes
are generally discrete and freely movable. This feature of HIV disease
may be seen at any point in the spectrum of immune dysfunction and
is not associated with an increased likelihood of developing AIDS.
Paradoxically, a loss in lymphadenopathy or a decrease in lymph
node size outside the setting of cART may be a prognostic marker
of disease progression. In patients with CD4+ T cell counts >200/
μL, the differential diagnosis of lymphadenopathy includes KS, TB,
Castleman’s disease, and lymphoma. In patients with more advanced
disease, lymphadenopathy may also be due to atypical mycobacterial
infection, toxoplasmosis, systemic fungal infection, or bacillary angiomatosis. While indicated in patients with CD4+ T cell counts <200/μL,
lymph node biopsy is not indicated in patients with early-stage disease
unless there are signs and symptoms of systemic illness, such as fever
and weight loss, or unless the nodes begin to enlarge, become fixed, or
coalesce. Monoclonal gammopathy of unknown significance (MGUS)
(Chap. 136), defined as the presence of a serum monoclonal IgG,
IgA, or IgM in the absence of a clear cause, has been reported in 3%
of patients with HIV infection. The overall clinical significance of this
finding in patients with HIV infection is unclear, although it has been
associated with other viral infections, non-Hodgkin’s lymphoma, and
plasma cell malignancy.
Anemia is the most common hematologic abnormality in HIVinfected patients and, in the absence of a specific treatable cause, is
independently associated with a poor prognosis. While generally
mild, anemia can be quite severe and require chronic blood transfusions. Among the specific reversible causes of anemia in the setting
of HIV infection are drug toxicity, systemic fungal and mycobacterial
infections, nutritional deficiencies, and parvovirus B19 infections.
Zidovudine may block erythroid maturation prior to its effects on
other marrow elements. A characteristic feature of zidovudine therapy
is an elevated mean corpuscular volume (MCV). Another drug used in
patients with HIV infection that has a selective effect on the erythroid
series is dapsone. This drug can cause a serious hemolytic anemia in
patients who are deficient in glucose-6-phosphate dehydrogenase and
can create a functional anemia in others through induction of methemoglobinemia. Folate levels are usually normal in HIV-infected individuals; however, vitamin B12 levels may be depressed as a consequence
of achlorhydria or malabsorption. True autoimmune hemolytic anemia is rare, although ~20% of patients with HIV infection may have a
positive direct antiglobulin test as a consequence of polyclonal B cell
activation. Infection with parvovirus B19 may also cause anemia. It is
important to recognize this possibility given the fact that it responds
well to treatment with IVIg. Erythropoietin levels in patients with
HIV infection and anemia are generally lower than expected given
the degree of anemia. Treatment with erythropoietin may result in
an increase in hemoglobin levels. An exception to this is a subset of
patients with zidovudine-associated anemia in whom erythropoietin
levels may be quite high.
During the course of HIV infection, neutropenia may be seen in
approximately half of patients. In most instances it is mild; however,
it can be severe and can put patients at risk of spontaneous bacterial infections. This is most frequently seen in patients with severely
advanced HIV disease and in patients receiving any of a number of
potentially myelosuppressive therapies. In the setting of neutropenia,
diseases that are not commonly seen in HIV-infected patients, such as
aspergillosis or mucormycosis, may occur. Both granulocyte colonystimulating factor (G-CSF) and GM-CSF increase neutrophil counts in
patients with HIV infection regardless of the cause of the neutropenia.
Earlier concerns about the potential of these agents to also increase
levels of HIV were not confirmed in controlled clinical trials.
Thrombocytopenia may be an early consequence of HIV infection.
Approximately 3% of patients with untreated HIV infection and CD4+
T cell counts ≥400/μL have platelet counts <150,000/μL. For untreated
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patients with CD4+ T cell counts <400/μL, this incidence increases to
10%. In patients receiving antiretrovirals, thrombocytopenia is associated with hepatitis C, cirrhosis, and ongoing high-level HIV replication. Thrombocytopenia is rarely a serious clinical problem in patients
with HIV infection and generally responds well to successful cART.
Clinically, it resembles the thrombocytopenia seen in patients with
idiopathic thrombocytopenic purpura (Chap. 140). Immune complexes containing anti-gp120 antibodies and anti-anti-gp120 antibodies have been noted in the circulation and on the surface of platelets
in patients with HIV infection. Patients with HIV infection have also
been noted to have a platelet-specific antibody directed toward a
25-kDa component of the surface of the platelet. Other data suggest
that the thrombocytopenia in patients with HIV infection may be due
to a direct effect of HIV on megakaryocytes. Whatever the cause, it is
very clear that the most effective medical approach to this problem
has been the use of cART. For patients with platelet counts <20,000/μL,
a more aggressive approach combining IVIg or anti-Rh Ig for an immediate response and cART for a more lasting response is appropriate.
Rituximab has been used with some success in otherwise refractory
cases. Splenectomy is a rarely needed option and is reserved for patients
refractory to medical management. Because of the risk of serious infection with encapsulated organisms, all patients with HIV infection
about to undergo splenectomy should be immunized with pneumococcal polysaccharide. It should be noted that, in addition to causing an
increase in the platelet count, removal of the spleen will result in an
increase in the peripheral blood lymphocyte count, making CD4+ T
cell counts unreliable markers of immunocompetence. In this setting,
the clinician should rely on the CD4+ T cell percentage for making
diagnostic decisions with respect to the likelihood of opportunistic
infections. A CD4+ T cell percentage of 15 is approximately equivalent
to a CD4+ T cell count of 200/μL. In patients with early HIV infection,
thrombocytopenia has also been reported as a consequence of classic
thrombotic thrombocytopenic purpura (Chap. 140). This clinical syndrome, consisting of fever, thrombocytopenia, hemolytic anemia, and
neurologic and renal dysfunction, is a rare complication of early HIV
infection. As in other settings, the appropriate management is the use
of salicylates and plasma exchange. Other causes of thrombocytopenia
include lymphoma, mycobacterial infections, and fungal infections.
The incidence of venous thromboembolic disease such as deep-vein
thrombosis or pulmonary embolus is approximately 1% per year in
patients with HIV infection. This is approximately 10 times higher
than that seen in an age-matched population. Factors associated with
an increased risk of clinical thrombosis include age over 45, history
of an opportunistic infection, lower CD4 count, and estrogen use.
Abnormalities of the coagulation cascade including decreased protein
S activity, increases in factor VIII, anticardiolipin antibodies, or lupuslike anticoagulant have been reported in more than 50% of patients
with HIV infection. The clinical significance of this increased propensity toward thromboembolic disease is likely reflected in the observation that elevations in d-dimer are strongly associated with all-cause
mortality in patients with HIV infection (Table 226-9).
Dermatologic Diseases Dermatologic problems occur in >90% of
patients with HIV infection. From the macular, roseola-like rash seen
with the acute seroconversion syndrome to extensive end-stage KS,
cutaneous manifestations of HIV disease can be seen throughout the
course of HIV infection. Among the more common nonneoplastic
problems are seborrheic dermatitis, folliculitis, and opportunistic
infections. Extrapulmonary pneumocystosis may cause a necrotizing
vasculitis. Neoplastic conditions are covered below.
Seborrheic dermatitis occurs in 3% of the general population and
in up to 50% of patients with HIV infection. Seborrheic dermatitis
increases in prevalence and severity as the CD4+ T cell count declines.
In HIV-infected patients, seborrheic dermatitis may be aggravated by
concomitant infection with Pityrosporum, a yeastlike fungus; use of
topical antifungal agents has been recommended in cases refractory to
standard topical treatment.
Folliculitis is among the most prevalent dermatologic disorders
in patients with HIV infection and is seen in ~20% of patients. It is
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