Figure 226-43 Immunoblastic lymphoma involving the hard palate
of a patient with AIDS.
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Human Immunodeficiency Virus Disease: AIDS and Related Disorders

Figure 226-44 Central nervous system lymphoma. Postcontrast
T1-weighted MRI scan in a patient with AIDS, an altered mental status,
and hemiparesis. Multiple enhancing lesions, some ring-enhancing,
are present. The left sylvian lesion shows gyral and subcortical
enhancement, and the lesions in the caudate and splenium
(arrowheads) show enhancement of adjacent ependymal surfaces.

CHAPTER 226

Locations that are most commonly involved with CNS lymphoma
are deep in the white matter. The main diseases in the differential
diagnosis are cerebral toxoplasmosis and cerebral Chagas’ disease.
In addition to the 20% of lymphomas in HIV-infected individuals
that are primary CNS lymphomas, CNS disease is also seen in HIVinfected patients with systemic lymphoma. Approximately 20% of
patients with systemic lymphoma have CNS disease in the form of
leptomeningeal involvement. This fact underscores the importance of
lumbar puncture in the staging evaluation of patients with systemic
lymphoma.
Systemic lymphoma is seen at earlier stages of HIV infection than
primary CNS lymphoma. In one series the mean CD4+ T cell count
was 226/μL. In addition to lymph node involvement, systemic lymphoma may commonly involve the GI tract, bone marrow, liver, and
lung. GI tract involvement is seen in ~25% of patients. Any site in
the GI tract may be involved, and patients may complain of difficulty
swallowing or abdominal pain. The diagnosis is usually suspected on
the basis of CT or MRI of the abdomen. Bone marrow involvement
is seen in ~20% of patients and may lead to pancytopenia. Liver and
lung involvement are each seen in ~10% of patients. Pulmonary disease may present as a mass lesion, multiple nodules, or an interstitial
infiltrate.

Both conventional and unconventional approaches have been 1271
employed in an attempt to treat HIV-related lymphomas. Systemic
lymphoma is generally treated by the oncologist with combination
chemotherapy. Earlier disappointing figures are being replaced with
more optimistic results for the treatment of systemic lymphoma following the availability of more effective cART and the use of rituximab in CD20+ tumors. While there is some controversy regarding
the use of antiretrovirals during chemotherapy, there is no question
that their use overall in patients with HIV lymphoma has improved
survival. Concerns regarding synergistic bone marrow toxicities with
chemotherapy and cART are mitigated with the use of cART regimens
that avoid bone marrow–toxic antiretrovirals. As in most situations in
patients with HIV disease, those with higher CD4+ T cell counts tend
to fare better. Response rates as high as 72% with a median survival of
33 months and disease-free intervals up to 9 years have been reported.
Treatment of primary CNS lymphoma remains a significant challenge.
Treatment is complicated by the fact that this illness usually occurs in
patients with advanced HIV disease. Palliative measures such as radiation therapy provide some relief. The prognosis remains poor in this
group, with a 2-year survival of 29%.
Multicentric Castleman’s disease is a KSHV-associated lymphoproliferative disorder that is seen with an increased frequency in patients
with HIV infection. While not a true malignancy, it shares many
features with lymphoma including generalized lymphadenopathy,
hepatosplenomegaly, and systemic symptoms of fever, fatigue, and
weight loss. Pulmonary symptoms may be seen in ~50% of patients. KS
is present in 75–82% of cases. Lymph node biopsies reveal a predominance of interfollicular plasma cells and/or germinal centers with vascularization and an “onionskin” (hyaline vascular) appearance. Prior
to the availability of cART, HIV-infected patients with multicentric
Castleman’s disease had a 15-fold increased risk of developing nonHodgkin’s lymphoma compared with HIV-infected patients in general. Treatment typically involves chemotherapy. Anecdotal reports
of success with rituximab suggest that more specific treatment may
be successful, although, in one series treatment with rituximab was
associated with worsening of coexisting KS. The median survival of
patients with treated multicentric Castleman’s disease pre-cART was
initially reported as 14 months. This has increased to a 2-year survival
of more than 90% in the era of cART.
Evidence of infection with human papillomavirus (HPV), associated with intraepithelial dysplasia of the cervix or anus, is approximately twice as common in HIV-infected individuals as in the
general population and can lead to intraepithelial neoplasia and
eventually invasive cancer. In a series of studies, HIV-infected men
were examined for evidence of anal dysplasia, and Papanicolaou
(Pap) smears were found to be abnormal in 20–80%. These changes
tend to persist and are generally not affected by cART, raising the
possibility of a subsequent transition to a more malignant condition.
While the incidence of an abnormal Pap smear of the cervix is ~5%
in otherwise healthy women, the incidence of abnormal cervical
smears in women with HIV infection is 30–60%, and invasive cervical cancer is included as an AIDS-defining condition. While only
small increases in the absolute numbers of cervical or anal cancers
have been seen as a consequence of HIV infection, the relative risk of
these conditions when one compares HIV-infected to -noninfected
men and women is on the order of 10- to 100-fold. Given the high
rates of dysplasia and relative risks for cervical and anal cancer, a
comprehensive gynecologic and rectal examination, including Pap
smear, is indicated at the initial evaluation and 6 months later for
all patients with HIV infection. If these examinations are negative at both time points, the patient should be followed with yearly
evaluations. If an initial or repeat Pap smear shows evidence of
severe inflammation with reactive squamous changes, the next Pap
smear should be performed at 3 months. If, at any time, a Pap smear
shows evidence of squamous intraepithelial lesions, colposcopic
examination with biopsies as indicated should be performed. The
2-year survival rate for HIV-infected patients with invasive cervical
cancer is 64% compared with 79% in non-HIV-infected patients. In
addition to rectal and cervical lesions, HPV can also lead to head and
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