1270 TABLE 226-18 Management of AIDS-Associated Kaposi’s Sarcoma
Observation and optimization of antiretroviral therapy
Single or limited number of lesions
Radiation
Intralesional vinblastine
Cryotherapy
Extensive disease
Initial therapy
   Interferon α (if CD4+ T cells >150/μL)
  Liposomal daunorubicin
Subsequent therapy
  Liposomal doxorubicin
  Paclitaxel
Combination chemotherapy with low-dose doxorubicin, bleomycin, and
vinblastine (ABV)
Targeted radiation
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and death from secondary infections is considerably more common.
Thus, whenever possible one should avoid treatment regimens that
may further suppress the immune system and increase susceptibility
to opportunistic infections. Treatment is indicated under two main
circumstances. The first is when a single lesion or a limited number of
lesions are causing significant discomfort or cosmetic problems, such
as with prominent facial lesions, lesions overlying a joint, or lesions
in the oropharynx that interfere with swallowing or breathing. Under
these circumstances, treatment with localized radiation, intralesional
vinblastine, topical 9-cis-retinoic acid, or cryotherapy may be helpful.
It should be noted that patients with HIV infection are particularly
sensitive to the side effects of radiation therapy. This is especially true
with respect to the development of radiation-induced mucositis; doses
of radiation directed at mucosal surfaces, particularly in the head and
neck region, should be adjusted accordingly. The use of systemic therapy, either IFN-α or chemotherapy, should be considered in patients
with a large number of lesions or in patients with visceral involvement.
The single most important determinant of response appears to be the
CD4+ T cell count. This relationship between response rate and baseline CD4+ T cell count is particularly true for IFN-α. The response rate
to IFN-α for patients with CD4+ T cell counts >600/μL is ~80%, while
the response rate for patients with counts <150/μL is <10%. In contrast
to the other systemic therapies, IFN-α provides an added advantage
of having antiretroviral activity; thus, it may be the appropriate first
choice for single-agent systemic therapy for early patients with disseminated disease. A variety of chemotherapeutic agents also have been
shown to have activity against KS. Four of them—liposomal daunorubicin, liposomal doxorubicin, vinblastine, and paclitaxel—have been
approved by the FDA for this indication. Liposomal daunorubicin is
approved as first-line therapy for patients with advanced KS. It has
fewer side effects than conventional chemotherapy. In contrast, liposomal doxorubicin and paclitaxel are approved only for KS patients
who have failed standard chemotherapy. Response rates vary from 23
to 88%, appear to be comparable to what had been achieved earlier
with combination chemotherapy regimens, and are greatly influenced
by CD4+ T cell count.
Lymphomas occur with an increased frequency in patients with congenital or acquired T cell immunodeficiencies (Chap. 374). AIDS is no
exception; at least 6% of all patients with AIDS develop lymphoma at
some time during the course of their illness. This is a 120-fold increase
in incidence compared with the general population. In contrast to the
situation with KS, primary CNS lymphoma, and most opportunistic
infections, the incidence of AIDS-associated systemic lymphomas has
not experienced a dramatic decrease as a consequence of the widespread use of effective cART. Lymphoma occurs in all risk groups,
with the highest incidence in patients with hemophilia and the lowest
incidence in patients from the Caribbean or Africa with heterosexually
acquired infection. Lymphoma is a late manifestation of HIV infection,
generally occurring in patients with CD4+ T cell counts <200/μL. As
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HIV disease progresses, the risk of lymphoma increases. The attack
rate for lymphoma increases exponentially with increasing duration
of HIV infection and decreasing level of immunologic function. At
3 years following a diagnosis of HIV infection, the risk of lymphoma
is 0.8% per year; by 8 years after infection, it is 2.6% per year. As individuals with HIV infection live longer as a consequence of improved
cART and better treatment and prophylaxis of opportunistic infections, it is anticipated that the incidence of lymphomas may increase.
Three main categories of lymphoma are seen in patients with HIV
infection: grade III or IV immunoblastic lymphoma, Burkitt’s lymphoma, and primary CNS lymphoma. Approximately 90% of these
lymphomas are B cell in phenotype; more than half contain EBV
DNA. Some are associated with KSHV. These tumors may be either
monoclonal or oligoclonal in nature and are probably in some way
related to the pronounced polyclonal B cell activation seen in patients
with AIDS.
Immunoblastic lymphomas account for ~60% of the cases of lymphoma in patients with AIDS. The majority of these are diffuse large
B cell lymphomas (DLBCL). They are generally high grade and would
have been classified as diffuse histiocytic lymphomas in earlier classification schemes. This tumor is more common in older patients,
increasing in incidence from 0% in HIV-infected individuals <1 year
old to >3% in those >50 years of age. Two variants of immunoblastic lymphoma that are seen primarily in HIV-infected patients are
primary effusion lymphoma (PEL) and its solid variant, plasmacytic
lymphoma of the oral cavity. PEL, also referred to as body cavity
lymphoma, presents with lymphomatous pleural, pericardial, and/
or peritoneal effusions in the absence of discrete nodal or extranodal
masses. The tumor cells do not express surface markers for B cells or
T cells and are felt to represent a preplasmacytic stage of differentiation. While both HHV-8 and EBV DNA sequences have been found
in the genomes of the malignant cells from patients with body cavity
lymphoma, KSHV is felt to be the driving force behind the oncogenesis
(see above).
Small noncleaved cell lymphoma (Burkitt’s lymphoma) accounts
for ~20% of the cases of lymphoma in patients with AIDS. It is most
frequent in patients 10–19 years old and usually demonstrates characteristic c-myc translocations from chromosome 8 to chromosomes
14 or 22. Burkitt’s lymphoma is not commonly seen in the setting of
immunodeficiency other than HIV-associated immunodeficiency, and
the incidence of this particular tumor is more than 1000-fold higher in
the setting of HIV infection than in the general population. In contrast
to African Burkitt’s lymphoma, where 97% of the cases contain EBV
genome, only 50% of HIV-associated Burkitt’s lymphomas are EBVpositive.
Primary CNS lymphoma accounts for ~20% of the cases of lymphoma in patients with HIV infection. In contrast to HIV-associated
Burkitt’s lymphoma, primary CNS lymphomas are usually positive for
EBV. In one study, the incidence of Epstein-Barr positivity was 100%.
This malignancy does not have a predilection for any particular age
group. The median CD4+ T cell count at the time of diagnosis is ~50/
μL. Thus, CNS lymphoma generally presents at a later stage of HIV
infection than does systemic lymphoma. This may explain, at least in
part, the poorer prognosis for this subset of patients.
The clinical presentation of lymphoma in patients with HIV infection is quite varied, ranging from focal seizures to rapidly growing
mass lesions in the oral mucosa (Fig. 226-43) to persistent unexplained fever. At least 80% of patients present with extranodal disease,
and a similar percentage have B-type symptoms of fever, night sweats,
or weight loss. Virtually any site in the body may be involved. The
most common extranodal site is the CNS, which is involved in approximately one-third of all patients with lymphoma. Approximately 60%
of these cases are primary CNS lymphoma. Primary CNS lymphoma
generally presents with focal neurologic deficits, including cranial
nerve findings, headaches, and/or seizures. MRI or CT generally reveals a limited number (one to three) of 3- to 5-cm lesions
(Fig. 226-44). The lesions often show ring enhancement on contrast
administration and may occur in any location. Contrast enhancement is usually less pronounced than that seen with toxoplasmosis.
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