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The most common condition that pathologists and clinicians might
confuse with lymphoma is reactive, atypical lymphoid hyperplasia.
Patients might have localized or disseminated lymphadenopathy
and might have the systemic symptoms characteristic of lymphoma.
Underlying causes include a drug reaction to phenytoin or carbamazepine. Immune disorders such as rheumatoid arthritis and lupus
erythematosus, viral infections such as cytomegalovirus and EBV, and
bacterial infections such as cat-scratch disease may cause adenopathy (Chap. 79). In the absence of a definitive diagnosis after initial
biopsy, continued follow-up, further testing, and repeated biopsies, if
necessary, constitute the appropriate approach, rather than instituting
therapy.
Specific conditions that can be confused with lymphoma include
Castleman’s disease, which can present with localized or disseminated
lymphadenopathy; some patients have systemic symptoms. The
disseminated form is often accompanied by anemia and polyclonal
hypergammaglobulinemia, and the condition has been associated
with overproduction of interleukin 6 (IL-6), in some cases produced
by human herpesvirus 8 infection. Patients with localized disease
can be treated effectively with local therapy, whereas the initial treatment for patients with disseminated disease is usually with systemic
glucocorticoids. IL-6-directed therapy (tocilizumab) has produced
short-term responses. Rituximab appears to produce longer remissions than tocilizumab.
Sinus histiocytosis with massive lymphadenopathy (Rosai-Dorfman
disease) usually presents with bulky lymphadenopathy in children or
young adults. The disease is usually nonprogressive and self-limited,
but patients can manifest autoimmune hemolytic anemia.
Lymphomatoid papulosis is a cutaneous lymphoproliferative disorder that is often confused with anaplastic large cell lymphoma
involving the skin. The cells of lymphomatoid papulosis are similar
to those seen in lymphoma and stain for CD30, and T-cell receptor
gene rearrangements are sometimes seen. However, the condition
is characterized by waxing and waning skin lesions that usually
heal, leaving small scars. In the absence of effective communication between the clinician and the pathologist regarding the clinical
course in the patient, this disease will be misdiagnosed. Since the
clinical picture is usually benign, misdiagnosis is a serious mistake.
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