higher-grade heart block and complex ventricular arrhythmias. In patients with more advanced
cardiomyopathy, poor prognostic factors include congestive heart failure, ventricular aneurysm, and
complete heart block; these are associated with short-term mortality, including sudden

death.'® Chagas digestive disease is much less common than cardiomyopathy.?° Dysphagia is the
characteristic symptom of megaesophagus, and prolonged constipation is the most common
complaint associated with megacolon.

T. cruzi reactivation during the chronic phase of Chagas disease is characterized by a return to high
levels of parasite replication and parasitemia, which are usually detectable by microscopy.
Reactivation can occur in individuals on immunosuppressive medications or cancer chemotherapy
and in people with HIV.18225 Even in the absence of symptoms, people with HIV and chronic
Chagas disease have significantly higher levels of T. cruzi parasitemia than their immunocompetent
counterparts.2* Most cases of clinically apparent reactivation occur with CD4 T lymphocyte cell
counts <200 cells/mm?, a history of prior opportunistic infections, or both.®

The clinical features of reactivated Chagas disease in people with HIV differ from those observed in
individuals who are immunosuppressed for other reasons. The most common manifestations consist
of T. cruzi meningoencephalitis, with or without brain abscesses (chagomas).'51626:2" The
presentation in people with HIVV may be confused with central nervous system (CNS) toxoplasmosis
and should be considered in the differential diagnosis of CNS symptoms or mass lesions on imaging.
The second most frequently reported manifestation of reactivation in people with HIV is acute
myocarditis, sometimes superimposed on pre-existing chronic Chagas heart disease.'®!” Patients may
present with new arrhythmias, pericardial effusion, acute cardiac decompensation, or rapid
progression of existing chronic cardiomyopathy.'®2¢ Less frequent manifestations of reactivation
include skin lesions, erythema nodosum, and parasitic invasion of the peritoneum, stomach, or
intestine. 6.8

Diagnosis

Screening with serological testing is recommended for all individuals who have lived in Mexico or
Central or South America for greater than 6 months.?®

Most persons infected with T. cruzi are in the chronic phase and are typically unaware of their
infection. Screening for infection to identify persons with the indeterminate or early clinical forms of
chronic Chagas disease is important to identify those who might benefit from antiparasitic treatment
and counseling regarding potential transmission of T. cruzi to others (e.g., blood donation, organ
donation). This is particularly important for people with HIV because of the risk of reactivation
disease.

Diagnosis of chronic infection relies on serological methods to detect immunoglobulin G antibodies
to T. cruzi, most commonly enzyme-linked immunosorbent assay (ELISA) and immunofluorescent
antibody assay (IFA). No available assay has sufficient sensitivity and specificity to be used alone; a
single positive result does not constitute a confirmed diagnosis. Two serological tests based on
different antigens (i.e., whole parasite lysate and recombinant antigens) and/or techniques

(e.g., ELISA and IFA) should be used for individuals with suspected Chagas. In some cases, the
infection status remains difficult to resolve even after a third test, because there is no true gold
standard assay for chronic T. cruzi infection.?®*°
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