
18, 23, 28, 30, 39, 41, 45, 58, 66, and 93 kDa. In European cases,
no single set of criteria for the interpretation of immunoblots results
in high levels of sensitivity and specificity in all countries.

A new methodology called the modified two-test approach, which
is now approved by the U.S. Food and Drug Administration, is a two-
test approach using two EIAs, thereby dispensing with the Western
blot. One such method employs a whole–B. burgdorferi sonicate
ELISA followed by a VlsE C6 peptide IgG ELISA. This approach,
which gives simply a positive or a negative result, increases
sensitivity during the first several weeks of infection without
compromising specificity. For more complex cases or in those with
late infection, it is still valuable to determine antibody specificities to
multiple spirochetal proteins, as is done with Western blots. More
recently, line immunoblots or other multiplexed antibody platforms
have been developed as substitutes for Western blots. These assays
allow more objective interpretation, and some platforms can provide
quantitative data about antibody responses to many spirochetal
proteins. After successful antibiotic treatment, antibody titers decline
slowly, but responses (including that to the VlsE C6 peptide) may
persist for years. Moreover, not only the IgG but also the IgM
response may persist for years after therapy. Therefore, even a
positive IgM response cannot be interpreted as confirmation of
recent infection or reinfection unless the clinical picture is
appropriate.

■ DIFFERENTIAL DIAGNOSIS
Classic EM is a slowly expanding erythema, often with partial central
clearing. If the lesion expands little, it may represent the red papule
of an uninfected tick bite. If the lesion expands rapidly, it may
represent cellulitis (e.g., streptococcal cellulitis) or an allergic
reaction, perhaps to tick saliva. Patients with secondary annular
lesions may be thought to have erythema multiforme, but neither the
development of blistering mucosal lesions nor the involvement of the
palms or soles is a feature of B. burgdorferi infection. In the eastern
United States, an EM-like skin lesion, sometimes with mild systemic
symptoms, may be associated with Amblyomma americanum tick
bites. However, the cause of this southern tick-associated rash


