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To the Editor:
We thank Dr Kawai for his comments1 on our study2 on hyper-

sensitivity toHelicobacter pylori induced during eradication ther-
apy that results in skin manifestations. Dr Kawai raised a question
about the results of lymphocyte transformation tests (LTTs) for
patients with skin eruptions after H pylori eradication therapy.
He showed a high frequency of positive LTT results in patients
with skin eruptions and suggested that this difference is caused
by the timing of the LTTs. At his institution, the LTTs were per-
formed once within 3 days after onset, whereas at our institution,
the drug LTTs were performed at least 3 times, with the first time
being at least 1 week after clinical recovery. As Dr Kawai sug-
gests,1 the LTTs or CD154 expression assays in our patients might
also have had a high frequency of positive results if these tests had
been performed in the acute phase. LTT results are known to differ
depending on the timing of the test. Furthermore, nonspecific pos-
itive results are occasionally detected, especially in the acute
phase.3 Thus LTTs should be performed repeatedly at various tim-
ings.3 In addition, amoxicillin and certain other drugs produce
positive LTT results, even in nonexposed subjects, suggesting
these drugs can stimulate lymphocytes directly.3 These facts indi-
cate that LTT results for amoxicillin in the acute phase might not
reveal ‘‘true’’ sensitization.

Dr Kawai notes that themechanism of skin eruption occurrence
afterHpylori eradication therapy is similar to that of skin eruption
occurrence caused by amoxicillin administration in patients with
infectiousmononucleosis (ie, transient reversible hypersensitivity
to the drug). However, unlike skin eruptions after H pylori erad-
ication therapy, skin eruptions caused by amoxicillin administra-
tion in patients with infectious mononucleosis appear during
administration of that drug. If degraded H pylori were inducing
transient hypersensitivity to the drug, it would be unlikely for
the skin eruptions to appear after cessation of that medication.

Our report revealed that H pylori components degraded by us-
ing eradication therapy induce an anti–H pylori immune reaction.
In skin eruptions after H pylori eradication therapy, it is indistin-
guishablewhether skin eruptions are caused by a pathogen or drug
administration. It is difficult to identify the cause of skin eruptions
with use of only drug LTTs. As our report indicated, the CD154
expression assay was useful for identifying pathogen-specific hy-
persensitivity. A CD154 assay to identify drug-specific hypersen-
sitivity also was performed, and it successfully detected the cause
of drug hypersensitivity.4 We are performing further analyses of
the clinical usefulness of the CD154 assay. We expect that the
combined use of LTTs and CD154 assays will enable us to differ-
entiate between drug hypersensitivity and pathogen hypersensi-
tivity with high accuracy.
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