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CORRESPONDENCE

This department is for the publication of informal communications that are of
interest because they are informative and stimulating, and for the discussion of
controversial matters. The mandate of this JOURNAL is to disseminate information
relating to leprosy in particular and also other mycobacterial diseases. Dissident
comment or interpretation on published research is of course valid, but personality
attacks on individuals would seem unnecessary. Political comments, valid or not,
also are unwelcome. They might result in interference with the distribution of the
JOURNAL and thus interfere with its prime purpose.

An Atypical Site in HLA-DQB1 Detected in
Leprosy Patients

To THE EDITOR:

Leprosy, a chronic disease caused by the
infection of Mycobacterium leprae, shows a
wide spectrum of clinical features. This
spectrum is attributed to the differences in
antigen-specific cellular-immune respon-
siveness to the pathogen (*:°). In particular,
lepromatous leprosy is characterized by the
specific T-cell tolerance to M. leprae. This
unresponsiveness is supposed to be asso-
ciated with particular human leukocyte an-
tigen (HLA) DQ alleles in several popula-
tions (> 8). The antigen recognition of most
M. leprae-reactive T cells is restricted by
HLA-DR (%); nevertheless, the unrespon-
siveness in lepromatous patients is sup-
posed to be involved with the immune sup-
pression through the DQ-restricted antigen
recognition (*> 7). Thus, HLA-DQ molecules
play a significant role in the M. leprae-spe-
cific immune responses.

We recently reported that the gene vari-
ation, an atypical BamHI restriction site in
the intron upstream of the exon 3 of HLA-
DQBI1 coding DQg chain, was found more
frequently in patients with early onset peri-
odontitis (EOP), a type of periodontal dis-
ease, than in periodontally healthy subjects
(°). EOP is a general name for diseases which
cause severe destruction of periodontal tis-
sues at an early age, including prepubertal
periodontitis, juvenile periodontitis and
rapidly progressive periodontitis. It is sug-
gested that the pathogenesis of EOP often
involves an abnormality of the immune re-
sponse, which is ascribed to the cell func-

tions of neutrophils, lymphocytes and mac-
rophages against the microorganism residing
in periodontal pockets ('°).

We examined the distribution of this
atypical BamHI restriction site of HLA-
DQBI in leprosy patients. The participants
in this study were 30 Japanese patients with
a history of leprosy (15 lepromatous pa-
tients and 15 tuberculoid patients) in the
Ohshima Seisho-En National Leprosarium
and 40 Japanese healthy controls who were
free from leprosy and periodontal diseases
at the time of this examination. The atypical
site in HLA-DQBI could be detected by
polymerase chain reaction (PCR) amplifi-
cation of genomic DNA and restriction frag-
ment length polymorphism (RFLP) analysis
after digestion with the restriction endo-
nuclease, BamHI. Genomic DNA was pre-
pared from peripheral blood lymphocytes.
PCR was performed using the forward
primer 5'-GAG TGCCTT TTA ATT GGG
GTG-3' and the reverse primer 5-GTA
GACGTCTCCACG CTG GGG-3'. These
primers amplify 1000-base pair (bp) prod-
ucts comprising positions 4001-5000 of
HLA-DQBI corresponding to the report by
Larhammer, et al. (?).

Eleven (three lepromatous and eight tu-
berculoid patients) out of 30 (36.7%) lep-
rosy subjects possessed the atypical BamHI
restriction site in HLA-DQBI1 versus 3 out
of 40 (7.5%) healthy donors. The frequency
of the atypical site in HLA-DQBI1 in the
leprosy patients, especially in the tubercu-
loid patients (53.3%), was significantly
greater than that in the healthy subjects
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THE FIGURE. Frequencies of subjects with the atyp-
ical BamHI restriction site in HLA-DQB1. The dotted
line shows the frequency of early onset periodontitis
patients with the atypical BamHI restriction site in
HLA-DQBI (°).

(7.5%) (The Figure). In this connection, the
frequency in the tuberculoid patients was
higher than that in EOP patients (°).

The facts described above suggest that
leprosy patients, especially tuberculoid pa-
tients, frequently possess an atypical site in
HLA-DQBI. These results aroused our in-
terest in the involvement of this atypical site
in HLA-DQBI1 in the unique immune re-
sponse of tuberculoid patients.
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