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Fig. 1 Distribution of IFN-y production levels. The geomet-
ric mean (as shown by a bar) and the higher IFN-y production
level in response either to ESAT-6 or CFP-10 of each individ-
ual in two groups are shown. One group including those who
were QFT-G positive without developing TB (LTBI), and the
other group including those who were QFT-G positive with
developing TB (active TB). Geometric mean=+SD for active
TB was 3.65+3.23 (n=35), and for LTBI was 2.02+2.80 (n
=76). P value of t-test for comparison of means=0.013"".
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Fig. 2 IFN-y responses before and after chemotherapy. IFN- y levels measured before and immediately after chemotherapy
by QFT-G for ESAT-6 (A) and CFP-10 (B) are plotted for each individual. IFN-y responses to ESAT-6 and CFP-10 were
significantly decreased after chemotherapy (geometric mean of ESAT-6 changing from 1.398 to 0.362, with p of Wilcoxon's
rank test being 0.000 [Z= —4.623], and that for CFP-10, from 0.312 to 0.120, with p=0.000 [Z=4.623]). IFN-y levels
measured immediately after chemotherapy and 18 months after chemotherapy by QFT-G for ESAT-6 (C) and CFP-10 (D) are
plotted for each individual. The IFN-y responses to ESAT-6 and CFP-10 in the QFT-G test did not decline compared with
those at the completion of INH chemotherapy (geometric mean of ESAT-6 changing from 0.381 to 0.442, with p of
Wilcoxon'’s signed rank test being 0.332 [Z=0.970], and that for CFP-10, from 0.087 to 0.192, with p=0.344 [Z=0.947])"®.
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Report and Information

RESEARCH AGENDA OF INTERFERON-GAMMA RELEASE ASSAYS

Kazue HIGUCHI and Nobuyuki HARADA

Abstract Recently, new diagnostic tests for tuberculosis
infection that are more specific than tuberculin skin tests have
been developed and have become commercially available.
These tests determine interferon-gamma production after
stimulation with M. tuberculosis-specific antigens, ESAT-6
and CFP-10, and are named Interferon-Gamma Release
Assays (IGRA). Currently, two IGRA formats are available.
One is QuantiFERON®TB-2G (QFT-2G, called Quanti
FERON®-TB Gold outside Japan), which uses the whole blood
and has been approved as a diagnostic test for tuberculosis
infection in Japan. The use of QFT-2G was recommended for
contact investigations in the revised guidelines in 2006. The
other format of IGRA is T-SPOT®.TB (T-SPOT), which uses
peripheral blood mononuclear cells. T-SPOT has not yet been
approved in Japan. IGRA was developed just recently, so
there are many research questions to be addressed. In 2007,
Pai et al. reported a comprehensive research agenda on

IGRAY. We introduced a review of Pai et al. in Japanese with
reference to our published reports. The references in the
review of Pai et al. appear as they are, and our new references

are numbered with Roman numerals.

Key words : Diagnostics for tuberculosis infection, Tuber-
culin skin test, Interferon-Gamma Release Assays, Quanti-
FERON®TB-2G, T-SPOT®.TB, Research questions
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