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Table Prevalence of tuberculosis in sold organ transplant recipients*

Transplant organ Heart Lung Liver Kidney Kidney-Pancreas Overall
Literature ('97—-'04) 1-1.5% 2-6.5% 0.7-2.3% 0.5-15% - 1.2-6.4%%*
Spain ('08) 0.26% 1.15% 0.47% 0.35% 0.85% 0.45%
/100,000/year 255 2072 541 358 1204 512
(95% CI) 6.5-1421 565-5306 269-1065 144-728 30.5-6710 317-783

*Data from Spanish Society of Infectious Diseases and Clinical Microbiology .

**Data in developed countries.
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WRERME I 2 DAERGIEAT16.7% L W2 & R LT
Wb,

Table 1 Results of QFT in hemodialysis patients

Active TB Non-TB  Previous TB  Total

Positive QFT 8 10 10 28
Negative QFT 0 87 8 95
Indeterminate 0 34 5 39
Total 8 131 23 162

(sensitivity 100% ; specificity 89.7%)
Inoue T, et al: Nephrol Dial Transpl, 2009.
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Table 2 The incidence rate of tuberculosis in hemodialysis patients

Incidence rate

Risk ratio compared to

Year Author (/100,000) general population
1979 Sasaski S 330 6—-16
1982 Inamoto 703 (male) 6.4
788 (female) 16
1997-1999 Hasegawa 236.0
2003-2005 Hasegawa 246.0 4.3-8.3 (Osaka)
2002 Sasaki Y 110.6 1.55 (male), 2.79 (female)
2007-2009 Fukushima 140.6 8.34 (Tokyo, Tama)
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Table 3 Anti-TB drug dosages for dialysis patients

Rate of elimination

Usual nonuremic

Drug by the kidney (%) dosage Usual uremic dosage
Rifampicin 5-15 450 mg qd 450 mg qd
Isoniazid 5-30 200—-500 mg qd 200—-300 mg qd
Ethambutol 78-90 500 mg q24hr 250-500 mg q48hr
Pyrazinamide 1-3 1.2-15gqd 25-30 mg/kg 3/week post hemodialysis
Streptomycin 50-60 1 g q12—-24hr 0.5 g 2/week post hemodialysis
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Fig. 1 Cumulative hazards for active tuberculosis with respect to baseline
diabetes mellitus (DM) status and hemoglobin Alc (HbAlc) level after
adjustment for potentially confounding variables by Cox regression analysis,
Hong Kong, People’s Republic of China, 2000—2005.

(Leung CC. et al. Am. J. Epidemiol. 2008 ; 167 : 1486—1494)
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Fig.2 Comparison of rates until culture negative in initial treatment cases between patients with

diabetes mellitus and without those
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Table 1 Postmarketing surveillance data of tuberculosis after anti-tumor necrosis factor treatment

in theumatoid arthritis

Infliximab Etanercept Adalimumab (Tocilizumab)
Frequency 14/5000 12/13894 4/5118 8/10000
(0.28%) (0.09%) (0.08%) (0.08%)

Age (mean) 66.1 65.3 70.5

Extra-pulmonary tuberculosis 7 (50%) 4(33%) 1(25%) 1(12.5%)

Duration of treatment (days) 103.1 79.8 79.0

Steroid (+) 13 (93%) 10 (83%) 4 (100%)

MTX (+) 14 (100%) 4 (33%) 3 (75%)

Tuberculin skin test Positive 7 Negative 4 Positive 4

Negative 4 (QFT-positive 1)

Abnormality of chest X-ray 7(58%) 2 (50%)

Prophylaxis by INH 0(0%) 2(17%) 0(0%) 1(12.5%)

Recovery 12 (86%) 10 (83%) 4 (100%)

Table 2 Comparison of TST vs IGRA in detection of latent TB infection (LTBI)
Peru? Greece? Switzerland® Japan®
IGRA QFT-GIT (3G) T-SPOT.TB T-SPOT.TB QFT-2G QFT-2G
Disease RA RA Psoriasis RA (non-TB ~ RA (TB past
history) history)
TST  Control 65.6%
Patients 26.7% 38.6% 40% 48% 53%
IGRA Control 59.1%
Patients 44.6% 22.8% 20% 0% 13.6%
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THE PRESENT STATUS AND PROBLEMS OF TUBERCULOSIS
PROPOSED BY THE SPECIALIZED FIELDS

Chairpersons: 'Shoji KUDOH and *Yuka SASAKI

Abstract The prevalence of tuberculosis of Japan is gradually
decreasing. The important issues in order to eliminate tubercu-
losis (TB) in Japan are the prevention of expanding TB and of
preventive treatment for infected persons. The investigation
for the contacts and the new technology for latent tuberculosis
infection (LTBI) brought improvements. But in the medical
institutions, it is not easy to diagnose LTBI correctly for
immunosuppressive patients. The development of the tech-
nology to diagnose tuberculosis infection is still difficult, and
it is unknown whether immunosuppressed degree leads to re-
activate. Tuberculosis treatment may worsen their underly-
ing disease. There are still many problems in the medical
institutions.

The Japanese Society for Tuberculosis (JST) recommended
many measures for elimination of tuberculosis in Japan. In this
situation, the viewpoint may narrow because the specialized
fields are different in many respects.

In this symposium, JST invited the specialists from the out-
side of JST for the purpose of making many problems clear
and being improved.

The specialists were invited from the Japan Society for

Transplantation, the Japanese Sociey for AIDS Reseearch,

Japan Dialysis Medical Society, Japan Diabetes Society, and
the Japan Rheumatism Association.

They reviewed tuberculosis measures about the prophylaxis,
treatment, the current problem, and present conditions in their
specialized field.

JST has to continue efforts to promote tuberculosis measures

more in future in cooperation with many societies.

1. The status quo and points at issue on tuberculosis in organ
transplant patients: Tetsuya KIUCHI (Transplant Surgery,
Nagoya University Hospital)

Incidence of posttransplant tuberculosis varies by transplant-
ed organs but is concentrated within 6 to 12 months after trans-
plantation. Treatment results are improved, but mortality risk is
still significant. In addition to latent infection, total infection
risk should be evaluated individually. An urgent issue is the
development of high precision tool for the detection of latent
infection in donors and recipients. Also not a few other issues
are still open regarding the impact of transplantation on active/

latent tuberculosis and vice versa.

2. Current status and challenges of tuberculosis—From the
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Japanese Society for AIDS Research: Akira FUJITA
(Department of Pulmonary Medicine, Tokyo Metropolitan
Tama Medical Center)

Some papers presented at the congress of the Japanese
Society for AIDS Research and the recent guidelines of TB/
HIV were reviewed. About 60% of the HIV infected patients
with TB disease were diagnosed as having TB and being HIV-
positive almost simultaneously. TB/HIV patients should be
started on TB treatment immediately and timely followed by
antiretroviral therapy depending on CD4 status. WHO recom-

mends three ‘I’ s including isoniazid preventing therapy.

3. Tuberculosis in hemodialysis patients: Ryoichi ANDO
(Department of Nephrology, Musashino Red Cross Hospital)

Hemodialysis patients are one of high risk groups of tuber-
culosis infection. In Tokyo Tama area, the incident rate of
tuberculosis between 2007 and 2009 among hemodialysis
patients was 8.34-fold higher than the general population.
The diagnosis of tuberculosis in hemodialysis patients is often
difficult because of increased frequency of extra-pulmonary
tuberculosis, such as lymphadenitis, pleuritis, and miliary
tuberculosis. The QuantiFERON TB-2G is useful for diagnosis
in hemodialysis patients. Preventive therapy for latent tuber-
culosis is effective, but further study is needed to clarify the
effect in hemodialysis patients.

4. Tuberculosis complicated by diabetes mellitus from a view-
point of diabetic treatment: Takahiko KAWAMURA (Depart-
ment of Internal Medicine, Chubu Rosai Hospital)

The increase of elderly diabetic patients, who are susceptible
to tuberculosis, will be expected from now on. Therefore, we
have to keep the complication of tuberculosis in mind for early
detection in clinical practice. Good control for diabetic treat-
ment will play an important role for preventing not only
diabetic vascular complication but also the complication and

recurrence of tuberculosis. In addition, smooth cooperation for

iR 5865 127 2011412 H

the treatment of diabetes and tuberculosis will be needed for
prognosis of patients.

5. The present situation and problems of tuberculosis in
rheumatic disease : Haruhito SUGIYAMA (National Center
for Global Health and Medicine)

To evaluate the usefulness of the Japanese recommendations
for TB screening before initiation of TNF-alpha inhibitor treat-
ment in theumatoid arthritis, the data of post-marketing surveil-
lance provided by pharmaceutical companies were reviewed.
The occurrence of infliximab-induced TB decreased from 0.55
% to 0.1% after the recommendations was made public. The
occurrences of TB induced by another biological agents which
were on sale after the publication of recommendations were
similarly low (etanercept-, adalimumab- and tocilizumab-
induced TB were 0.09%, 0.08% and 0.08%, respectively).
The backgrounds of TB occurrence were positive tuberculin
skin test (46%), abnormal chest X-ray (56%) and negative
prophylactic medication of INH (92%). Analysis of TB cases
in spite of the prophylactic treatment showed incomplete treat-
ment and tolerance of INH. Although the Japanese recommen-
dations for TB screening before initiation of TNF-alpha inhib-
itor treatment in RA were demonstrated useful clinically, we
need to study the matter further, for example, introduction of
HRCT and more sensitive interferon-gamma releasing assay
for TB.

Key words : Tuberculosis, Inmunosuppression, Latent tuber-
culosis infection

'Fukujuji Hospital, Japan Anti-Tuberculosis Asociation, 2East
Japan Railway Company Health Institute

Correspondence to: Yuka Sasaki, East Japan Railway Company
Health Institute, 2—1-19, Hiromachi, Shinagawa-ku, Tokyo
140—0005 Japan. (E-mail: yuka-sasaki@jreast.co.jp)
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