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Table 1 Issues in TB treatment in Japan compared to WHO guidelines
in treatment of drug-susceptible tuberculosis

—Treatment with 3 drug regimen without PZA is often adopted.

—Rate of treatment for more than 12 months is high though the drug-resistance rate is low.
—Fixed-dose combination tablets are not available.

—Molecular-based drug susceptibility test is not popular though approved.
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Table 2 Availability of drugs in Japan listed in WHO guidelines'¥

Approved as

anti-tuberculosis drug

Not approved as

. . Not available
anti-tuberculosis drug vat

A. Fluoroquinolones Levofloxacin Moxifloxacin Gatifloxacin
(but dose = 500 mg/day)
B. Second-line injectable agents Kanamycin Amikacin Capreomycin
C. Other core second-line agents Ethionamide Linezolid
Cycloserine Clofazimine
D. Add-on agents Pyrazinamide Imipenem-cilastatin
Ethambutol Meropenem
Bedaquiline Amoxicillin-clavulanate
Delamanid

Para-aminosalicylic acid
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Table 3 Proposals for treatment of MDR/XDR-TB in Japan

—Active intervention by experts and/or consultation system with experts.
—Arrangement for use of off-label use of necessary drugs in specialized facilities.
—Abatement of economic burden on patient (now 5% of medical expense when noninfectious).
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Review Article

ISSUES IN TREATMENT OF TUBERCULOSIS IN JAPAN

Eriko SHIGETO

Abstract Treatment of tuberculosis is under control of
government in Japan by administrative standards for tuber-
culosis care with public expenses payment system and DOT
by public health center nurses. But the treatment success
rate of initial treatment is lately around 50 percent which is
substantially lower than recommended target level. Though
high mortality in aged is the utmost cause and failure plus
dropout is less than 5%, proportion of patients still on treat-
ment at 12 months is around 10%. Long-term treatment of
drug-susceptible tuberculosis may be caused by treatment
without PZA, and/or inadequate cope with adverse reaction
by general practitioner. Provision of information on standard
treatment, more detailed guides of countermeasures to side
effects and liaison between general practitioner and TB
experts or Regional Tuberculosis Advisory Committees are
required.

Treatment of drug-resistant tuberculosis needs different
viewpoint. Drug-resistant tuberculosis patients are treated
by personalized regimen based on drug-resistant test, but
molecular based drug sensitivity tests are not widely used
despite being approved for RFP, INH and PZA. Several drugs
including moxifloxacin and linezolid recommended in WHO
guidelines for drug-resistant tuberculosis are used by some
experts but insufficiently because they are off-label. Consid-
eration is necessary for these laboratory tests and off-label
drugs to be available when needed. Delamanid and bedaqui-
line are approved for pulmonary MDR-TB and under control
of tuberculosis expert through responsible access program
by the pharmaceutical company. From September 2014 to

February 2018, 135 cases were eligible to use delamanid
and no acquisition of resistance is reported till June 2018.
These new drugs are properly used under the control of
experts, but its cost can be heavy burden on outpatient
who must pay 5% of medical expenses. Abatement of
economic burden for these patients is required.

DOTS is widely and well done lately, but recent issue is
the support for foreign born patients who now account for
more than 50% in 20—29yr age group. Language barrier is
common, and knowledge of patient’s religious constraints
and customs are required. Tuberculosis treatment literacy
materials in various languages are recently becoming avail-
able but the need for medical interpreter is not fulfilled.

Political will is required for implementation of adequate
treatment in response to new technology and change of
patient background.

Key words : Pyrazinamide, Treatment success rate, Adequate
treatment, Drug-resistant tuberculosis, Medical system for
tuberculosis treatment
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