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Table 1 Background of patients: Comparison between intermittent group and daily group

Intermittent Daily treatment

Category treatment group (%) group (%) P-value
Number 135 (100) 250 (100)
Sex ratio (M :F) 2.4:1 2.9:1 ns
Average age 47.3 (16~79) 49.6 (16-80) n.s
Non-Japanese 11 (8.1) 13 (5.2) n.s
Jobless 50 (37.0) 97 (38.8) ns
Homeless 2 (1.5) 18 (7.2) ns
Daily alcohol drinker 39 (28.9) 40 (16.0) ns
Diabetes mellitus 25 (18.5) 87 (34.8) n.s
Extra-pulmonary tuberculosis 0 3 (1.2) ns
HIV-infected 0/107 2 (0.8)/203 ns
Smear positive 113 (83.7) 197 (78.8) ns
Cavitary disease 91 (67.4) 163 (65.2) n.s
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Vertical bars indicate 95% confidence intervals

Fig. Sputum culture-positive rate during 6-month treatment

Table 2 Outcomes of the intermittent group and daily group

Intermittent treatment

Category of treatment Daily treatment group (%)

group (%)

Number 124* (100.0) 250 (100)
Successful completion of treatment 121 (97.6) 239 (95.6)
On treatment 0 0
Defaulted 0 8 (3.2)
Transferred out 0 1 (04)
Death 0 2 (0.8)xxx*
Discontinuation of treatment Ixk (2.4) 0

*One-hundred-thirty-five started the intermittent treatment, but eleven of 135 who elongated initial
intensive treatment were excluded from the analysis.
**The reasons of discontinuation were, one for perforated empyema, one for flu-like syndrome, and
one for severe peripheral neuritis.
***One of two died from tuberculosis and the other died from malignant disease.
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Table 3 Relapse after completion of the treatment

The time of Within 6 months 6-12 months*  12-24 months** More than 24 Cumulative number Cumulative
relapse after months relapse rate/100
completion Number Relapse person-year

of treatment

Intermittent 2 1 0 0 67 3 3.73
Daily 2 1 0 1 159 4 1.76

*The difference of relapse rate both treatment groups was not statistically significant (Z=1.85, P=0.06).
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Original Article

TWICE-WEEKLY INTERMITTENT CHEMOTHERAPY
DURING THE MAINTENANCE PHASE OF THE SHORT-COURSE TREATMENT
FOR NEW PATIENTS WITH PULMONARY TUBERCULOSIS

'Masako WADA, *Kunihiro MIZOGUCHI, *Masao OKUMURA, 'Satoshi MITARALI,
'Hitoshi HOSHINO, 'Masako OHMORYI, ‘Kazuhiro UCHIMURA, “Takashi YOSHIYAMA,
and *Hideo OGATA

Abstract [Background and Objective] Various types of
intermittent chemotherapy regimens have been applied for the
treatment of tuberculosis worldwide, but, in Japan, any type
of intermittent treatment has not been adopted currently as the
standard regimens for the treatment of tuberculosis. Intermit-
tent regimens have a great advantage to facilitate directly
observed therapy (DOT). To introduce DOT more extensively
in Japan, we conducted the present clinical trial to assess the
effectiveness and safety of intermittent chemotherapy.
[Patients and Methods] This is a non-randomized trial to
compare twice-weekly intermittent therapy under DOT with
daily therapy by self-administration. Newly diagnosed pa-
tients with pulmonary tuberculosis who completed the initial
intensified phase of 2 months with 4 drugs were enrolled.
Supervision of drug administration was carried out by the
pharmacists who cooperated to the study (Pharmacy DOT).
[Results] Total 385 patients were enrolled in this trial, of
which 135 patients were treated by twice-weekly intermittent
maintenance chemotherapy under the supervision by pharma-
cists and remaining 250 patients were treated by daily mainte-
nance chemotherapy without supervision (self-administration).
Treatment success-rates were 97.6% for intermittent treat-
ment group and 95.6% for daily treatment group. Relapse
rates after the completion of the treatment course were 3.73/
100 person-year and 1.76/100 person-year, respectively. The

difference between the two groups was not statistically
significant. Adverse events required the modification of
treatment schedule occurred only in 0.2% of the intermittently
treated patients.

[Conclusions] After the successful completion of the initial
intensified phase of tuberculosis chemotherapy, twice-weekly
intermittent chemotherapy during the maintenance phase
under the supervision by pharmacist is as effective and safe as
the daily therapy, and is conveniently accepted by the patients.
The pharmacy DOT with the intermittent therapy during
maintenance phase adopted in this trial, should be widely
introduced in Japan.

Key words: Chemotherapy for tuberculosis, Intermittent
treatment during continuation phase, Directly observed treat-
ment, Supervision by pharmacist, Adverse events, Relapse
rate
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