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EXPERIMENTAL STUDIES ON THE EFFECTIVE REGIMENS OF
ANTITUBERCULOUS DRUGS IN THE TREATMENT OF TUBERCULOSIS
I. Intermittent Drug Administration with Single or Combined Drugs

Eiko KONDO* and Koomi KANAI

(Received for publication January 26, 1977)

Therapeutic effects of intermittent drug administration in various regimens were compared

by the time-course observation of the altered fate of tissue viable counts in experimental mouse

tuberculosis.

It was shown that intermittent chemotherapy with increased single dose of ethambutol (EB)

or rifampicin (RFP) can gain the therapeutic effect almost comparable, if not superior, to that

achieved by daily administration with divided dose of those drugs.

The effect was greatly enhanced when intermittent chemotherapy, even once a week regimen,
was conducted with the combinations of isoniazid (INH) plus RFP, EB plus RFP, or INH plus

EB plus RFP, but not so with INH plus EB.
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Table 1. Design of Experiment (Exp.1)
Mouse group Drug Single dose ’g(ilrlrrllti}fli;)tfra(iirsr% Adlnl;l;it;:thn
mg per week
1 RFP 0.5 6 p.o.
2 RFP 0.5 2 p.o.
3 EB 0.5 6 i.p.
4 EB 0.5 2 i.p.
5 INH 0.05 6 ip.
6 INH 0.05 2 i.p.
7 Untreated

Infection : 0.001 mg M. bovis (Ravenel R-KM), intravenously
Initiation of treatment : One day after infection

Regimens : As above

Fig.1. Comparison of the Effectiveness of Daily (6/w) and Intermittent
(2/w) Administration of a Constant Dose of Antituberculous
Drugs on Mouse Tuberculosis
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Table 2. Design of Experiment (Exp.2)
Mouse group Drug | Single dose ! Zéﬂ?ilstiaifgg Admll?;;ttreatlon
! I
mg per week
a SM 0.5 6 i p.
b EB 0.5 6 i.p.
e RFP 0.5 | 6 p.o.
d INH l 005 6 | i.p.
a SM 1.5 | 2 i.p.
5 b EB 1.5 ‘ 2 i.p.
c RFP 1.5 2 p.o.
d INH 0.15 | 2 i.p.
2 SM 3.0 ? 1 ip.
3 b : EB 3.0 1 i.p.
c RFP 3.0 1 p.o.
d INH 0.3 | 1 i.p.
4 Untreated

Infection : 0.01 mg M.bovis(Ravenel R-KM), intravenously
Initiation of treatment : One day after infection

Regimens : As above

Fig.2. Comparison of the Effectiveness of Daily (6/w) and
Intermittent (2/w or 1/w) Administration of Divided
Dose of Antituberculous Drug on Experimental Mouse
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Table 3. Design of Experiment (Exp.3)

Administration

Mouse Drugs .
group | combined Single dose route
mg
EB 3 i p.
1 RFP j 3 p.o.
INH | 0.3 i p.
9 EB 3 1 i.p.
RFP 3 p.o.
3 EB 3 i.p.
INH 0.3 i p.
4 RFP 3 p.o.
INH 0.3 i.p.
5 Untreated

Infection : 0.005 mg M.bovis(Ravenel R-KM), intravenously
Initiation of treatment : One day after infection
Regimens : As above and once weekly
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Comparison of the Effectiveness of Once Weekly Regimens of the Combined

Use of Various Antituberculous Drugs on Experimental Mouse Tuberculosis
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