Kekkaku Vol.52, No.38

&

373

e

PR RE A B 9 R BT B R BRI
IL Iz & O B e & B RINRHR R

WM K Fee R OE

FEIS7TRG A DR AERT RS AT - AR 2R 1 80

Zft WMS24 1 H 26 H

EXPERIMENTAL STUDIES ON THE EFFECTIVE REGIMENS OF ANTITUBERCULOUS
DRUGS IN THE TREATMENT OF TUBERCULOSIS

II. Long-term Chemotherapy in Mice by Daily and Intermittent Administration

with Changing Drug Combination

Eiko KONDO* and Koomi KANAI

(Received for publication January 26, 1977)

On the basis of the observations reported in our preceding paper, further experiments were

conducted to see therapeutic effects of long-term intermittent administration of combined antituber-

culous drugs. Particular concern was associated with the use of rifampicin and ethambutol.

The results indicated that daily or intermittent chemotherapy with rifampicin in combination

with ethambutol administered twice weekly is a highly effective regimen in the treatment of

experimental tuberculosis.
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Table 1. Design of Experiment (Exp. 1)

Drug administration (single dose, mg)
Mouse during infection
group  -evorsennsnsnsaninnne Looeerreerneinenennn, 15
weeks weeks

1 INH (0.2) INH (0.2)

2 EB (1.0) EB (1.0)

3 INH (0.2) RFP (1.5)

4 EB (1.0) RFP (1.5)

5 Untreated control

Infection : 0.005 mg M. bovis (Ravenel R-KM), intravenously

Initiation of treatment : One day after infection

Regimens : Intermittent administration (twice weekly) and
change of drugs as above

Route of administration : INH-----i.p., EB--i.p.,
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Fig.1. Therapeutic Effects of Intermittent Administ-
ration of Isoniazid (INH) Succeeded by the
Later Change into Rifampicin (RFP) on Ex-
perimental Mouse Tuberculous Infection
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Fig.2. Therapeutic Effects of Intermittent Administ-
ration of Ethambutol (EB) Succeeded by the
Later Change into Rifampicin (RFP) on Ex-
perimental Mouse Tuberculous Infection
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Table 2. Design of Experiment (Exp. 2)

Drug (daily dose, mg) administration during infection

Mouse group |—-

1 SM 1 mg(2/w)
INH 0.1 mg(6/w)
REP 0.5 mg(7/w)

2 Untreated control

EB 1.5mg(2/w)
RFP 1.5mg(2/w)

RFP 0.5 mg(7/w)
INH 0.3 mg(2/w)
EB 1.5mg(2,/w)

Infection : 0.01 mg M.bovis (Ravenel R-KM), intravenously

Initiation of treatment : 10 days after infection
Regimens : 1. Combined use of drugs

2. Daily and intermittent administration

3. Change of drugs

3. Therapeutic Effects of Daily and Intermittent
Administration of Combined Drugs on Expe-
rimental Mouse Tuberculous Infection
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