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The following two experiments were carried out to examine 1) the effect of INH and TH
in mice infected with Mycobacterium tuberculosis resistant to INH (INH-R tubercle bacilli),
and 2) the relationship between the therapeutic effect of anti-tuberculosis drugs and specific
serum antimycobacterial activity titre (SSAAT).

Experiment 1: Young ddY female mice were intravenously infected with INH-R tubercle
bacilli (v.u. 1.8x10¢) obtained from a tuberculous patient, clinically resistant to INH 0.2 ug/ml]
completely, sensitive to INH 1.0 ug/ml, PAS 1 ug/ml and SM 10 ug/ml. The mice inoculated
with these bacilli and left untreated for 2 weeks were divided into 8 groups : INH, SM, TH, INH.
SM, INH-TH, SM-.TH, SM-.INH.TH and untreated control. They were necropsied after
respective treatment for 6 weeks. These three drugs were administered in the way previously
noted. Each mouse was examined for body weight, macroscopic changes of lung lesions, lung
weight, amount of viable tubercle bacilli in the lung and amount of 0.1 ug/m! INH-R tubercle
bacilli in precentage to the total.

Results : 1. Therapeutic effects of INH 4 mg/kg in tuberculous mice infected with 0.2 ug/ml
INH-R tubercle bacilli were not significant, but the effect of TH 12 mg/kg was definitely proved.
Combined therapy of INH and TH was more effective than that of TH only, and actually
percentage of 0.1 ug/m] INH-R tubercle bacilli was reduced by administration of TH.

2. Effect of SM semi-weekly in tuberculous mice infected with INH-R tubercle bacilli
was the same as in the mice infected with HgRv.

Experiment 2 : One ml. of serum was collected from 7~9 mice 1 hour and 4 hours in each
group after administration of various combinations of drugs ; KM, TH, CS, INH, KM.TH,
KM-CS, TH.INH, TH-CS, KM-TH.CS, KM-TH-PZA, KM-CS-PZA and TH-CS-PZA. The
sera were examined for SSAAT to HyRv and INH-R tubercle bacilli used in the previous
experiments in the Dubos liquid medium.

Results : 1.  SSAAT in mice receiving single and combined drugs containing KM was raised
highly 1 hour after administration, but not after 4 hours. Increase in SSAAT during single
and combined administration of TH, CS and PZA was not found within 4 hours.

2. Increase in SSAAT of INH and INH-TH to HgRv was proved 1 hour after the admi-
nistration, but not to INH-R tubercle bacilli. Consequently the therapeutic effect of antituber-
culosis drugs on experimental tuberculosis in mice was thought not to be much related to the
SSAAT.
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Table 1.
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o [l Tk, INH 4mg/kg, TH 12mg/kg & 48 6 [2l
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B 3.3 LABE B W EER L. SM-INH B
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. SM-TH £12 2.2, SM-TH-INH #f2 1.6, TH.INH
PET 0.9 AR LT EDIEREE 70T 7z
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Sy 349 mg, JEIAHREE 267mg X b oz 1<, SM
BHT 225mg AR LT R oo Tz, TH BRI
185mg ©, SM-INH o 192mg *REBEZ/R LT
X SM-TH #g3 168 mg, SM.TH-INH 23 172
mg #ik Lichs THINH ##13 145 mg & 40 & R
iz~ Lo

10 mg FAEBEBORE L FZIET ~ v A2 BDTHD
v, INH BHIFH 6.02 TH o & b4 <, MBHERZ
4.83 %75 Lire SM #%, SM.INH 747 4.68, 4.44 %

Mean Value with Standard Deviation of Body Weight, the Degree of Macroscopic

Changes in Lung Lesions, Weight of the Lungs, Logarhithmic Number of Viable Tbh-Bacilli
in 10 mg of Lung and Percentage of 0. 1,ug/m1 INH R Tb-Bacilli in the Total

Log. no. of . ¢ INHL.R

; b i T ;

Groups ‘ Body weight | lgfggli:;gfxs Lun%n:gxght Vlftiloem’gbh?ﬁg | Tb bac1111
Pretreatment control (3) | 20.8+0.7 L 0.240.2 “ 178 +16 j 4.05+0.11 ‘ ke
Untreated for 4 W. (3) ‘ 20.044.0 ‘: 3.140.2 211428 | 4.73+0.41 10342
" Untreated for 6 W. (3) | 20.041.9 \ 2.940.2 208480 | 4.66-0.10 71420
Control untreated for 8 W (10) ‘ 21. 0i2. 7 | 3.3+0.6 267162 ! 4. 8310. 43 83+24
INH* (9 :3died of th.) | 16.8£4.2 | 3.9£0.9 3494159 5.02+0.81 60 +13}
SM* (10) |+ 21.2+4.2  3.3+£0.7 225+28 4.68+0.53 59+20

‘ \
TH* (10) ; 19.1+2.9 | 2.6+0.5 185+28 3.60+0.59 34+18
SM.INH (11) | 20.6+2.0 | 2.7£0.7 192440 4.4440.51 44419
SM.TH (11) | 19.8+2.6 ‘ 2.2+0.6 |  168+23 3.28+0. 80 28412
TH.INH 11) ‘ 20.5+2.0 0.9+0.3 ‘t 136420 1.754+1.05 27+22
SM.TH.INH* (10) . 21.6+£4.0 1.64+0.8 l 172+21 1.30+0.95 29+18

( ) Numbers of mice

* 1~2 mice were excluded because of accidental death.

# Uncounted.

+ Mice died before the end of therapy, were excluded.
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Table 2. Specific Serum Anti-Mycobacterial
Activity Titre in Mice after Administration
of Antituberculosis Drugs
Inhibition to the growth of HgRv :
1 hour after administration
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No inhibition to the growth of Hz;Rv 4hours after ad-
ministration.

Inhibition to the growth of 0.2 ug/ml INH.R
Tb-bacilli : 1 hour after administration
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