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In order to investigate the therapeutic effect of sulfamethizole (Urocidal), following experi-

ments were done.

Vertical diffusioh method was performed to evaluate serum antimycobacterial activity of
experimental animal which was administered sulfamethizole : Ten rabbits received this drug
intramuscularly singly or in combination with sulisoxazole,i soniazid or streptmycin. Thirty
minutes later, blood was obtained by cardiac puncture. Each I ml. of serum separated from the
blood was put into the bottom of the test tubes containing 1 % Ogawa’s media which had been

inoculated with human virulent tubercle bacilli, Hg;Rv, its isoniazid-resistant and streptomycin

-resistant strain, respectively. The antibacterial effect of the drugs in serum was determined

by measuring the width of inhibitory zones on the vertical diffusion medium after 83 weeks—

incubation.

In addition to vertical diffusion method, following animal experiments were performed :
(1) 270 mice, strain CF-1 were divided into three groups of 90 mice. Each group was

inoculated intravenously with tubercle bacilli Hg;Rv and its two drug resistant variants mentioned

above, respectively. Each group was further divided into three subgroups. The first three of

each subgroup received daily sulfamethizole alone. The second three and the third three received

sulfamethizole with isoniazid and sulfamethizole with streptomycin, respectively. After three

weeks treatment, all animals were sacrificed for gross and bacteriological examination.
(2) 54 guinea pigs were inoculated subcutaneously with virulent tubercle bacilli, Nakano
strain. Three weeks after inoculation, the animals were treated with the same drugs daily as.

in the mouse experiment for 5 weeks, and then sacrificed for gross and bacteriological

examination.

* From the Hokkaido University, School of Medicine, Sapporo, Hokkaido, Japan.
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Following results were obtained.

m O BAE BTE

1 Specific Serum Antimycobacterial Activity Test by the vertical diffusion method revealed

that the inhibitory action of sulfamethizole in rabbit serum was stronger than that of sulfisoxa-

zole on the growth of HyRv tubercle bacilli, its isoniazid-resistant and streptomycin-resistant

strains.

2 Sulfamethizole showed the synergistic action on the suppressive effect of isoniazid or

streptomycin on growth of tubercle bacilli.

3 The same effect of sulfamethizole was confirmed in vivo.

4 S.S.A.A.T. seemed to be valuable to determine the combination effect of antituberculous

drugs currently used.
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Table 1. Measurement of Inhibitory Action of SMT Alone or Combined with INH and SM
Against Tubrcle Bacilli by S.S.A.A.T. (Vertical diffusion method)
(Unit mm)
\ S M T ‘ s 1 I NH S M
(60 mg/kg) 1 (60 mg/kg) (5 mg/kg) (20 mg/kg)
Rabbite \‘ Rv r R-INH | R-SM | Rv ’ R-INH I R-SM | Rv { R-INH | R-SM | Rv | RIINH | R-SM
1 L2 16 21 19 8 9 69 0 76 25 22 10
2 26 18 24 17 11 16 67 0 66 27 24 11
3 27 21 26 19 10 19 66 0 65 27 24 8
4 29 26 29 14 S 11 60 0 67 27 23 10
5 28 20 26 16 11 17 61 0 54 29 21 2
6 21 18 24 18 9 16 59 0 68 25 26
7 29 19 26 16 15 23 60 0 57 25 21 12
8 28 24 24 18 8 16 62 0 65 27 22 8
9 29 23 26 17 8 11 61 0 67 26 24 10
10 27 18 22 14 11 18 64 l 0 66 25 21 4
INH . SMT INH . SI SM « SMT SM - SI
Rabbite Rv | RIINH | R-SM | Rv | RINH | R-SM | Rv | RINH | R-SM | Rv | RINH | R-SM
1 79 35 82 67 20 75 41 33 43 37 33 42
2 78 38 72 64 27 61 39 39 43 34 35 42
3 77 33 75 66 27 68 36 37 41 39 34 41
4 71 35 74 64 28 65 38 33 41 37 34 40
5 65 38 64 69 29 73 44 41 47 36 35 39
6 j 68 32 70 70 27 69 41 37 43 34 33 37
7 64 30 64 71 29 63 36 31 42 3 26 33
8 69 37 70 64 27 69 38 36 43 36 34 40
9 72 38 72 64 27 71 40 39 41 37 35 41
10 69 32 66 64 22 68 39 37 45 34 33 34
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Fig. 1. Measurement of Inhibitory Action of Various Anti- = ofFEANT R-SM st LT b Bl
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Fig. 3. Evaluation of S.S.A.A.T. (Vertical diffusion method)
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Fig. 5. The Macroscopic Findings of Tuberculous
Lesion in Lungs, Liver and Spleen

of Guinea Pigs
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Fig. 6. Histogram Indicates the Macroscopic
Findings of Tuberculous Lesion in Organs

and Lymphonodes of Guinea Pigs
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