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COMPARISON OF 1.0 g STREPTOMYCIN, 0.5g STREPTOMYCIN AND
1.0 g CAPREOMYCIN THREE TIMES A WEEK COMBINED
WITH PAS AND ISONIAZID IN ORIGINAL TREATMENT
FOR PULMONARY TUBERCULOSIS

——Report of the 17th Series of Controlled Trial of Chemotherapy——

Cooperative Study Unit on Chemotherapy of Tuberculosis (CSUCT)

of the National Sanatoria in Japan*

(Received for publication April 7, 1976)

Previously untreated 312 pulmonary tuberculosis patients were allocated at random to the
following three regimens:
I: SM 1.0g three times weekly+PAS 10g daily + Isoniazid 0.3 g daily
II: SM 0.5g three times weekly+PAS 10g daily +Isoniazid 0.3 g daily
III: CPM (Capreomycin) 1.0 g three times weekly+PAS 10g daily+Isoniazid 0.3 g daily

103 cases were excluded due to various reasons shown in Table 1, and the remaining 209 cases
were evaluated bacteriologically and roentgenographically, while 292 cases were used in the
discussion of adverse reactions.

The background factors were presented in Table 5, and the proportion of multiple or multilo-
cular cavity was higher and the amount of bacilli discharge was larger in the Group II than in
the other two groups, but the difference was not statiscally significant.

The rate of sputum negative conversion in all cases at 6th month was about 95% each in the
three groups, while in far advance cases, the rate was 95%, 93%, and 87% respectively. The
rate of the appearance of drug resistant bacilli during the course of therapy was 15.2% in Group
1, 5.6% in Group II and 10.7% in Group III, and the resistance to SM was lower in Group II
than in Group I as demonstrated in Table 4.

No difference was found in the rate of improvement of X ray findings among the three
groups.

Frequency of adverse reactions was 21.0% in Group I, 22.3% in Group II and 15.7% in
Group III, and the rate of drop out due to adverse reactions was 8.0%, 5.8%, 6.7%), respectively,

as shown in Table 6. The incidence of hearing impairment was highest in Group I, next Group

* Reprints may be obtained from Shigeichi Sunahara, M.D., director, Tokyo National Chest
Hospital, Kiyose-shi, Tokyo 180-04 Japan.
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II and lowest in Group III.
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In conclusion, there is no significant difference in clinical efficacy between 1.0g SM regimen

and 0.5g SM regimen as far as Japanese patients with average body weight of about 50 kg were

concerned and CPM seems to be almost of the same efficacy as of SM. As for hearing impair-

ment, it was the order is highest in 1.0g SM, next 0.5g SM and lowest in CPM.
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Fig.1. Analysis of Background Factors
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Table 1. Number of Cases Excluded from the Trial Due to Various Causes

(A) Excluded from analysis of clinical efficacy 103
Pretreatment culture negative 58
Primary resistance 7
Retreatment case 1
Non-tuberculous diseases 7
Wrong allocation 3
Complications (Diabetes 7, Silicosis 1) 8
Drop-out before the end of the third month (Adverse

reactions 10, Discharged 8, Change of regimen 1) 19

(B) Total number of subjects utilized for analysis of clinical efficacy 209

I 72
i 72
I 65
(C) Total number of subjects utilized for analysis of adverse reactions 292
I 100
i 103
I 39

Table 2. Drop-out Cases
Reasons of drop-out

No. of Reasons
Regimen .
subjects ﬁg‘éteir:x?s Discharge eﬁiNcgcy Others

I 2 2.8% 1 1

I 4 5.6% 3 1

i} 6 9.2% 4 1 1

Status at the time of drop-out
Status at the time
Month
£ .
of drop-out Regimen |—— Total
Cavity Culture 4 5 6

I 1

+ + I 1
I 0
I 0

+ - i 1 2
i 1 3
I 0

- + I 0
I 0
I 1

- - i 1 1
m 3 3
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Table 3. Rate of Sputum Negative Conversion by Culture

Regimen Month 0 1 2 3 4 5 6
No. of cases 72 72 72 72 70 70 70
1 Negative 0 35 49 59 65 69 68
C .
(Moving average) 0 4.3 667 8.2 9.5 96.8 97.6
No. of cases 72 72 72 72 69 68 68
All cases I Negative 0 36 46 58 63 64 64
Conversion rate
(Moving average) 0 409 646 79.1 89.3 93.4 94.1
No. of cases 65 65 65 65 60 59 59
I Negative 0 33 47 55 56 55 55
Conversion rate
(Moving average) 0 43.5 70.0 83.7 91.1 93.2 93.2
No. of cases 26 26 26 26 25 25 25
T Negative 0 8 14 19 21 24 24
Conversion rate
(Moving average) 0 28.9 52.9 71.0 84.0 92.3 95.0
No. of cases 29 29 29 29 29 29 29
Far advanced I Negative 0 9 12 23 2% o7 o7
cases Conversion rate
(Moving average) 0 25.9 48.3 72.4 87.9 92.3 93.1
No. of cases 19 19 19 19 18 18 18
I Negative 0 5 13 14 16 16 15
Conversion rate
(Moving average) 0 29.5 59.2 76.2 85.1 87.5 87.0
No. of cases 42 42 42 42 42 42 42
I Negative 0 25 30 36 41 42 41
Conversion rate
(Moving average) 0 47.6 72.0 85.1 95.2 98.8 98.4
Mod. ad q No. of cases 41 41 41 41 38 37 37
od. advance I Negative 0 25 33 33 35 35 35
cases Conversion rate
(Moving average) 0 50.6 75.6 83.5 89.8 94.0 94.6
No. of cases 43 43 43 43 39 38 38
I Negative 0 25 31 38 37 36 37
Conversion rate
(Moving average) 0 47.1 72.7 86.0 93.2 95.4 96.5
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Fig.2. Rate of Sputum Negaitev Conversion by Culture (Moving average)
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Table 4. Appearance of Drug Resistance
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Fig.3. Radiographic Changes
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Table 6. Adverse Reactions

Regimen Total
I I il
292
Number of cases 100 103 89
SM(CPM) allergy | 4(2) | 3(2) | 1D | 8(5)
PAS allergy 3 2 1) | 6D
Hearing impairment
or tinnitus 103 | 62| 3 19(5)
Vertigo 1| o 1 2(D
Headache 0 1 0 1
Hypoesthesia 0 1 0 1
Gastrointestinal
disturbances 2D | 6D | 4 |12(0)
Liver insufficiency 11D | 41 | 3(1) | 83
Others 0 0 1D | 1D
Total 21(8) | 23(6) | 14(6) | 58(20)
% 21.0 | 22.3 | 15.7 | 19.9

( ): Indicates cases stopped the regimen due to toxicity.
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