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CLINICAL EFFICACY OF INTERMITTENT CHEMOTHERAPY WITH
INITIAL INTENSIVE REGIMEN IN ORIGINAL TREATMENT
FOR PULMONARY TUBERCULOSIS

——Report of the 18th Series of Controlled Trial of Chemotherapy——

Cooperative Study Unit on Chemotherapy of Tuberculosis (CSUCT)
of the National Sanatoria in Japan*
(Received for publication January 27, 1977)

Newly diagnosed moderately or far advanced culture-positive pulmonary tuberculosis in-

patients, 243 in number, were allocated at random to the following two regimens:

2 months ! 4 months ‘ 6 months
SM = 0.75¢ | INH 0.5g) twice | INH 0.5g) twice
IM (Intermittent) INH 0.3g} daily I
RFP 0.45g ; RFP 0.45g) weekly| EB 1.0g) weekly

a ST (Standard): SM 1.0 g twice weekly+INH 0.3 g daily+PAS 10g daily

Out of 243 cases, 59 were excluded due to various reasons. The remaining 184 cases ([IM J:
93 cases and [ST: 91 cases) were analysed as to their clinical efficacy, while 225 cases were
utilized for the analysis of adverse reactions. The back-ground factors were almost similer in
both groups. Number of far advanced cases were 66 (71.0%) in IM and 70 (76.9%) in ST.

Drop-out cases during the first 6 months were 10 in [IM | and 13 in ST, and in the second
6 months they were 12in [IM] and 32 in [STJ. As the difference in the drop-out cases during
the second 6 months was statistically significant, the data in the second 6 months could not be
comparable between the two groups.

The rate of negative conversion of tubercle bacilli by culture for all cases at 6 months was
100% in [IM ] and 96.1% in [STJ, and for far advanced cases 100% and 94.8%, respectively.
The rates of [IM] at 3 and 4 months were significantly higher than the rates of [ST]. On
the contrary, the rates of smear negativity of [IM_| were lower than that of [ST | at each
month. In [IM], the rates of smear negativity were lower than those of culture negativity.

Two bacteriologic relapse cases were observed in the second 6 months in [IM], and the

organismus in one case were resistant to both SM and INH. It seems that the administration

* Reprints may be obtained from Shigeichi Sunahara, M.D., director, Tokyo National Chest Hosp
Kiyose-shi, Tokyo 180-04 Japan.
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of INH and rifampicin only for 6 months is not safe enough to prevent the bacteriological relapse.

Daily use of SM 0.75g for 2 months was safety and effective.
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Fig.1. Analysis of Back Ground Factors
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Table 1. Number of Cases Excluded from Trial Due to Various Causes
(A) Excluded from analysis of clinical efficacy 59
Pretreatment culture negative 11
Primary resistance 20
Complications (Diabetes 6, Silicosis 1, Cancer 1) 8
Drop-out before the end of the third month (Adverse reactions 8, 20
Discharged 7, Died 1, Change of regimen 4)
(B) Total number of subjects utilized for analysis of clinical efficacy 184
IM (Intermittent) 93
ST (Standard) 91
(C) Total number of subjects utilized for analysis of adverse reactions 225
IM (Intermittent) 120
ST (Standard) 105
Table 2. Drop-out Cases
| Month
Reasons for drop—outi Regimen - - Total
| 4~6 7~9 10~12
_ : - _
i M 1 1 2
Adve actions :
verse reactions | ST 5 1 4 .
i M 3 4 1 8
Discharged
seharge ST 9 7 10 2
Receivi IM 1 1
d s surger, ‘
eceiving surgery | ST g 5
\ M 1 2 3
No effice |
o efficacy | ST 5 1 5
Not cooperative M 5 3 9
ot ¢ iv
P | ST 5 1 6
T |
M 10 9 3 22 (23.7%)
Total i
E ST 13 17 15 45 (49.5%)
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Table 3. Rate of Sputum Negative Conversion by Culture
Month
Regimen|

0 1 2 3 4 5 6 7 8 9 10 11 12
No. of cases 93 93 92 93 87 86 83 74 73 73 71 73 68
M Negative 0 27 54 83 85 85 83 72 73 72 70 72 68
I Conversion rate| 0 29.0 58.7 89.2 97.7 98.8 100 97.3 100 98.6 98.6 98.6 100
All cases| — R ————
No. of cases 91 91 91 90 86 83 77 68 64 60 56 49 46
ST Negative 0 22 39 63 73 76 74 67 64 60 56 49 46
Conversion rate| 0 24.2 42.9 70.0 84.9 91.6 96.1 98.5 100 100 100 100 100
No. of cases ‘66 66 66 66 63 62 60 54 54 54 52 77757}; 49
Far M Negative 0 10 30 56 61 61 60 52 54 53 51 52 49
ad- Conversion rate| 0 15.2 45.4 84.8 96.8 98.4 100 96.3 100 98.1 98.1 98.1 100
vanced No.of cases [70 70 70 69 66 63 58 52 50 48 44 40 38
€48 1 ST | Negative 0 13 23 44 54 56 55 51 50 48 44 40 38
Conversion rate| 0 18.6 32.9 63.8 81.8 88.9 94.8 98.1 100 100 100 100 100

Fig.2. Rate of Sputum Conversion by Culture
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Fig.3. Rate of Sputum Conversion (Comparison
between Smear and Culture)
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Table 4. Appearance of Drug Resistance

Regimens
M ST
Number of case assessed 59(100%) | 57(1007%)
5(8.5%) 1(1.8%)
SM 1 1
INH 3 0
SM-INH.EB 1 0
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Fig.4. Radiographic Changes
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Table 5.. Adverse Reactions
Regimen
, IM | ST
Number of cases 120 105
i
SM or PAS allergy 9( 6)] 10(9)
Hearing loss 3 4( 2)
Tinnitus 12( 1) 10( 4)
Vertigo 201 1
Headache 2 2
Hypoesthesia P2 4
Gastrointestinal disturbance | 4( 1)| 15(11)
Liver insufficiency 9( 2) 1(1)
Skin diseases without allergic fever 4
Thrombocytopenia 1
Asthma-like breathlessness 10 1)
(RFP allergy)
Joint pain 1 3
Gynecomastia 1
Sleeplessness 3
Total | 51012)] 53(2D)

Figures in parenthesis indicate the number of cases discon-
tinued a drug due to toxicity.
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