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CLINICAL TRIAL OF INITIAL INTENSIVE SHORT-COURSE CHEMOTHERAPY
SUPPLEMENTED BY PYRAZINAMIDE FOR PULMONARY TUBERCULOSIS

—Report of the 26th A series of controlled trials of chemotherapy——

Cooperative Study Unit of Chemotherapy of Tuberculosis of National Sanatoria in Japan
(CSUCTNS)
(Chairman : Seiji Nagasawa)
Tsuneo ISHIBASHI *
(Received for publication march 7, 1986)

148 pulmonary tuberculosis patients without previous chemotherapy were treated by
the regimen that included 2 months of SM (or EB), INH, RFP and PZA, followed by EB,
INH and RFP. Drug dosage was INH 0.3§, RFP 0.45g, PZA 1.0~1.5g, SM 0.75~1.0g and
EBO0.75~1.0g respectively. The chemotherapy was administered for 6 months after negative
conversion of sputum by culture. Patients were followed up for 12 months after the
cessation of chemotherapy.

The rate of negative conversion by culture was 79.7% at the 2nd month and 100% at the
6th month. It seemed that this result was almost similar to those in the previous trials of
the short—course chemotherapy of the 19 - 20th A, 21st and 22nd series. Out of 47 cases
who were followed up for more than 12 months after stopping chemotherapy, one case with
single isolation of tubercle bacilli was observed. The incidence of adverse reactions induced
by PZA was 24.4%.
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Table 1. Number of cases registered and excluded

Total number of cases registered 228
Total number of cases excluded 80
Culture negative before treatment 16
Primary resistance 5
Atypical mycobacteriosis 10
Early death 5
Diabetes 8
Adverse reaction 36
Total number of cases utilized
for the analysis of clinical efficacy 148
1. 2EHRZ / EHR 67
2. 2SHRZ /EHR 63
3. 2SHRZ /SHR 18
Cases of long term chemotherapy 47
Total number of cases completed of the protocol 101
Total number of cases utilized
for the analysis of adverse reactions 217
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0 50 100%
[ I I I I [ I [ I ]
M F
Sex 75.7 24.3
~40 41~60 61~
Age 57 22 21
min mod. adv far.adv
NTA 6.8 7.7 15.5
Classification | ) '
=) S8
Cavity 25 75
Amount of ) 4 €Y (1D
baccilli
discharged 82 15 23 30
Fig. 1 Analysis of back ground factors

Table 2. Rate of sputum conversion by smear

Mouth
groups
1 2 3 4 5 6 7
No of cases 124 | 124 | 124 | 124 | 124 | 124 | 124 | 124
Total Negative 0 53 79 99 | 110 | 115 | 121 124
Rate of conversion (%) 0 |42.7(63.7 79.888.7192.7|97.6| 100
No of cases 58 58 58 58 58 58 58 58
gr. 1 Negative 0 21 37 47 53 56 57 58
Rate of conversion (%) 0136.2(63.8|81.0[91.4]96.6(98.3| 100
No of coses assessed 51 51 51 51 51 51 51
gr 2 Negative 27 | 35| 42 | 46| 48 | 51
Rate of conversion (%) 52.9168.6 |82.4(90.2[94.1 100
No of cases assessed 15 15 15 15 15 15 15 15
gr. 3 Negative o 5| 7| 10| 11| 11] 13| 15
Rate of conversion (%) 0133.3[46.7166.7|73.3|73.3|86.7]| 100
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Table 3. Rate of sputum conversion by culture

¥ OEelE BT

Mouth

groups
0 1 2 3 4 5 6
No of cases 148 | 148 | 148 | 148 | 148 | 148 | 148
Total Negative 0 70 | 118 | 139 | 145 | 147 | 148
Rate of conversion (%) 0 |47.3(79.7(93.9[98.0]99.3| 100
No of cases 67 67 67 67 67 67 67
gr. 1 Negative 0 28 51 61 66 67 67
Rete of conversion (%) 41.8(76.1 191.0(98.5| 100 | 100
No of cases 63 63 63 63 63 63 63
gr. 2 Negative 0 37 57 61 62 62 63
Rate of conversion (%) 0 |58.7] 90.5(96.898.4|98.4| 100
No of cases 18 18 18 18 18 18 18
gr. 3 Negative 0 5 10 17 17 18 18
Rate of conversion (%) 0 |27.8|55.6 |94.4|94.4] 100 | 100
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M F
1.2EHRZ /EHR 84 | 16
Sex 2.2SHRZ/EHR 63 | 37
3.2SHRZ,/SHR 89 | 11
~40 41~60 61~
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3 83 116
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NTA 2 13 ] 75 [13
3 |7] 78 | 15
(] )
1|18 | 82
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() CD) 4H (D
1 24 [ 18] 38 [ 2
Amount of bacilli 2 48 o] 16 | 27
3 (1] 2 [u] 56

Fig.
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2 Analysis of back ground factors of subgroups



1986 # 7 A

Table 4. Adverse reactions by PZ A

Liver dysfunction 24 (11.1%)
GOT. GPT

Arthralgia

Skin resh

Fever

(4.1%)

Gastrointestinal disturbance

BUN

Eosinophilia

Uricaemia (>10mg/dl) 1

O = = i O © ©

5/175(60%)

Total number of cases investigated 217
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10181 TH -1z, ZDHh18H1 (17.8%) E2 < EB%E
ZTOI P oo, ROBFIOZBEE TS PRI
Table 5 IC/R Lico O 1 L @A B A 7 AERR
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Table 5. Follow up period and bacteriologic relapse

No of cases fixed No of cases Time of followed
No of cases Relapse
by protocol followed ~6M 7~12M | 13M<
Total 148 101 (68.2 %) 83 9 27 47 (1)
gr. 1 67 42  (62.7%) 37 6 11 20 (1)~
gr. 2 63 49  (77.8 %) 38 1 13 24 0
gr. 3 18 10 (55.6 %) 8 2 3 3 0

X : Single isolation of bacilli
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Table 6 Comparison of trials of short course chemotherapy by CSUCTNS
Rate of cult
USUCTNS Regimen No of cases Coise?sigﬁ (u% Follow up | No of cases| Redischarge*
Trials evaluated oM 6 M period followed of bacilli
19 - 20thA | 3SHR/SHR 151 75.5 100 36~42M 116 4 (3.4%)
21 st 3SHR/S,HRI6) 128 78.9 100 36 M 128 3 (2.3%)
2HRZ /HRE 61 80.3 98.3 23 1 (4.3%)
22 nd 6 HRZ /HRE 68 89.7 100 12 M 25 1 (4.0%)
HRE 70 74.3 98.6 19 1 (5.3%)
2E(S)HRZ/EHR 148 79.7 100 47 1 (2.1%)
DEHR Z/EHR 67 76.1 100 20 1 (5.0%)
26 th A M
2)SHR Z /EHR 63 90.5 100 12 24 0
3)SHRZ /SHR 18 55. 6 100 3 0

*: Cases with Single isolation of bacilli were contained
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