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Retreatment cases with positive culture who had not been treated previously with secondary
drugs were allocated randomly to the following three treatment groups.

I. CPM 1g daily for 60 days and thereafter twice weekly+1321THO0.5g daily4+CS0.5g
daily

II. KM 2g twice weekly+1321TH 0.5g daily+CS 0.5g daily

III. KM 2g twice weekly+1314TH 0.5g daily+CS 0.5g daily

After the exclusion of ineligible cases, there remained 30 cases in group I, 26 cases in
group II and 26 cases in group III (Tables 1 and 2). Background factors of these groups and
their comparability are shown in Fig. 1. Out of the total 82 cases, 50 cases (61.09;) were far
advanced tuberculosis by the NTA classification and 38 cases (46.3%) had two or more cavities.

Many cases dropped out from the trial because of the side effects (Tables 3 and 4). As
the bacteriologic status of the dropped-out cases was nearly equal to that of the total cases in
each three group, the negative conversion rate was not biased by the exclusion of the dropped-
out cases. As shown in Table 5 and Fig. 2, the negative conversion rate was 64.3% in group
I, 60.99% in group II and 45.5% in group III by three months' treatment, and 78.39%;, 68.59%
and 70.6%, respectively, by 6 months treatment. No significant difference was found in the
negative conversion rate of these three groups.

The rate of radiological improvement of the three groups are shown in Fig. 3 and Table
6. No statistically significant difference was found in the rate of improvement of non-cavitary
basic lesions as well as cavitary lesions.

Side effects were observed among cases including culture negative cases before treatment.
Number of cases examined, average duration of treatment and frequency of each side effect
is shown in Table 8. Out of 96 cases treated with CS, 14 cases (14.69;) showed psychotic

reaction. Incidence of gastroenteric disturbances was less in 1321 TH group than in 1314TH

group.

* From Research Institute, Japan Anti-Tuberculosis Association, Kiyose-machi, Kitatama-
gun, Tokyo 1 80-04 Japan.
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From the data mentioned above, the authors concluded as follows :

1. Combined therapy with CPM+1321 TH+CS, KM+1321 TH+CS or KM+1314 TH+CS is
the effective regimen for re-treatment cases of pulmonary tuberculosis.

2. No significant difference of clinical effect was observed among these three regimens.

3. The incidence of the side effects in the treatment with secondary drugs was high, and

the authors considered that the endeavor to reduce the side effects,

for example the use of

1321 TH, was very important in the treatment with secondary drugs.
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Table 1. Number of Cases Allocated to
Treatment Groups

: ' Number | Number
Group Treat t l'of | Ex- cases
reatmen I:llgcaas::di cluded !D:tudied
I |CPM+1321 TH+CS 36 . 6 30
I |KM+1321TH4CS 31 5, 26
I
m | KM+1314TH+CS 35 [ 9 26
Total 102 ] 20 82
Table 2. Reasons of Exclusion from the Trial
Group I [ o M | Total
Already treated with second
drugs ndary 1| 2| 3| 6
Culture negative before treatment| 5| 2| ¢ 13
Others 0] 1/ 0 1
Total 6| 5/ 9| 2
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Fig. 1. Background Factors of Three Groups and 3) M %
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Table 4. Reasons of Discontinuing
Allocated Regimen
Reasons 1 I m Total
Hepatic disturbance 2 1 2 5
Gastroenteric disturbance 0 1 1 2
Psychotic reaction 4 3 4 11
Auditory disturbance 0 2 0 2
Others 3* 4%%  3%xx 10
Total 9 11 10 30
* Allergic reaction 1, Proteinuria 1, Resistance to TH
and CS 1
** Resistance to TH and CS 1, Fever, chill and poor
appetite 1, No record available 2
*** Tuberculosis death 1, Worsening 1, No record avai-
lable 1

Table 3. Number of Cases Dropped Out during Treatment
Group g“g;‘::: 1st month | 2nd month |3rd month | 4th month |5th month }Gth month ' Total
I 30 2 ] 1 4 0 2 9 (30.0%)
I 26 2 1 2 3 2 1 11 (42.3%)
i 26 3 1 2 2 1 1 10 (38.5%)
Total 2 | 7 | 2 R 3 | 4 | %0 6.6%
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% Fig. 2. Culture Negative Conversion Rate
100+
i
L I,
1
L P s R 11|
/// ’ .:”
e 4
L % /
/ L
50+ s
s/ e
I/ ’
i /
/ -
o s
Xy
L S
i ."'///
%
1 L L 1 4 J
0 1 2 3 4 5 6
Month

70% DWRIEILRTEXBDRAIDI,

2) X#FTRORE

1) ¥HEENORER

F¥HEANOF R Fig3RTLRDTHB, BE
HEL EORFELRIMNL, BIN T3 »AT 26.5
%, BB 11.2%, HOEE 17.9% THtz, Fig.l 2

Table 5. Culture Negative Conversion Rate
Num- .

Group | ber of month | month | month | month | month | month
I 30 7/30(15/28 | 18/28121/27|18/23|18/23
23. 3%53. 6%64- 3%77. 8%78. 3%|78. 3%

I 2 4/26110/24|14/2315/21|13/18 11/16
15. 4%41. 7%(60. 9% 71. 4%72. 2%/68. 7%

o 2 ' 8/26| 7/23110/22|11/20|15/18|12/17
130- 8%/30. 4%/45. 5%i55. 0%|83' 3%|70.6%
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Fig. 3. Rate of Improvement of Basic
Non-cavitary Lesions

L 1: Marked improvement
2a: Moderate improvement
2b: Slight improvement
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Table 6. Course of Cavity
o ! ! I | n
3rd month ’ 6th month | 3rd month | 6th month ‘ 3rd month | 6th month
1) Non-sclerotic walled cavity
Marked improvement 3 6 0 2 0 0
Moderate improvement 1 }40. 0% 6 }62. 9%| 1 }53. 9%| 31:91.7%| 2}46.6% 4 }66.6%
Slight improvement 10 10 6 5 4
Unchanged 21 13 [ 1 8 4
Worsend 0 0 0 0 0
Total 35 35 ’ 13 12 15 12
2) Sclerotic walled cavity T
Marked improvement 1 1 0 0y 0 i 0
Moderate improvement 0 } 13.8%| 0 } 18.5% 0 } 16.7% 0:30.8% 0} 839 1\}11. 8%
Slight improvement 3 4 5 8 2 1
Unchanged 25 22 25 18 22 15
Worsend 0 0 0 0 0 0
Total ’ 29 [ 27 } 30 ] 26 | 24 17
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Table 7. Resistance to Drugs

Pretreatment| 1~2 monthe | 3~4 months | 5~6 months
TH Number of cases examined 55 37 26 15
Incomplete resistance to 25mcg or higher 17 16 11 9
cs Number of cases examined 51 39 24 14
Incomplete resistance to 20mcg or higher 17 16 11 8
KM Number of cases examined 35 26 17 11
Incomplete resistance to 10mcg or higher 0 1 3 2
CPM Number of cases examined 10 12 8 4
Incomplete resistance to 100mcg®* or higher 2 4 1 0

* Added to Ogawa's egg media.
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Table 8. Side Effects during Treatment
1 o m
Number of cases observed 35 29 32
Memgemotsof g | 62 | 57

. . 6 4 4
Psychotic reaction (17.19)(13.8%) (12.5%)

R 3 4 4
Hepatic disturbance (8.69)|(13.8%) (12.5%)

. . 0 4 | 2
Auditory disturbance (13.8%) (6.3%)
A 0 2 2
Gastroeuteric disturbance (6. 9%)} (6.39%)
. . 1 o | 0
Allergic reaction (2.9%)
- 1 0 ‘ 0
Proteinuria (2.9%)
Fever, chill and poor 0 1
appetite (3.4%).
Local painof injection site 0 1 0
P (3.4%)
6

12
Total (37.59%)

1 1
(31.49%)|(55. 2%)
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