Kekkaku Vol. 43, No. 2

EB, TH, CS, PZA % ffi /i L 7= 7 A X AL
%9 KERLH B rEms (F1H)

E 7 B R PT L B s R BT JE E

244 Bm42E£ 128568

COMBINATION OF ETHAMBUTOL WITH ETHIONAMIDE,
CYCLOSERINE AND/OR PYRAZYNAMIDE IN RETREATMENT
OF PULMONARY TUBERCULOSIS*

(9th Series of Cooperative Study, Part B-1)

Cooperative Study Unit on Chemotherapy of Tuberculosis of National

Sanatoria in Japan (Chairman : Shigeichi Sunahara)

(Received for publication December 5 1967)

Retreatment cases who had not been treated previously by at least any two drugs among
ethionamide (T, cycloserine (C), and pyrazinamide (P) were accepted to the trial and they
were allocated to the following four regimens so as to have a combination of ethambutol (E)-
and two unused drugs.

D T 0.5g daily+C 0.5g daily+E 1.0 g daily

® C 0.5g daily+E 1.0g daily P 1.5 g daily

® T 0.5g daily+E 1.0g daily+P 1.5g daily

@ T 0.5g daily+C 0.5g daily+P 1.5g daily+E 1.0 g daily

After the exclusion of ineligible cases, there remained 60 cases in (), 63 cases in 2, 58

cases in ® and 51 cases in @, but as for the evaluation of clinical efficacy, only the subjects.

who had been treated by the allocated regimen for more than 3 months were analysed : 40 cases
in .1, 52 cases in (), 42 cases in ® and 33 cases in @.

The number of excluded cases at the start of trial and the number of withdrawn cases
during the trial are indicated in Tables 1 and 2. Comparability among the four treatment
groups are shown in Figs. 1 and 2.

The rate of culture conversion is higher in the regimens which contain both E and T
(regimen (O and (@) than the regimen which contains only E (regimen (?)) in the case of triple
drug combination and the four drug regimen (regimen (@) is not advantageous over the three
drug regimens (regimen O and ®) as shown in Fig. 3. It is noteworthy that about 90% of
the failure cases in initial and re-treatment can be converted to negative by the simultaneous
use of E and T.

As for radiographic response, the rate of regression is slight as shown in Figs. 4, 5 and 6,
for almost all subjects had very long history of chemotherapy. The order of improvement is
different from the rate of sputum conversion and the four drug regimen (@ stands the first in

this respect.

* Reprint may be obtained from Shigeichi Sunahara, Director, Tokyo National Chest Hospital,.
Kiyosemachi, Kitatama-gun, Tokyo, Japan.
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Dropout due to toxicity is most frequently seen in the four drug combination @ and least

in the regimen without T 2) as shown in Table 3. The frequency of side effects are indicated

in Fig. 7. Irreparable decrease in visual acuity is not observed.
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Table 1. Number of Cases Allocated

Regimen
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86 95 86 73 340

1
|
Number of cases |
allocated !
Excluded |
Dropout by the ;
end of 3 months |

Dropout after |
3 months 47, 8 |8 | 22
|

Number of cases at 36
the end of 6 months |

| |
J |
No record available 1 12 ‘ 10 ‘
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Table 2. Reason of Exclusion from the Trial
and Cause of Dropout during Trial

}@‘@'@i @ iTotal

Regimen

Already treated by.

'a drug to be tested} 1015 14 4 43
Wrong allocation | 3 36

Culture negative | 1' 1 2
| before treatment
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Exclusion
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No record available‘ 16113 12
I or other reason | :

Toxicity

16 9 17 21 63

Worsening i ‘ 1 1 ! 3
Haemoptysis 1. 1 2

Dropout Death ‘ 2 3 2 7
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Fig. 1. Background Factors of Four Groups and
Their Comparability (1)
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Fig. 2. Background Factors of Four Groups and
Their Comparability (2)
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Fig. 3. Rate of Sputum Conversion (Culturc)
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Fig. 6. Combined Rate of Improvement of
Cavitary and Noncavitary Lesions

o’
70

10F (X2a) ®

o

20}

10

—_
6 month

SEPIEEAT L 2R L DBRAHIE R ETOFEEH]ST
=3+ Fig. 6 DX 51,

4. EIfER

Table 2 25k Lic X 5 WBIfERC X B %X 63
HY, FOBWERDOAR % xT & Table3 o X527
o HEMEIEA DM ZKkEN 3~4 FlpFAZIh T
BDT, BOKBDOOEFDOBNEA L LTHT TR KD
CLNEHETHD, FZTCHELTRIK) S & T
bo ¥HABRCEHLNIBIEFADOEEX & AT L
W Ltco » Fig. 7 Th %, Bk OFRA & 127
EWFRORRELZB L, 2L bHVEERIEHES
T, 63 fldh 22 Gl b, TH #& %70\ 8 2 A
BEBEEC X BH%ENIL DRI TANDL. &
REELLC THZX %30 THS S, Tl Fig. 7
DOEKTIR, BR, B, BHEOHBBRECDL 5 20
N3, 58 2 3, 4 FRE PZA 2 A T2, I
HEEREEL 6 Bl T R/ T DT, £ DIED EB OEE
FEIER TH ABAEEC SO TUS T FANFELTWA

Table 3. Reason of Dropout Due to Toxicity
Symptom Re&i‘ ® | @ ‘ ® ‘ © Total
Headache 2 2
Fever 1 3 3 7
Joint pain 1 3 1 2 7
Vertigo 1
Restlessness 2 2
Hypes thesia 1 1 2
Convulsion 1 1 1 3
Psychotic reaction 1 1 2
Impaired vision 3 2 2 7
Gas“;;r’:;trgfn 2 12 | 8 | 22
Hepatic damage 2 2 4 8

Total 16 9 17 21 63
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Fig. 7. Frequency of Side Effects
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