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COMPARATIVE STUDY ON REGIMEN USING TUBERACTINOMYCIN-N
INTERMITTENT AND DAILY AND VIOMYCIN
INTERMITTENT IN COMBINATION WITH RIFAMPICIN*

—The 15th Series-A Study—

Cooperative Study Unit of Chemotherapy of Tuberculosis of
National Sanatoria in Japan

(Received for publication January 12, 1973)

Tuberactionmycin N (Tum-N) is a new antituberculostatica derived from Streptomyces
griseoverticillatus var, tuberacticus (N 6-130).

We have already more than 10 antituberculostatica at hand but there are still number of
failure cases which are resistant to almost all drugs.

For such cases, the combination of rifampicin (RFP) and viomycin (VM) is often used.

In the present study, comparison was made between regimens using Tum-N intermit-
tent, VM intermittent and Tum-N daily in-combination with RFP.

INH was added to each regimen in spite of the fact that all patients were resistant to
INH.

The tested three regimens were as follows:

(1) Tum-N 1 g biweekly + RFP 0.45 g daily + INH 0.3 g daily

(2) VM 1 g biweekly + RFP 0.45 g daily + INH 0.3 g daily

(3) Tum-N 1 g daily + RFP 0.45 g daily + INH 0.3 g daily

Number of cases allocated to the three regimens and number of cases subjected to final
analysis were shown in Table 1. Reasoh of exclusion at the start of the trial and reason of
dropout during the trial were indicated in Tables 2 and 3, respectively.

Comparability of the three groups as to background factors were demonstrated in Figs.
1 aandb.

As shown in Fig. 2, the rate of sputum conversion by culture of daily Tum-N regimen
(3) was superior to intermittent VM regimen (1), and the effect of three regimens was
expressed as (2)<{(1)<(3). Fig. 3 showed the results in far advanced cases.

Radiographic changes analysed in Tables 4, 5 and 6 revealed no significant difference.

Adverse reactions were listed in Table 7. High incidence of fever and headache in (1)

* Reprint requests : Shigeichi Sunahara Director, Tokyo National Chest Hospital, 3-1-1, Ta-
keoka, Kiyose city, Tokyo 180-04 Japan.
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and (3) was due to a special lot of Tum-N which was pyrogenic.
It is concluded that Tum-N is superior in clinical efficacy to VM and a convenient drug

to combine with RFP,
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Table 1. Number of Cases Subjectedto Analysis

Regimen ® ® ® | Total
Number of cases 118 | 112 ] 111 341
allocated
Excluded 41 | 30 | 39 | 110
Number of cases
subjected to analysis 7 82 2 231

Table 2. Reason of Exclusion from Study

Regimen @ ® ® | Total
Number of cases
excluded 41 30 | 39 | 110
Culture negative 10 6 6 29

before treatment

R\??Vi[s-t(%‘igl\'foor RFP 31 | 24 | 33 | 88

before treatment
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Table 3.

Reason of Dropout
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Fig. 2. Rate of Sputum Conversion by Culture
All case (Moving average)
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* Twice a week administration of TUM-N.
** Daily administration of TUM-N.
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Fig. 3. Rate of Sputum Conversion by Culture
Far advanced cases (Moving average)
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Table 4. Radiographic Changes of Basic Lesion at Sixth Month

Regimen
@TUM-N-RFP-INH | @VM-RFP-INH ®TUM-N? -RFP-INH

Marked improvement 1(1.5) -0 0
Moderate improvement 0 0 0
Slight improvement 8 (12.3) 4 (6.1) 5 (8.9)
Unchanged 54 (83.1) 62 (93.9) 50 (89.3)
Worsening 2 (3.1) 0 1(1.8)

Total 65(100.0) 66(100.0) 56(100.0)

Table 5. Radiographic Changes of Cavity at Sixth Month

Regimen
DTUM-N-RFP-INH | @VM -RFP-INH | @ TUM-N* -RFP -INH
Marked improvement 0 0 1(2.0)
Moderate improvement 0 1(1.5) 2 ( 4.1)
Slight improvement 3 (5.0) 3 (4.5) 1(2.0)
Unchanged 49 (83.1) 61 (92.5) 43 (87.8)
Worsening 7 (11.9) 1 (1.5) 2 (4.1)
Total 59(100.0) 66(100.0) 49(100.0)
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Table 6. Evaluation of Over-all Radiographic
Changes at Sixth Month

Regimen
@OTUM-N-RFP-INH | @VM ‘RFP-INH ®TUM-N¢ -RFP-INH

Marked improvement 1(1.5) 0 0

Moderate improvement 0 0 3 (5.4)

Slight improvement 4 (6.3) 4 (6.1) 1(1.7)

Unchanged 52 (81.3) 61 (92.4) 50 (89.3)

Worsening 7 (10.9) 1 (1.5 2 ( 3.6)

Total 64(100.0) 66(100.0) 56(100.0)
Table 7. Adverse Reactions
) ® ®

1. Fever 21 (27.3%) @ 3(3.7%) @ 20 (27.8%) ©
2. Headache 14 (18.1%) 8 (9.8%) 14 (19.4%)
3. Loss of appetite 9 (11.7%) 14 (17.1%) @ 8 (11.1%)
4. Nausea 7 (9.1%) 9 (11.0%) 8 (11.1%)
5. Eruption 9 (11.7%) 8 (9.8%) @ 6 ( 8.3%)
6 . Heartburn 5(6.5%) 7 ( 8.5%) 5 (6.9%)
7 . Insomnia 5 (6.5%) 7 ( 8.5%) 2 (2.8%)
8 . Irritability 5 ( 6.5%) 7 ( 8.5%) 2 (2.8%)
9. Tinnitus 8 (10.4%) @ 4 (4.9%) @ 2 (2.8%) @
10. Numbness 4 (5.2%) 5(6.1%) 2 (2.8%)
11. Sleepiness 6 (7.8%) 4 ( 4.9%) 0
12. Dizziness 5 (6.5%) 3(3.7%) 0
13. Arthralgia 4 (5.2%) 1(1.2%) 2 ( 2.8%)
14. Hearing difficulty 2 (2.6%) 4 ( 4.9%) 0
15. Alopecia 2 (2.6%) 2 ( 2.4%) 1 (1.4%)
16. Visual disturbance 1(1.3%) 1(1.2%) 1(1.4%)
17. Abnorme blood picture 1(1.3%) 1(1.2%) 0
18. Liver in sufficiency 1(1.3%) © 0 0
19. Abnorme urinal examination 0 1(1.2%) 0
20. Mental disturbance 0 0 0
21. Others 2 (2.6%) @ 3(3.7%) ® 2 (2.8%) @
Naudrszzeof‘ecaacsteits)n:lt};nvﬁiii;;l::(is 477(51'9%) %(43'9%) E %(59'7%) ©

O Dropped out cases
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