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CLINICAL STUDY ON TUBERACTINOMYCIN, A NEW ANTIBIOTIC*

Toshio OHSATO and Mareichi TOYOHARA

(Received for publication October 23, 1970

The biological and pharmacological studies of a new antibiotic, Tuberactinomycin (TUM |
isolated from the culture filtrate of Streptomyces griseoverticillatus var. tuberacticus, were
reported previously by Nagata et al. (Kekkaku, Vol.43, No.7, p. 249 and Toyohara . Kekkaku,
Vol 43, No.7, p. 245). In this paper, the results of TUM used for pulmonary tuberculosis
patients who failed to respond to the treatment by the usual primary or secondary antituber-
culous drugs were presented.

1g of TUM was injected subcutaneously or intramusculary once a day. For the intial
3 months, TUM was injected daily followed by the TUM twice a week. The patients were
treated by TUM combined with one or more drugs previously used or not used. 25 patients
were treated by TUM for more than 2 months.

The results were summarized as follows :

(1) The bacteriological findings by smear of 15 smear positive cases during TUM treatment
were shown in Table 1. More than half of the patients converted to smear negative and all
of the cases treated with TUM combined with previously unused two drugs converted to smear
negative during treatment.

2. The results of bacteriological findings by culture of 20 culture positive cases during
TUM treatment were shown in Table 2. As seen in this table, the culture negative rate was
highest in the second month and it was high in the third month. Thereafter, during the fourth
to the sixth month, the negative rate decreased by the bacteriological relapse. All of the cases,
however, treated with TUM combined with previously unused two drugs converted to culture
negative during the treatment.

(31 The strains isolated from the bacteriologically relapsed patients during TUM treatment
showed the decrease of TUM sensitivity. As seen in Table 4, the resistance for TUM increased
2 to 4 folds after 5 months” TUM treatment compared with the resistance of strain before TUM
treatment. This table shows the close relationship of drug resistance between Tuberactinomy-
cin and Viomycin.

(4) The transition of urine albumin on 25 patients treated with TUM was shown in Table

5. In the initial 3 months after starting TUM treatment, the albuminuria was observed in

* From the Research Institute Sanatorium, Japan Anti-Tuberculosis Association, Kiyose-shi,
Tokyo 180-04 Japan.
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some cases, but during the following 3 months no albuminuria was observed.
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From the above

mentioned results, the renal disturbance of TUM might be transit and slight.

Besides the albuminuria, the marked side ¢ilccts connected with TUM were not observed.

The auditory disturbance was not reported by the audiometry examnination during TUM treatment,

even among the cases with auditory impairment before starting TUM treatment.

The interup-

tion of treatment by the side-effects of TUM was not reported.

In conclusion, Tuberictinomycin is an effective new drug for tuberculosis and the side effects

TUM (3t il nmmThot-L Exnk
Wikske i i g Lpeho 3 A1 igll 1g Fo I H

are slight.  The further clinical study is recommended.
b3 B
Tuberactinomycin {3 4: 111 H,D2 X > Streptomyces

griseoverticillatus var. tuberacticus Oz X »
PRSP T B B AN L OPRSIEEIER L LU
T O KRG ST B P BE DD - AMIED
PN B S I L THYERT VLS, ChbO
Wi 52 i3+ % & Tuberactinomycin (L) F TUM &
) (& VM. CPM L Bic 2 ¥y iiTcsh Br, VM, CPM
EOMNC ZLED D B, F o' Ty P OEBES
EARZ G L T2 VM i x@en o) Bard oL
EF Y (W

BRIz, FESD- -/ WY 2 1o T 7 POk
BEECHH L R Sh 020, A0
GICL M OREEERN LD IDT, TOKL F L
LT VM ZHERT5 X5 BEcd LT VM ofhic
TUM %L, TOEBKMH L AERO R fii L
TwbAh Al TUM §5 5 %2 » ALLE O #HBf
INEOHIH L T B OWTEBE LSS 2 845 T+
Ho

MEMRERARSE

Table 1.

No. of cases and of

T'reatment group smear negative

TUM + previously used No. of cases

drugs Smear negative
TUM+1drug previously No. of cases

unused ! Smear negative

No. of cases

TUM+2drugs previously
unused

Smear negative

‘ No. of cases
Smear negative
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Smear Negative Rate during Tuberactinomycin (TUM) Treatment
for Smear Positive Cases (15 cases)

Duration of treatment (month)

[ 2 3 4 5 6
8 8 6 5 1 2
6 2 3 3 1

; 4 4 4 3 2 2
1 3 2 ; 3 1 1
3 3 3 ’ 3 2 2
1 2 3 2 2
15 15 13 11 8 6
8 10 7 9 6 4
53.3 66.7 53.8 81.8 75
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Table 2.

No. of cases and of

Treatment group culture negative
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Culture Negative Rate during Tuberactinomycin . TUM. Treatment
for Culture Positive Cases (20 cases)

Duration of treatment (month)

”1 2 3 4 5 6
TUM+ previously used No. of cases 13 1 8 8 8 1
drugs Culture negative 7 6 4 3 4 1
TUM+1drug previously No. of cases 4 4 2 2 1
unused Culture negative 2 3 1 0 0
TUM+2drugs previously No. of cases 3 3 3 3 2 2
unused Culture negative 2 3 3 3 2 2
No. of cases 20 18 15 | 13 12 7
Total Culture negative 11 13 10 7 6 3
(%) 55 72.2 66.7 53.8 50 42.9
Table 3. Tuberactinomycin ‘TUM Resistance during Treatment
o | T Dura};):bofi xrreaftm_ent (moﬁ;hS-
. . . Before
Media used ; TUM resistance treatment l- - ) = 3— - 7‘ '-"'——"E* 6 -
j 5meg (—) 3 2 1 !
' 5 mcg incomplete resistance 1
Kirchner’s | 5mcq complete resistance
semi-solid 10 meg (=) 4% 1* 3* 1* 1* 3
agar media| 19 mcg incomplete resistance 1 1 1
Total | 7 5 4 2 2 3
100 mcg (—) 8 1 1 2 2
9
Og:v/va_a's 100 mcg incomplete resistance ‘ B ) - 1 -
media Total |8 1 1 2 3

Note : * 5mcg was not tested.
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Table 5. Transition of Urine Albumin during
Tuberactinomycin (TUM) Treatment
Duration of treltment(monlh); 1 2 3 4 5 6

No. of cases 25 25 24 1191715
Before | During } o
treatment| treatment /_
: | (=) 13 16 15 141311
E =) ‘ (£) | 5}6 1}3 2}3
=] f (+) 1 2 1
© ! — T
g (=) 11
5 () | (%) ;
3 b+ 2 2z 1
o -
£, (=) 2 2 4 4 4
T (+) (1) 1
N L z 2
Total No. N
6 000
Ri)(+>
Nov.e Urme albumin was Le-ted by sulfosalicylic acnd
method.
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Table 4. Relationship of Drug Resistance between Tuberactinomycin
(TUM) and Viomycin (VM)
S;ra{n;_tééiéd o ‘ T.M. (before treatment) T T I:r;_(a_fter 5 monlhs treatment) E.N. (aﬁer 5 montbs treatme_tE
" Time of reading | M; T ’ | T
_ (week) | | 6 4 S i_ N 4 | 6
Drugs ] TUM VM | TUM VM | TUM VM | TUM VM | TUM VM | TUM VM
E i omeg | #  # | # # B Hoo o HooH woow
Eoazsmeg | 4+ #0490 0 | H % ow x4 ¥ ¥
= | v
eg ‘ 25mcg | — - 20 - ! 2 U4 ‘ 200 56 + + R H
S “ 50 mcg - - | = - i 2 - 4503 - - | 3 50
£ 100 mcg - - - - | - - 4 1 — i -
a8 250 mcg — — - - | - - - — _ — 1 _ _

Notes : Strains tested were isolated from the patients treated with TUIG 7lrnroculum ;ze

10-3 mz Medxa 19,

Ogawa's media. Number in the table shows the mean colonies number grown on two media.
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