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TRIAL OF CLINICAL ADMINISTRATION OF A NEW ANTIBACTERIAL
SUBSTANCE DL 8280 ON PATIENTS WITH PULMONARY TUBERCULOSIS

Michio TSUKAMURA* and Masayuki YANASE
(Received for publication April 2, 1984)

A trial of clinical administration of a new antibacterial substance DL8280 on patients
with pulmonary tuberculosis was carried out. All four patients have been hospitalized in
this hospital for 17 to 20 years and are treatment-failure cases who are excreting tubercle
bacilli resistant to most antituberculous agents (Table 1). DL8280 was given to the patients
as a single dosis of 300 mg daily per os for 6 to 8 months. Only isoniazid or enviomycin was
used in combination, and tubercle bacilli of the patients were resistant to these agents.

By administration of DL8280, tubercle bacilli in sputa decreased in all four patients, and
one patient showed negative conversion (Table 2). Resistance to DL8280 of tubercle bacilli
occurred in three patients, who remained culture-positive(Table 3). The plasm concentra-
tion of DL8280 after a single administration of 300 mg is shown in Table 4. No side-effects
were observed in all patients during the administration period.

In view of the above results, DL8280 seems to be effective for lung tuberculosis. Not only
the decline of tubercle bacilli in sputum but also the appearance of resistance to DL8280
show the efficacy of the agent, as the resistant population appears only when susceptible
organisms are suppressed by an agent.
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Table 1.Background Factors of Patients Who Received Administration of DL8280

Case Age and sex Hospitalization Resistance of tubercle

X —ray picture

period bacilli to antituberculous
agents?
1 58 female 19 years SM, INH, PAS, TH, EB A giant cavity in left upper lobe
2 44 female 20 years SM, INH, PAS, KM, A giant cavity with sclerotic
EVM, RFP, EB lesion in right lung
3 60 female 17 years SM, INH, PAS, EVM, A medium-sized cavity in sclerotic
RFP,EB, TH lesion in left upper lobe
4 48 female 20 years SM, INH, KM, EVM, A medium-sized cavity in right

RFP,EB

upper lobe with sclerotic process;
left lung was resected 19 years ago

a SM, Streptomycin(20 pg/ml); INH, Isoniazid(0.1 xg/ml); PAS, p-Aminosalicylate(1 xg/ml);

KM, Kanamycin(100 g/ml);

resistance test.

EVM, Enviomycin (100 xg/ml); RFP, Rifampicin(50 xg/ml);
EB, Ethambutol(5 xg/ml); TH, Ethionamide(40 pg/ml).

Ogawa egg medium was used for the
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Table 2. Mode of Excretion of Tubercle Bacilli from Patients Before and After Administration of DL 8280

Case Results of monthly sputum examinations
Before administration of DL 8280 After administration of DL8280
Month Month
12 11 10 9 8 7 6 5 4 3 2 1 1 2 3 4 5 6 7
1 . Smear m v v vi v vi vi vi Vi vV VI VI vV IV VI VI VI VI
Culture 4w -+ + ++ + ++ + + + ++ + ++ + 8 4 + + ++ 4+
Culture 8w + + ++ + ++ + + + ++ + ++ + [32 15 + + 4+ ++
2 Smear v i — v v i vV Vi v N II V v vV — VI VI
Culture 4w + + + + + — ++ — + + + + | — 1 ++ ++ ++
Culture 8w + + + + + + +++ + + + + T 4+ 4+ ++ o+t
3 Smear - m — m - - v — I - Vv - == = -
Culture 4w — — — 6 — — — — — - — — -
Culture 8w 17 43 3 + - — — — 3 + 8 + - - - - =
4 Smear v - vV m vV mow VNV NV mo|mm - — - — —
Culture 4w + + + + + + + — + — ++ 4+ [— 9 — 1 5 — ++
Culture 8w + + + + + + + — + — ++ ++ [+ 15 — 2 5 — ++

4w, 4 weeks; 8w, 8 weeks. The arabic number in culture shows the number of colonies, and symbol+
shows the amount of colonies more than 100 and symbol ++show the amount of colonies showing a

confluent growth.

Table 3. Resistance to DL8280 of Tubercle Bacilli from Patients Who
Received Administration of DL8280

Case Time in months after Resistance to DL 8280 ( ug/ml)
administration 10 5 2 1 0

1.1 0 — - — + +++
5 5 +4+4+ +++ A+ +++

2. 0 - - - - +++
2 — - — 20 +++
3 10 +4+4+ 4+ +++ +++

3. 0 - - - B +++

Negative conversion

+ 1N 0 - - - - +++

4 — - + ++4+ 4+

- - 4+ A+ A+

-+ + +, Confluent growth; +,not confluent but more than 100 colonies; arabic
number shows the number of colonies.
The Ogawa egg medium was used, and one loopful of test organisms growing
on the Ogawa egg medium was inoculated onto each medium. The growth
observed after incubation at 37°C for 4 weeks.
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Table 4. Plasm Concentration of DL 8280 after Administration of Oral Single Dosis 300 mg

Time in hours

Concentration of DL 8280 in the plasm (xg/ml)

Case A Case B Case C Case D Case E Case F Case G Case H
Female Female Male Male Male Male Female Female
60 kg 27 kg 50 kg 36 kg 45 kg 48 kg 38 kg 42 kg

1 0.0 2.0

2 1.0 3.6 2.5 2.4 2.4 0.0 0.5

3 3.6 3.2 2.8

4 6.5 2.5 2.3 1.4 1.8 1.8 2.4

5 45 2.5

6 1.2 04 1.0 1.0 3.6

The plasm concentration of DL8280 was measured by the disc method, using strain
15007 of Mycobacterium aurum as an indicator organism. The strain was subcultured
in a Dubos liquid mediuem, 5m/, at 37°C for 3 days. A 0.5m/ sample of this medium was
poured into 10 m/ of a melted modified Sauton agar medium (sodium glutamate was
substituted for asparagine), and this was poured into a Petri dish, 10cm in diameter.
After cooling, a disc (7mm in diameter) was immersed in to a test plasm and placed
onto the surface of the above plate. The plate was then incubated at 37°C for 3days, and
the diameter of the inhibition zone was measured. The plasm concentration was
determined comparing the diameter of inhibition zone with the standard curve.
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