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The therapeutic effect of a new antibacterial substance ofloxacin (DL 8280) is reported
based on the data of one year—administration for 16 treatment—failure patiants with pulmon-
ary tuberculosis. All patients had chronic cavitary lung tuberculosis with the disease histo-
ry of 3 to 25 years. The study started with 19 patients, but three patients died until the8th
month due to cor pulmonare. These three patients were not included in the data of this st-
udy. The remaining 16 patients received oral administration of ofloxacin (DL 8280) as a si-
ngle daily dose of 300 mg. A few antituberculosis agents, which failed to bring in the ba-
cilli negative conversion were used in combination.

The culture positivity was reduced markedly by the administration of ofloxacin (Table
1 and Fig. D.

The negative conversion of tubercle bacilli in sputum cultures occurred in three patie-
nts, cases no. 2, 5 and 19 (Table 1). Another one pat1ent (case no.3) also seemed to have
reached the negative conversion, as the patlent showed negatlve culture until the fourteenth
month of the observation (Table 1 shows the results until the twelfth month). Case no. 1
had once the negative conversion, but later showed occasional excretion of small amounts

(1 to 10 colonies) of tubercle bacilli (Table D.
Improvement of the x—ray feature (reduction of cavity size) was observed in 5 patients
(cases no. 2, 3, 5, 7 and 12, and increase of body weight more than 4 kg in four patie-
nts (cases no. 3, 4, 5 and 19).
The resistance of tubercle bacilli to ofloxacin appeared in the the third or fourth month

of administration (Table 2).

* From the National Chubu Hospital, Obu, Aichi 474 Japan.
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No side effects were observed during during the administration period of one year. No
~ pathologic findings were observed in the following examinations: Blood cell counts; amou-
nt of hemoglobin; leucocyte components; amounts; amounts of inorganic ions in serum; se-

rum transamidase activities ;

nitrogen and creatinine in the serum;
urine.

amounts of protein,

alkaline phosphatase activity in serum; amount of urea

sugar and sediments in the

In conclusion, ofloxacin (DL 8280) has been considered to be an effective agent for

the treatment of pulmonary tuberculosis.

Keywords : Ofloxacin, DL 8280, Pulmonary

tuberculosis, Therapeutic effect
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Table 1. Smear and Culture Positivity Before and After Administration of Ofloxacin (DL 8280)

Case Before administration After administration

no. Time in months Time in months

-12 =11 -10 -9 -8 -7 -6 -5 -4 -3 -2 -1 +1+2+3 +4 +5 +6 +7 +8 +9 +10 +11 +12

1 Smear@ - m - m- - - VvV - 1 i - - - - - - - - - - - 1
Cultureb 17 43 3 + - - - - (3 + + - - - - - -1 -1 - - -
Resistance © <1.25 <1.25

2 Smear I - - - - - - - - - - - - - - - - - = = - - =
Culture 48 1 7 - 2 2 2 2 5 8 5 - = - = = - @2 - - (@®W - -
Resistance <1.25

3 Smear - - - - - - - - - - - - V - - - - - - - -
Culture 8 - 12 2 + - - 18 - 3 3 - - + - - - -3 - - -
Resistance <1.25 5 5 2.5

5 Smear m m VI N - - v - VI I Vv - V1 - - - - - - - - = -
Culture + o+ o+ o+ A = =+ o+ o+ + — 44 4d - -2 - - - - -
Resistance <1.25 <1.25

19 Smear - - - - - = - - - - e
Culture - - - -3 - —-15 1 3 3 - - - - - - - - - - - =
Resistance <1.25

a The Roman numerals show the Gaffky numbers.
b Symbol + shows more than 100 colonies on isolation medium; Actual number shows

the number of colonies. The number in parentheses shows the number of colonies

of Mycobacterium intracellulare.

¢ The resistance of tubercle bacilli to ofloxacin (DL 8280) was tested in the Ogawa egg
medium, using the following test concentrations: 0, 1.25, 2.5, 5 and 10 pg/ml.

d These colonies were not cultivable.
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Table 2. Smear and Culture Positivities and Resistance of Tubercle Bacilli to Ofloxacin (DL8280)

After Administration of Ofloxacin (DL 8280) (Part 1)

Case no. Before Time in months after administration of ofloxacin

adminis- 1 2 3 4 5 6 7 8 9 10 11 12
tration

4 Smear \Y I o Il - - - - - v 1\% - m v
Culture ++ o+ + 5 - 2 5 - ++ o+ + + + -
Resistance <1.25 <1.25 <1.25 2.5 5

6 Smear - m I I\ \Y% VI v \Y% v VI - VI - v
Culture + + + + + + + ++ o+ ++  ++ o+ + +
Resistance <1.25<1.25<1.25 5 2.5 2.5 10 5 5 5 5

7 Smear - - I\ - - - - - - - - I - -
Culture + 23 + 18 - + + 5 - + + + + +
Resistance <1.25 <1.25 <1.25 5 5 5

8 Smear v v v \Y - m Vil VI VI v v - - v
Culture + + + - - - + - - + + + - +
Resistance <1.25<1.25 1.25 5 5 5

10 Smear VI — v - — v VI - — - i - v v
Culture + - + - 15 ++ + + - 2 + + + +
Resistance <1.25 5 5 10 10

11 Smear v Vi vi \Y% VI v \Y% 1\ v VI \Y \% \Y% Vi
Culture ++  + + + + ++ - - - ++ 4+t ++ + +
Resistance <1.25 <1.25<1.25 10 10 10 10 10 10

12 Smear v v v I I I v v v I v - v v
Culture + + + 7 45 18 + - + + + + + +
Resistance <1.25<1.25 2.5 2.5 2.5 5 5

13 Smear VI Vi VI - v Jilg 1| - Vi v - v Vi -
Culture ++  + + 19 10 10 1 1 + + + + ++ =
Resistance <1.25 <1.25<1.25 <1.25 2.5 2.5 1.25

15 Smear i v m m - v - Uil VI VI VI \Y - v
Culture + + 30 + - + - ++  ++ o+ + + + +
Resistance <1.25<1.25<1.25 2.5 5 5 5 5 5

17 Smear VI VI v v VI Vi Vil VI VI Vi VI | Vi VI
Culture ++ o+ 32 15 + + ++ ++  ++ e+ + + +
Resistance <1.25<1.25<1.25<1.25 5 5 5 10 10 10 10 10 10

18 Smear I \Y% v \Y - VI VI \Y4 VI VI v \Y% - VI
Culture + + 7T+ ++ A+ + + + +
Resistance <1.25<1.25<1.25 5 5 5 5 5 5 5 5 5

Smear shows the Gaffky number.
Culture. ++ Partially confluent growth. + More than 100 colonies.

Actual numbers show the number of colonies which grew on isolation medium.
The resistance to ofloxacin was measured using the ogawa egg medium and the following

concentrations of ofloxacin, 0, 1.25,2.5,5 and 10 ug/ml.

ICEERBHRBEL L ->THE (K1), Bl R,
5, DL8280I3, MifDIGHEL L THMTHS LH
FEaNb, BIERIL, 1 EROBSHMAZEURA S
ETHo1

DL 82801t tEE (3, (MR, £BEI6LDOKTNT
B, 1.25ug/miic BREM AR Lo £, 1983FB &
U19844F iz EFEhEBIRBeIC FEBE L 7o B 238 L DFERLE
DEE LTS &, 238%th 2378 (99.6%) FTH,
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Table 3. Smear and Culture Positivity of One Patient , 60 Year—Old Male, Before and
After Administration of Ofloxacin (DL 8280)

Before administration After administration

Time in months Time in months

-12-1-10-9 -8 -7 6 -5 4 -3 -2 -1 1 2 3 4 5 6 17
Smear @ i v vV I ¥ vi I v I Vi i v v - V VI I IV V
Culture b + 4+ o+ o+ o+ o+ o+ 11+ o+ + 38 - - =+ = ==
Resistance © <1.25 5

Chemotherapy d INH-PAS-PZA

INH-PAS

INH-PAS-DL8280 300 mg daily

a The Roman numerals indicate the Gaffky numbers.
b The amount of colonies on the isolation medium which grew after incubation for 8 weeks.
+: More than 100 colonies. The actual numbers indicate the number of colonies.
¢ The level of resistance of tubercle bacilli to ofloxacin, which was measured on the Ogawa egg

medium after incubation for 4 weeks.

d INH, Isoniazid 0.4 g daily; PAS. P—Aminosalicylate, 7.5 g daily; PZA, Pyrazinamide, 1 g

daily.
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Fig. 1. Comparison of culture positivity be-
fore and after administration of ofloxacin (DL
8280). Time O indicates the initiation of admi-
nistration of ofloxacin (300 mg daily). During
the observation period of two years, only anti-
tuberculosis agents, to which the tubercle baci-
1li of the 16 patients showed the resistance,
were used in combination with ofloxacin.
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ML ERL, 482054kg Dl EDEEHEMAERL
7-o BIFERIZZED S5, DL8280 DK 54 thiE L /-4
1275 - foe LLEDFERL 5, DL 828013, ffifkkois
BRIcEHEANEEZ SN

DL 8280 Hh&EA%EEIE, BEREMEALL 732> - 7 AERIT
i3, BE5EIPERE4BIHBEL

X it

1) FATEHE - MIEEIEZ © $HEE DL 8280 i ft%
iextd BEERE A O RS, #if%, 59: 477 — 481,
1984.

2) Tsukamura, M. ,et al.: Therapeutic effect of
a new antibacterial substance ofloxacin (DL
8280) on pulmonary tuberculosis, Am Rev
Respir Dis , 131: 352—356,1985.

3) ikl : Mycobacterium tuberculosis (H37Rv
) o DL8280Mm HE, ##%, 59: 337 — 339,
1984.



