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COMPARISON OF THERAPEUTIC REGIMENS WITH ANTITUBERCULOSIS AGENTS
IN INITIAL TREATMENT OF LUNG INFECTION CAUSED BY
MYCOBACTERIUM AVIUM COMPLEX

Michio TSUKAMURA * | Satoshi ICHIYAMA, and Takuya MIYACHI
(Received for publication March 12, 1987)

Of more than 200 patients with lung disease due to Mycobacterium avium complex
treated in this hospital in a period of 20 years, 124 patients with the following background
factors were the subjects of observation : (1) previously untreated by antituberculosis
agents ; (2) the period of observation more than 9 months ; (3) patients with new cavitary
lesion in the roentgenographic picture ; (4) the extent of disease not more than two lobes ;
(5) twice or more isolations of the M. avium complex from sputum specimens by monthly
sputa examination. Negative conversion of sputum culture was defined as continuous
negative cultures for a period of six months or more by monthly sputa examination. The
negative conversion rate in each regimen used initially for treatment was compared by the
x* —test. Regarding the patients treated by INH alone or INH+PAS (+PZA) as the control
group, the patients who were treated by the regimens RFP+INH+SM or RFP+INH+EVM,
showed a statistically significantly higher negative conversion rate. The patients who were
treated by other regimens, including the regimen RFP+INH+EB, did not show such a
significant difference. In conclusion, the first retrospective study of the treatment of M.
avium complex disease revealed that combined regimens RFP+SM or RFP+EVM were really
effective in the treatment of this disease.
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Table 1. Background Factors of Patients with Lung Disease Caused by Mycobacterium avium

Complex
o ) ‘ Ratio Average age Average period
Initial regimen No. of patients of observation
g male/ female (Years)? (Mas
A SM+INH +P AS 12 (10/2)=15.0 56.0 =+ 14.4 81.6
B INH 6
INH+PAS 2 10 (7/3)=2.3 65.9 + 11.2 24.6
INH+PZA 1
INH +PAS+PZA 1
C RFP+INH+SM 30 @3/7)=23.3 57.4 £ 16.2 12.4
D RFPHNH+EVM 4 (1/3)=0.3 53.3 £ 9.7 31.5
E RFP+INH+EB 31 (24/7)=3.4 58.7 £ 12.0 23.7
+
F RFP +INH 13 16 (B/11)=0.5 57.1 £ 16.9 26.5
RFP+INH+PAS 3
G Miscellaneous 21 (18/3)=16.0 57.2 + 12.0 63.2
Total 124 (88/36)= 2.4 58.1 £ 14.2 33.9

a (Mean) * (Standard deviation ),

Table 2. Chemotherapeutic Regimens Used for Treatment and the Rate of Negative Conversion

of Sputum Cultures

No. of patients who
Initial regimen No. of patients had Negative conversion Rate of sputum
of sputum cultures conversion
A SM+INH+PAS 12 3D (3/12) X100 = 25%
B INH 6 1
INH+PAS 2 0
X - G,
INH+ P7Z A 1 10 0 1 (1/10) X100 10%
INH +PAS +PZ A 1 0
C RFP+INH+SM 30 19 (*1) (19/30) X100 = 63%
D RFP+INH+EVM 4 4 (*1) (4/4)%x100 =100%
E RFP+INH+EB 31 14 (*2) (14/31) X100 = 45%
RFP +INH 13 5 (*2)
F 16) % = 31%
RFP +INH+PAS 3} 16 0 } ° (6/16) 100 %
G Miscellaneous 21 7 1) (7/21)x100 = 33%
Total 124 53 (563/124)x 100 =43%

* The number of patients who had relapse in further observation,
Remark. The rate of sputum conversion after subtracting the relapse cases is (45/124)X100=36%.
The administration of antituberculosis agents were carried out as follows :

Rifampicin (RFP), 0.45 g daily; isoniazid (INH), 0.2 - 0. 4 g daily ; ethambutol (EB ),075-10g

daily ; ethionamide or prothionamide (TH), 0.4 - 0.5 g daily; cycloserine (CS), 0. 5 g daily;

p—aminosalicylate (PAS), 7. 5 -8. 0 g daily; pyrazinamide (PZA), 0.5 -2. 0 g daily ; minocycline(MC ),

0.1 g daily; streptomycin (SM), 0. 75 g intramuscular daily for 1 — 3 months and thereafter 1 g per

day, twice weekly, or from the beginning,
enviomycin (EVM),

three days weekly,

1 g per day, twice weekly throughout for 6 months ;
1 g per day intramuscular, three times weekly; kanamycin (KM), 1g
intramuscular per day,
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Table 3. The Regimens Used in the Miscellaneous Regimen Group (Group G)
and their Chemotherapeutic Effects

=,

=

Age Sex Initial regimen Sputum culture
1 63 M RFP + INH+ KM +
2 57 F RFP +INH +KM +
3 75 M RFP + KM’ -
4 48 M EB+KM+ TH +
5 47 M RFP +EB+KM +
6 54 M RFP +EB+TH —+
7 57 M EB+TH+EVM +
8 35 M TH+INH+PZA -
9 47 M RFP +INH+PZA -
10 55 M RFP+EB+PZA -
11 47 M EB+INH +
12 50 M EVM + INH -
13 50 F EVM + INH +
14 75 M EB+ TH — (Relapse occurred )
15 75 F INH + MC +
16 86 M INH + MC +
17 55 M RFP + KM+ INH +TH+ CS +
18 52 M RFP+ INH+ EVM+ TH +
19 59 M RFP +EB+ SM + INH +
20 57 M RFP+ EB+ SM+ INH +
21 57 M RFP+EB+INH+PZA -
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Table 4. Statistical Comparisons of the Rate of Negative Conversion of Sputum Cultures

between Various Chemotherapeutic Regimens

Initial regimen %géieggigguwm Statistical significance
RFP + INH+ SM 19,730
INH or INH+ PAS 1.8 + (p<5%)
RFP + INH + EVM 44
INH or INH + PAS 18 + (P<2.5%)
REP + INH + S M 19,730
INH, INH + PAS, INH+ PZ A L 10 + (p<2.5%)
INH+PAS + PZA
RFP + INH + EVM 44
INH, INH + PAS, INH + PZA o + (p<2.5%)
or INH + PAS+ PZA
RFP + INH + SM 19,730
<SM+INH+PASINHINH+PAS» o + (p<0.5%)
INH + PZA or INH+ PAS + PZ A
RFP+ INH+ EVM 44
SM+ INH+ PAS, INH, INH+ PAS, e + (p<1%)
INH + PZA or INH+ PAS + PZA
RFP + INH + SM or
< FP+INH + EVM 23734 + (p<5%)
RFP+INH + PAS or RFP + INH 5,16
SM + INH + PAS 3./12 =69
RFP + INH + SM 19,730
RFP + INH + EVM 44

-+ [?)

SM + INH + PAS 3,12 (p<5%)
RFP + INH + SM or RFP + INH +

SM or 23,734 .
EVM + (p<5%)
SM+ INH + PAS 3./12

— . o N 2
Statistical significance was examined by the x“—test.

Statistical comparison was made by the chi square test with the Yates correction (freedom 1),
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