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This study was undertaken in an attempt to compare the clinical results and side effects
of daily and twice weekly intermittent administration of rifampicin (RFP) in re-treatment of
pulmonary tuberculosis.

The subjects were 203 re-treatment cases of pulmonary tuberculosis with cavity resistant
to multiple drugs who had not received RFP and pyrazynamide (PZA). They were divided
into three groups; the first group consisting of 67 cases was given RFP 450mg daily in
combination with PZA, the second group consisting of 67 cases, RFP 450 mg twice weekly in
combination with PZA, and the third group consisting of 69 cases, RFP 900 mg twice weekly
in combination with PZA, and the treatment was continued for six months in all the groups.

RFP was given orally in a single dose 30 minutes before breakfast and PZA orally in a
daily dose of 1.5g divided into three doses after each meal.

The background factors in these three groups are shown in Table 1. There was no
distinct difference between groups.

As shown in Table 2, negative conversion rate reached to a peak at the second month of
treatment in each group and negative conversion rate by culture at the sixth month was 63
per cent in the group given RFP 450 mg daily and 65 per cent in the group given RFP 900 mg

twice weekly, while in the group given RFP 450 mg twice weekly it was as low as 47 per

* From the Osaka Prefectural Habikino Hospital, 3-7, Habikino, Habikino City, Osaka 583
Japan.
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cent.

Changes of the basic lesions in the chest X-ray films are shown in Table 3. The rate of
improvement including slight ones at the sixth month of treatment was 20 per cent in the
group given RFP 450 mg daily, and it was slightly higher than 13 per cent in the group given
RFP 450 mg twice weekly and 10 per cent in the group given RFP 900 mg twice weekly. As
shown in Table 4, the rate of improvement of slerotic-walled cavity was low in all the
groups.

For sensitivity tests against RFP, Kirchner semisolid agar medium was used, and it was
regarded as resistant when the bacilli showed resistance to more than 5mcg/m! of RFP. As
shown in Table 5, emergence of RFP resistant tubercle bacilli was frequently observed after
four months of treatment, when RFP administration did not succeed in negative conversion of
bacilli, and at the sixth month it was over 60 per cent in all the groups.

Side effects due to RFP are shown in Table 6. Of 67 cases in the group given RFP 450 mg
daily, RFP was discontinued in one case due to gastrointestinal disturbances, while there was
no case in which RFP was discontinued due to allergy-like symptoms. On the other hand, of
67 cases in the group given RFP 450 mg twice weekly, fever which was likely an allergic
In addi-

tion, the treatment was discontinued in one case due to purpuric subcutaneous hemorrhage.

symptom was observed in 6 cases, and among them 5 had to discontinue treatment.

Of 69 cases in the group given RFP 900 mg twice weekly, fever was observed in 7 cases, and

6 had to discontinue RFP. It is worth while to note that there was practically no case

showing fever which was likely an allergic symptom in the group given RFP daily, while it

was frequently observed in groups given RFP intermittently.
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Table 1. Background Factors of the Cases in Each Group
FP 450 RFP 450 RFP 900
Group dRaily. PZA  |twice weebly. PZA | twice woebly. PZA
Number of cases 67 67 69
S Male 46 (68.7) 43 (64.1) 52 (75.3)
e Female 21 (3L.3) 24 (35.9) 17 (24.7)
A Less than 40 years 15 (22.3) 31 (46.2) 16 (23.1)
ge 40 years and over 52 (77.7) 36 (53.8) 53 (76.9)
Duration Less than 3 years 11 (16.4) 9 (13.4) 11 (21.0)
of the 3~5 years 7 (10.4) 8 (11.9) 5(7.2)
disease More than 5 years 49 (83.2) 50 (74.7) 53 (71.8)
NTA Moderately advanced 19 (28.3) 15 (22.3) 29 (42.0)
Far advanced 48 (71.7) 52 (79.7) 40 (58.0)
Caseoinfiltrative 2 (3.0 2 (3.0) 4 (5.7
Chest Basic I pibrocaseous 59 (88.0) 57 (85.0) 56 (81.3
X-ray lesions . . .3)
findings Far advanced-mixed 6 (9.0 8 (12.0) 9 (13.0)
Gakken
None 1 ( 1.5) 1 ( 1.5) 1(1.4)
Cavities { With nonsclerotic wall 3 (4.5 6 (9.0 6 (8.7
With sclerotic wall 63 (94.0) 60 (89.5) 62 (89.9)
ﬂfigiq¥f Positive on microscopy 48 (71.6) 53 (79.1) 41 (59.4)
1
in sputum | Positive on culture 64 (95.5) 66 (98.5) 67 (97.1)
Resistant to one drug 1 ( 1.6) 2 (29 1 (1.4
Drug .
resistance | Resistant to two drugs. 2 (31) 2 (29) 2 (2.8)
Resistant to three or more drugs 61 (95.3) 62 (92.8) 62 (90.1)

Number in parentheses denote percentages.
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Table 2. Negative Conversion of Tubercle Bacilli in Sputa
Months 1 2 3 4 5 6
S Number of cases | 48 48 47 47 47 47
mear
REP 450 mg Converted 27(56. 3)| 35(68. 3)| 32(68.1)| 31(64.7)| 20(61.8)| 27(57.5)
daily. PZA Cult Number of cases | 64 64 63 63 62 62
ultu
™ | Converted 31(48.5)| 44(68.8)| 39(62.0)| 38(60. 4)| 41(66.2)| 39(63.0)
s Number of cases | 53 52 52 51 45 43
mear
RFP 450 mg Converted 33(62.3)| 31(59.7)| 31(59.7)| 29(56.9)| 23(51.2)| 21(48.9)
twice weekly. PZA Cult Number of cases | 66 65 63 62 56 53
ur
SR Converted 25(37.9)| 33(50.8)| 32(50.8)| 30(48. 4)| 25(44.9)| 25(47.2)
s Number of cases | 41 41 40 39 35 35
mear
RFP 900 mg Converted 27(65.9)| 29(70.8)| 27(67.5)| 25(64. 2)| 22(62.9)| 20(57. 2)
twice weekly. PZA cute Number of cases | 67 67 66 64 59 57
ultur
€ | Converted 40(59. 8)| 46(68.7)| 46(69.7)| 44(68. 8)| 39(66.2)| 37 (65. 0)
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Table 3. Changes of Basic Lesions on Chest Radiograms
Months 2 4 6

Number of cases 67 66 65
Markedly improved — —_ —

RFP 450 mg Moderately improved — 1 (1.5) 1 (1.7

daily. PZA Slightly improved 3 (4.4 10 (15.1) 12 (18.4)
Unchanged 63 (94.1) 55 (83.4) 51 (78.4)
Deteriorated 1 (1.5) — 1 (1.5)
Number of cases 67 63 53
Markedly improved — — —

RFP 450 mg Moderately improved — 1 (1.6) 1 (L9

twice weekly. PZA | Slightly improved 5 (7.4) 5 (7.9) 6 (11.3)
Unchanged 60 (89.7) 57 (90.5) 46 (86.8)
Deteriorated 2 (29 — —
Number of cases 69 66 59
Markedly improved — — 1 (17

RFP 900 mg Moderately improved — 1 (1.5 —

twice weekly. PZA | Slightly improved 4 (5.7 5 (7.5) 5 ( 8.4)
Unchanged 65 (94.3) 60 (91.0) 52 (88.2)
Deteriorated - — 1(LT7)
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Table 4. Changes of Cavities on Chest Radiograms
Type of cavities Non-sclerotic wall Sclerotic wall
Months 2 4 6 2 4 6
Number of cavities 8 8 8 88 86 82
Markedly improved 1(12.5) | 2(25.0) | 2(25.0) | — — —
RFP 450 mg Moderately improved 1(12.5) | — — 1I(L1Y | — -—
daily. PZA Slightly improved — 2(25.0) | 2(25.0) | 4( 4.5) | 9( 6.9) | 16(19.5)
Unchanged 6(75.0) | 4(50.0) | 4(50.0) | 83(94.4) | 77(93.1) | 65(79.3)
Deteriorated — — — — — 1( 1.2)
Number of cavities 11 11 6 85 80 65
Markedly improved — 1(9.1) | 1(16.7) | — — —
RFP 450 mg Moderately improved | 2(18.2) | 1( 9.1) | 1(16.7) | — — 1( 1.6)
twice weekly. PZA | Slightly improved — 4(36.4) | 3(50.0) | 7( 8.2) | 10(12.5) | 7(10.7)
Unchanged 9(81.8) | 5(45.4) | 1(16.6) | 78(91.8) | 70(87.5) | 57(87.7)
Deteriorated — — — — — —
Number of cavities 12 10 10 86 81 73
Markedly improved 3(25.0) | 4(40.0) | 6(60.0) | — — —
RFP 900 mg Moderately improved 1( 8.4) | 1(10.0) | 3(30.0) | — — 1( 1.3)
twice weekly. PZA | Slightly improved 4(33.3) | 4(40.0) | — 6( 6.9) | 10(12.3) | 10(18.7)
Unchanged 4(33.3) | 1(10.0) | 1(10.0) | 80(93.1) | 71(87.7) | 62(85.0)
Deteriorated — — —_ — — e
Table 5. Emergence of RFP Resistant Strains
Before After treatment for
treatment ~6
~2 ~4 (Months)
Number of cases examined 63 18 19 20
REP 450 mg Number of cases istant
ily. PZA mbe ases resistan _
daily. P. to 5 mcg/ml or more RFP 3 (17.6) 9 (47.3) 13 (65.0)
Number of cases examined 65 30 25 22
REP 450mg 7ZA | Number of cases resistant
i kly. PZA
twice weekly to 5 mcg/ml or more REP 1 4 (13.3) 15 (60.0) 14 (63.5)
Number of cases examined 66 16 19 16
REP 900mg 7 A | Number of cases resistant
twi kly. PZA m ases resistan _
wice weekly to 5meg/ml or more RFP 4 (25.0) 14 (73.7) 13 (81.3)
Table 6. Side Effects
RFP 450 mg RFP 450 mg RFP 900 mg
daily. PZA twice weekly. PZA twice weekly. PZA
Number of cases 67 67 69
Fever — 6 7
Rash 2 1 —
Subcutaneous hemorrhage — 1 1
Gastro-intestinal disturbance 1 — 1
Cases showed side effects 3 (4.5 8 (11.9) 8 (11.6)
1 (1.5) 6 (8.9 6 (8.7
. . Gastro-intestinal Fever «ecceeceeseerns 5 Fever «cceceeecseeens 6
Cases discontinued RFP .
disturbance:-::-- 1 Subcutaneous
hemorrhage ---1
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