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THERAPEUTIC EFFECT OF RIFAMPICIN ON RE-TREATMENT
CASES OF PULMONARY TUBERCULOSIS*

Tuberculosis Research Committee, Ryoken (Chairman . Jiro GOMI)

(Received for publication June 19, 1970)

The Tuberculosis Research Committee, Ryoken, Japan, investigated the therapeutic effect
of Rifampicin (RFP) on re-treatment cases of pulmonary tuberculosis. Patients who failed to
convert to negative in spite of the long-term treatment with primary and secondary drugs and
whose sputa were continuously positive for 3 months, were subjected to this study.

Cases were divided into the following two groups.

Group I : Patients who had been treated previously with Ethambutol (EB). The previous
regimen applied before this study was continued with the addition of RFP.

Group II : Patients who have not been treated with EB previously. Cases in this group
were subdivided into the following two groups at random.

Group II A : Treated with RFP daily and EB daily.

Group 1l B : Treated with RFP twice weekly and EB daily.

The dose of RFP was 450 mg per day and that of EB was 750 mg per day.

Of 358 patients submitted to the study, 105 have been excluded from the analysis on
account of pretreatment impertinent conditions or dropped-out, and the number of cases
remained in each group was 121 in group I, 67 in group II A, and 65 in group II B. The results
of treatment up to six months were analyzed in these patients.

The rate of sputum conversion was 57.3% in group I, 73.89; in group II A, and 79.49;
in group II B at three months, 50.49,, 82.59%; and 84.59%,, respectively, at six months. It is
noteworthy that over 809; of the re-treatment cases can be converted to negative after six
months treatment with the combination of RFP and EB.

These patients treated with RFP showed no serious side effects, except gastrointestinal
disturbances. In group I and II A which were treated with RFP daily, the incidence rate of
gastrointestinal disturbances was higher than in group II B with twice weekly use of RFP.

It is interesting that the regimen with RFP twice weekly and EB daily showed excellent
therapeutic effect with less side effects.

* From the Tuberculosis Research Committee, Ryoken cfo Inform. Sect., JATA, Kekkaku
Yobokai Building 3-12, 1-chome, Misaki-cho, Chiyoda-ku, Tokyo 101 Japan.
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Table 1. Background Factors
inserored previoseiyy ] (EB: not administered previously)
ministere révious. : not administere revious.
Treatment group RFP daily+ | Subgroup A RFP Subgroup B:RFP
previous regimen daily+EB daily twice weekly+EB daily
Number of cases studied No. 121 %) No. % No. %)
Sex Male 64  (52.9) 39  (58.2) 4 (67.7)
Female 57  (47.1) 28  (41.8) 21 (32.3)
~39 1 55  (45.5) 17 (25.4) 17 (26.2)
40~49 r 30 (24.8) 18 (26.9) 20  (30.8)
Age (years) 50~59 23 (19.0) 15 (22.4) 12 (18.5)
60~ 13 (10.7) 17 (25.4) 16 (24.6)
. 0 14 (11.6) 12 (17.9) 11 (16.9)
?;;:2:31 content on 1~ 2 16 (13.2) 9 (13.4) 9 (13.8)
(Gaffky) 3~ 6 68 (56.2) 27 (40.3) 25 (38.5)
y 7~ 23 . (19.0) 19 (28.4) 20  (30.8)
(-) 3 (.5) 1 (1.5) 0
Bacterial content on (+) 32 (26.4) 20 (29.9) 21 (32.3)
culture () 21 (17.4) 10 (14.9) 12 (18.5)
) 65  (53.7) 36  (53.8) 32 (49.2)
Minimal ‘ 0 0 0
NTA classification Mod. advanced 1 17 (14.0) 18 (26.9) 11 (16.9)
Far advanced | 104 (86.0) 49 (73.1) 54 (83.1)
Nature of basic lesion B 4 3.3) 5 (7.5) 2 3.1)
(GAKKEN c 81  (66.9) 47 (70.1) 48  (73.9)
classification) F 36 (29.8) 15 (22.4) 15 - (23.1)
. Single 7 (5.8) 9 (13.4) 6 9.2)
Number of cavity | \ryjiiple 114 (94.2) 58  (86.6) 59 (90.8)
Nat £ it 1 Non-sclerotic 2 1.7 5 (7.5) 3 (4.6)
ature ot cavity wall | gelerotic 119 (98.3) 62  (92.5) 62 (95.4)
SM 116  (95.9) 65  (97.0) 64  (98.5)
INH 116 (95.9) 64 (95.5) 64 (98.5)
PAS 108 (89.3) 59 (88.1) 62 (95.4)
KM 110 (90.9) 4  (65.7) 40  (61.5)
Drugs given CS 96 (79.3) 31 (46.3) 34 (52.3)
previously TH 99  (81.8) 29  (43.3) 37 (56.9)
EB 116 (95.9) 0 0
PZA 56  (46.3) 12 (17.9) 7 (10.8)
CPM 57 (47.1) 12 (17.9) 6 9.2)
VM 62 (51.2) 9 (13.4) 8  (12.3)
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Weekly Results of Smear Examination

I. RFP daily + previous regimen IIA. RFP daily+EB daily 1IB. REP twice weekly +EB daily

Treatment group Patients Smear negative Patients Smear negative Patients Smear negative
a d No. (%) d No. % d No. %)

6 115 40  (34.8) 40 13 (32.5) 38 11 (28.9)

Months 5 116 35 (30.2) 39 13 (33.3) 41 15  (36.-6)
before 4 116 33  (28.4) 45 14 (31.1) 47 16  (34.0)
tjgggg;it 3 120 40  (33.3) 55 22 (40.0) 52 1 (21.1)
2 119 28  (23.5) 55 10 (18.2) 56 16  (28.6)

1 121 26  (21.5) 60 16 (26.7) 61 16 (26.2)

0 121 14 (11.6) 67 | 12 (17.9) 65 1 (16.9)

1 75 . 31  (41.4) 47 i 27  (57.4) 48 28  (58.3)

2 77 43 (55.8) 46 | 24 (52.2) | 44 26 (59.1)

3. 78 42 (53.9) 47 | 28  (59.6) . 44 27 (61.4)

L4 84 40  (47.6) ' 49 ; 27 (55.1) 53 32 (60.4)

5 76 . 44 (57.9) ! 50 | 35 (70.0) 51 32 (62.7)

6! 78 | 58 (744 | 46 | 31 (67.4) = 49 35 (71.4)

7 83 59 (71.1) | 48 | 33  (687) = 48 33 (68.7)

8 86 60 (69.7) 48 37 (77.1) 48 35 (73.0)

9 76 55 (12.4) 48 1 36 (75.0) = 47 36 (76.5)

10 84 62 (73.7) | 4 | 30 (68.2) 50 39  (78.0)

Weeks after | 11 81 52 (64.2) 50 -« 42 (84.0) 45 35 (77.7)
starting | 12 85 56  (65.8) ’ 4 | 38 (86.4) " 51 ' 39 (76.5)
treatment .4 | gy 54 (13.0) 46 | 39 (84.8) 46 38 (82.6)
14 | 84 56  (66.6) 43 36 (8.7) | 49 42 (85.7)

t 15 80 57 (71.2) | 51 40 (78.4) | 6 a1 (89.1)

16, 8 55 (64.7) | 48 39 (81.3) | 45 . 34 (75.6)

17 i 74 45 (60.8) | 48 45  (93.8) 48 | 40 (83.3)

L 18 83 52 (62.6) | 4 38  (86.4) 46 39 (84.8)

19 82 48  (58.6) ! 46 41 (89.1) 48 46  (95.8)

20 | 80 54  (67.5) ' 48 43  (89.6) 43 37  (86.0)

21 f 78 47  (60.3) 45 39 (86.7) 45 39 (86.7)

22 88 | 53  (60.2) 42 35  (83.3) 47 40  (85.1)

23 i 74 46  (62.2) 43 39 (90.7) 44 39  (88.6)

24 74 45  (60.8) 43 36 (83.7) 48 4  (91.7)
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Table 3. Monthly Results of Culture Examination
I. RFP daily +previous regimen IIA. RFP daily + EB daily IIB. RFP twice weekly+EB dally
Treatment group Patients Culture negative Patlenta Culture negative Patlents Culture negative
d No. (%) assessed No. %) assessed No. %)
6 109 9 (8.3) 39 3 (7.7) 36 4 (11.1)
5 113 14 (12.4) 39 5 (12.8) 40 5 (12.5)
Months
before 4 113 9 (8.0) 44 4 (9.1) 45 4 (8.9)
start of 3 115 11 (9.6) 51 3 (5.9) 52 3 (5.8)
treatment
2 114 6 (5.8) 53 1 (1.9) 56 4 (7.1)
1 116 6 (5.2) 59 1 1.7) 59 2 3.4)
0 121 3 (2.5) 67 1 (1.5) 65 0
1 118 44 (37.3) 64 30 (46.8) 65 24 (36.9)
Months 2 116 66 (57.0) 65 38 (58. 4) 64 36 (56.2)
s;fr‘frof 3 117 67  (57.3) 65 48  (73.8) 63 50  (79.4)
treatment 4 109 64 (61.4) 64 55  (85.9) 60 50  (83.3)
5 108 55 (50.9) 62 53 (85.5) 61 49 (80.3)
6 105 53 (50. 4) 57 47 (82.5) 58 49 (84.5)
Fig. 2. Proportion of Patients with Negative Culture
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Table 4. Radiographic Changes of Basic Lesion
M Slightl |
onthe aHer | Treatment|  Totel | Markedly | Moderately | SWBUY, | No change | Worsencd
treatment group assessed No. (%) No. (%) No. (%) No. (% No (%
I 121 0 0 5 (4.1)| 114 (94.2) 2 a7
3 TA 67 0 2 (3.0 5 (7.5)| 59 (88.1) 1 (L1.5)
IB 65 0 2 (31 4 (6.2)| 58 (89.2) 1 (1.5
I 121 0 0 14 (11.6) | 105 (86.8) 2 a7n
6 TA 65 0 2 (31| 12 (18.5)| 50 (77.0) 1 (1.5
IB 63 1 (1.6 2 (3.2 8 (12.7) | 51 (81.0) 1 (1.6)
* I: RFP daily +Previous regimen, II A:RFP daily+EB daily, 1IB:RFP twice weekly+EB daily
Table 5. Radiographic Changes of Cavitation
Slightl ,
Mo:tt::ti:?er T’:;;‘:".m ca’\l:roitt?elu ?ﬁ;xl-?vdelg Nilx;.id;r?\:(,ly impf'o:reyd No change Worsened
treatment P assessed No. (%) No. (%) No. (%) No. (%) No. (%)
I 195 0 0 11 (5.6) | 180 (92.3) 4 (21
3 TA 109 1 (0.9 4 3.7 10 (9.2) 94 (86.2) 0
IB 106 1 (0.9 2 (1.9 | 14 (13.2)| 88 (83.0) 1 (0.9
I 194 3 (15| 3 @s)| 6 @] 175 (9.2 7 (3.6
6 ITA 105 1 (1.0 2 (1.9 21 (20.0) 81 (77.1) 0
IB 105 2 (1.9 5 (4.8) 19 (18.1) 78 (74.3) 1 (1.0
* I: RFP daily +Previous regimen, II A:RFP daily+EB daily, IIB:RFP twice weekly+EB daily
Table 6. Course of Total X-ray Findings
1 kedl Mod 1 Slightl !
Mo::::ti?:fgter Trgeraot:;e.nt p’:g;:ltl ?g'la;roevdeg im;:oavt:dy im;:e'o:'eyd No change | Worsened
treatment assessed No. % No. %) No. % No. % | No. )
I 121 0 0 5 (4.1)| 110 (90.9) 6 (5.0
3 IA 67 0 2 (3.0 7 (10.4) 57 (85.1) 1 (1.5)
IB 65 0 0 7 (10.8) 56 _(86.2) 2 (3.1
1 121 0 2 17 4 (3.3)| 108 (89.3) 7 (5.8)
6 TA 65 0 1 (1.5) 14 (21.5) 49 (75.4) 1 (1.5)
IB 63 0 2 3.2 8 (12.7) 51 (81.0) (3.2)
* 1: RFP daily+Previous regimen, II A:RFP daily+EB daily, IIB:RFP twice weekly+EB daily
Table 7. Summarized Evaluation
Mo arting Treatment patiats | improved | improved | impovia | No change | Worsened
treatment assessed No. % No. %) No. % No. < No. 9
I 121 0 0 53 (43.8) | 61 (50.4) 7 (5.8)
3 IA 65 0 2 (31)| 40 (61.5) | 22 (33.8) 1 (1.5)
I B 65 0 0 36 (55.4) 27 (41.5) 2 (3.1
1 121 0 1 (0.8) 45 (37.2) 68 (56.2) 7 (5.8)
6 IA 64 0 1 (1.6) 46 (71.9) 16 (25.0) 1 (1.6)
IB 63 0 2 (3.2 45 (71.4) 14 (22.2) 2 (3.2

* I: RFP daily+Previous regimen,

II A : RFP daily+EB daily,

II B : RFP twice weekly+EB daily
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Table 8. Incidence Rate of Side Effects during Six Months Treatment
Treatmeat group v ey Tlll\. RFP daily +EB dnllJ UB. REE twice weekly
Total patients assessed 147 86 ‘ 76

Side effects wl;":éer:":n Side effects wl;“}:éer:lv'm Side effects wl;’tal::jer:!‘:n

No. (%) | No. No. (%) | No. (%) | No. (%) ! No. (% _
Elevation of S-GPT i 8 (5.4) 1 ©.7) 1 (1.2)] o 1 (1.3)! o
Elevation of S-GOT 7 (4.8) 0 0 3 3.9 0
Albuminuria 4 21| o0 1 1.2)| o 1 (1.3)| o0
Glycosuria 3 (2.0) 0 0 0 1 (1.3) 0
Gastro-intestinal symptoms 19 (13.3) 7 (4.8) | 16 (18.6) 6 (7.0) 3 (3.9 0
Rash 1 (0.7) 0 1 (1.2 0 1 (1.3) 1 (1.3)
Itching 1 (07| o 0 ] 1 (1.3)| ©
Paresthesia 3 20| 0 1 (1.2)| 0 1 (1.3)| o0
Fever 0 0 1 12 1 (1.2 1 1.3)| 1 (1.3)
Headache 4 (2.7 0 2 (2.3) 0 2 (2.6) 0
Dizziness 0 0 ] 0 1 (1.3) 0
Visual disorders 1 07| o ] 1 @2 1 12| 1 @3 1 (1.3
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