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FOLLOW-UP STUDIES UP TO 2 YEARS OF PULMONARY TUBERCULOSIS
PATIENTS SUBMITTED TO THE PRIMARY CHEMOTHERAPY
FOR 1 YEAR WITH MULTIPLE DRUGS
INCLUDING ETHAMBUTOL*

Tuberculosis Research Committee, RYOKEN
(Chairman : Jiro GOMI)

(Received for publication January 17, 1973)

The bacteriologic and radiologic results after 1 year of controlled trials of three
regimens for previously untreated patients with pulmonary tuberculosis were reported
already (Vol. 46, No. 8). In the present paper, we report the follow-up results up to 2 years
after 1 year’s treatment of the following regimens:

EBy, — Streptomycin 1g twice weekly, INH 0.4g daily and PAS 10g daily for 1
year (Standard regimen)

EB, — Standard regimen of SM, INH and PAS with addition of EB 750mg twice:
weekly for 1 year

EB;, — Standard regimen of SM, INH and PAS with addition of EB 750mg daily
for 1 year

All patients had cavities and sputum positive on microscopy.

287 patients were included in the study, and 59 had to be excluded because of the:
primary drug resistance, etc. Out of the remaining 228 patients, 74 (32.4%) had defaulted
from the allocated regimens (Table 1).

In the group EBj, 92.0% of 80 patients were evaluated “favourable” or ‘“‘probably
favourable” ‘at 12 month, compared with 86.9% in the group EB, and 82.0% in the group
EB,. This difference was not statistically significant (Table 3). In the group EB5 only 1
patient (1.3%) was evaluated “unfavourable” at 12 month compared with 6 patients (8.8%)
in the group EB. This difference was statistically significant at 5% level.

Change of regimen because of side-effects was recorded in 5 patients (6.7%) in the group
EB; and 11 patients (15.3%) in the group EB, compared with 3 patients (4.3%) in the
group EBy. This difference was not significant.

In the evaluation at 18 and 24 months, there was no significant difference in the ratio of
“favourable” amang the three regimens (Tables 4 & 5).

In the group EB; only 2 patients were evaluated ‘‘unfavourable” during 2 years

* From the Tuberculosis Research Committee, RYOKEN, c/o Inform. Sect. JATA, Kekkaku
Yobo Kai Bldg., 3-12, 1-chome, Misakicho, Chiyoda-ku, Tokyo 101 Japan.
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including 1 year’s period of allocated treatment, compared with 11 patients of
“unfavourable”, “probably unfavourable” and bacteriological or radiological deterioration
in the group EB,. This difference was statistically significant at 1% level (Table 6). In cases
with multiple cavities or abundant bacilli in sputum, the difference between EBy and EB,
was definite (Table 7).

It was concluded therefore:

1) Multiple drug chemotherapy for previously untreated pulmonary tuberculosis
patients reduced the number of unfavourable cases, while defaulters due to toxicity
of drugs showed trend to increase.

2) In far advanced cases, multiple drug chemotherapy is worthy of consideration.
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Table 1. Patients Excluded from Analysis and Defaulted
from the Allocated Regimens

EBo EB: EB+ Total
Total allocated 89 98 100 287
Pretreatment culture negative 7 8 6 21
Primary drug resistance 7 14 10 31
Atypical mycobacteria 1 1
Treatment changed within 1 week
Discharged within 1 week 1 1 2
Retreatment 1 1 2
Total excluded 15 24 20 59
Total started treatment 74(100) | 74(100) | 80(100) | 228(100)
Discharged ' 11 12 9 32
Surgically treated 2 1 8 11
Treatment changed due to toxicity 3 11 5 19
Treatment changed due to deterioration 5 1 1 7
Died from active tuberculosis 1
Other reasons 1 2 1
Total stopped prescribed treatment 22(29.7) | 28(39.2) | 24(30.0) | 74(32.4)
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Table 2. Background Factors

Regimen of chemotherapy EBo EB: EB~

Total patients 74 74 80
Sex Male 48 (64.9) 50 (67.6) 57 (71.2)
Female 26 (35.1) 24 (32.4) 23 (28.8)
<29 years 32 (43.2) 34 (45.9) 41 (51.3)
Age 30~49 years 24 (32.4) 25 (33.8) 27 (33.8)
50~59 years 11 (14.9) 11 (14.9) 7 ( 8.8)
60 years and or more 7 (9.5) 4 (5.4) 5(6.3)
-+ 20 (27.0) 22°(29.7) 19 (23.8)
Sputum culture + 12 (16.2) 17 (23.0) 13 (16.3)
- 42 (56.8) 35 (47.3) 48 (60.0)
Radiologic Far advanced 37 (50.0) 33 (446) 46 (57.5)
finding Mod. adv. 33 (44.6) 40 (54.1) 33 (41.2)
(NTA) Minimal 4 (5.4) 1(1.4) 1(1.3)
) ) Caseoinfiltrative 48 (64.9) 50 (67.6) 60 (75.0)
](?)ésa;ccke]:’ssmcnlsassif.) Fibrocaseous 24 (32.4) 21 (28.4) 18 (22.5)
Far ad-mixed 2 (2.7 3 (4.1) 2 (2.5)
Extent of Small ;2 (16.2) 8 (10.8) 7 (8.8)
lesicns Medium 43 (58.1) 47 (63.5) 56 (70.0)
Large 19 (25.7) 19 (25.7) 17 (21.2)
No cavity 8 (10.8) 5 (6.8) 5(6.3)
vaglﬂipzzﬂﬁgf“c 44 (59.5) 51 (68.9) 59 (73.7)
Cavity “Q::Hz§“2:§§; 22 (29.7) 18 (24.3) 16 (20.0)
Single cavity 23 (31.1) 25 (33.8) 25 (31.3)
Multiple cavities 43 (58.1) 44 (59.5) 50 (62.5)
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at 12th Month

E Bo EB: E B+
Total started treatment 74 74 80
Not assessed 5 2 5
Total assessed 69 (100) | 72(100) 75(100)
Favourable 51 (73.9)| 47(65.3) | 55(73.3)
Probably favourable 9 (13.0)] 12(16.7) | 14(18.7)
Probably unfavourable 1 (1.5 1(1.4) ] 0
Unfavourable 5 (7.3)] 1(1.4) 1( 1.3)
Chemotherapy changed due to toxicity | 3 ( 4.3)| 11(15.3) | 5( 6.7)
Table 4. Status at 18th Month
EBo EB: EB+
Total patients assessed at 12th month 69 100 |71% 100 |75 100
Favourable 52(3) 75.4 | 51(4) 71.8|56(7) 74.7
Deteriorated or culture positive 3 4,31 2 2.8 1 1.3
No culture results (1) 15.9] 9  12.7( 1) 12.0
Lost 3 4319 12719 120
Patients with favourable status at 12th month 60 100 |59 100 |69 100
Favourable 45(1) 75.0 { 45(3) 76.3|53(7) 76.8
Deteriorated or culture positive 2 3.3 2 341 1.5
No culture results 11(1) 18.3| 6 10.2] 8(1) 11.5
Lost 2 3316 10.2) 7 101
* ! Excluded 1 patient died from toxicity at 4th month.

()

. Shows patients who got surgery.
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Status at 24th Month

EBo EB: EB+

Total patients assessed at 12th month 69 100 |71 100 |75 100

Favourable

Deteriorated or culture positive

No culture results
Lost

Died from non-tuberculous cause

41(3) 59.4 | 44(3) 62.0 | 43(5) 57.3
3 4.3 3 4210
191) 27.5 | 14(1) 19.7 | 18(3) 24.0
5 7.2(10 141114 187
1 1.5]0 0

Patients with a “favourable” status at 12th month |60 100 |59 100 |69 100

Favourable

Deteriorated or culture positive

No culture results
Lost

Died from non-tuberculous cause

34(1) 56.7 |39(2) 66.1|40(5) 58.0
3 5.0 2 3410

18(1) 30.0 |11(1) 18.6 |17(3) 24.6
4 6.7 7 11.9012 17.4

() Shows patients who got surgery,

Table 6. Deterioration during 12~24 Months from the “Favourable”
or “Probably Favourable” Cases at 12th Month

EBo EB: | - EB« Total
“ Favourable” or “probably favourable” at 12th month 60 59 69 188
Died from active tuberculosis 1 1
Positive culture with radiographic deterioration 3 3
Positive culture without radiographic change 1 1 1 3
Negative culture with radiographic deterioration 1 1 2
Total 5(8.3) |3(5.1) | 1(1.4) | 9(4.8)
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Table 7. Analysis of the Patients with “Unfavourable” Status and Deterioration

EB, EB: EB1
Unfavourable Unfavourable Unfavourable
Observed or %  |Observed or % |Observed or %
deteriorated deteriorated deteriorated
Far advanced 35 5 14.3 31 3 9.7 44 2 4.5
Moderately advanced 31 6 19.4 40 2 5.0 30 0 0
Cavity M'ultlple 41 10 24.4 43 5 11.6 47 2 4.3
Single 20 1 5.0 24 0 0 23 0 0
Sputum culture - 40 6 15.0 33 3 9.1 46 1 2.2
+~41 29 5 17.2 | 39 2 5.1 29 1 3.4
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