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Enviomycin (EVM) is an anti-tuberculous agent, isolated from the culture broth of Strepto-

myces griceoverticillatus var. tuberacticus N6-130 and it has been used for about four years in clinical

therapy.
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This paper deals with the clinical investigation on therapeutic effects and adverse reactions of

EVM in 134 patients with cavitary pulmonary tuberculosis who had failed to respond to the previous

treatment. The study was carried out cooperatively through the participation of 15 national sana-

toria and a national hospital in the district of Tokai and Hokuriku.

One hundred and thirty four cases were divided into two groups: Group A, “Daily regimen group”

and Group B, “Intermittent regimen group” and they were compared with each other with special

* From the National Sanatorium Higashi-Nagoya Hospital, Meito-ku, Nagoya, Aichi 468 Japan.
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emphasis on the occurrence of adverse reactions. The background factors were. presented in Table

1.

Seventy two cases of Group A were administered EVM 1 g daily intramuscularily for the first
three months and thereafter EVM 1 g three times a week together with drugs which had been used in
each cases before starting this study. Sixty two patients of Group B were administered from the begin-
ing EVM 1 g three times a week together with drugs as described in the case of Group A. The
treatment was continued for six months.

Episodes of adverse reactions were observed in 27 cases (20.1 %) of 134 patients (Table 2). The
eighth cerebral nerve disorder was seen in 13 cases (9.7 %), among them only two cases were hearing
impairment.

Allergic reactions such as eruption and fever were found mainly in Group B (Table 3) and young
women (Table 5). Such a flu-like syndrome appeared at 1.5 months after starting the use of EVM.
The fact suggests that daily administration might be better than intermittency in preventing adverse
reactions.

The negative conversion rate of bacilli in sputa by culture was 27.1 % at the end of 6 months treat-
ment (Table 6).

In other 13 cases recieving EVM with some other drugs such as RFP, EB, INH, etc. from the

begining as the primary treatment, the negative conversion rate of bacilli by culture was 100 %, and

E4F

chest radiograms showed improvement in all cases except 2 with far advanced mixed type lesions.
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Tatle 1. Background Factors of Patients
A B ; o
(Daily) . (Intermittent . | Tozal
| Male | 56 34 | 90
Sex i ‘ i i
| Female | 16 i 28 ! 44
~40 w 4 : 13 | 17
Age (year) ~60 ﬁ 38 ‘ 23 | 61
|
61~ 30 : 26 { 36
Body weight ~45 33 ' 27 i 60
(kg) ; 45~ 39 35 74
. Positive . 537(3)* | 30(2)* 107 (5)*
Bacilli B ) ! : I |
Negative i 15 : 12 ! 27
0 | 1 i 0 ! 1
Drug 1~3 | 11 i 7 i 18
resistance ! | | o | _
(drugs) | 4~ | 39 ; 39 1 78
| not-declared | 3 i 2 }‘ 5
‘ i -
X-ray findings G ] 40 : 38 78
by Gakken ! F 32 ; 24 ! 56
Number of cases ‘\ 72 i 62 E 134
( >* Positive by smear and negative by culture. T
Table 2. Incidence of Adverse Reactions
A | B
(Daily) | (Intermittenty 1%l
. Cases 10(7) 17(8) 27(15)
Adverse reactions
% 13.909.7) 27.4(12.9) 20.1(11.2)
Cases 62 45 107
Normal _
% 86. 1 72.6 79.9

() figures in parenthesis indicate the number of cases discontinued EVM

administration.
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Table 3. Adverse Reactions
i
- A B
Kinds (Daily) (Intermittent) Total
Hearing impairment 0 2 2
Tinnitus 5(4) 4(2) 9(6)
Dizziness 1(1) 1 2(1)
Eruption and fever 1(1) 6(5) 7(6)
Chest distress 1(1) 0 1(1)
Vomiting and nausea 0 1(1) 1(1)
Albuminuria 1 2 3
GOT and GPT increased 1 1 2
10(7) 17(8) 27(15)
Total 13.9% 27.4% 20.1%

() the cases discontinued EVM administration.

Table 4. Onset of Major Adverse Reactions

- \
Duration of treatment (month) |

Adverse reactions Total
~0.5 ~1 ~2 ~3 3~

Auditory organ A(Daily) 1 1 2 1 1 6 13
disturbance(tinnitus etc.) | B(Intermittent) 2 1 2 2 0 7

Allergic A(Daily) 0 0 1 0 0 1 .
reaction (eruption etc.) B(Intermittent) 2 2 2 1] 0 6
Dail 0 1

Others A(Daily) . 1 0 0 0 9
B(Intermittent) 0 0 1 0 0 1

Total 6 4 8 3 1 22
Cumulative percentage 27.3 45,5 81.8 95.5 100

Table 5. Relation between Sex, Age, Weight and Adverse Reactions

3 . Eighth cerebral Allergic
Adverse reactions nerve distrurbance | reaction Others Total
Male 6 2 1
Sex

Female 7 5 1 13
~40 3 4 1 8
Age (year) ~60 8 2 1 11
60~ 2 1 0 3
Body weight | ~45 8 3 2 13
(kg) 45~ 5 4 0 9
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Table 6. Negative Conversion of Bacilli and Emergence of Resistance at the 6th Months

| A (Daily) | B (Intermittent) Total
! I
Negative conversion of bacilli ‘ 17(29.8%) 12(24.0%) 29(27.1%)
Emergence of resistance [ 17(48.6%) | 20(43.5%) 37(43.5%)
Table 7. Background Factors of Previously Untreated Cases
- | i B 6
Number of cases i 13 X-ray findings ¢ 5
‘ ' by GAKKEN
i Male : 3 F ! 2
Sex J Femal ! 10 — L
| e L Bacilli Positive 9
! ~40 | 7 (culture) | Negative 4
Age (year) ~60 { INH, RFP | 8
| 8~ 2 Combined | INH, PAS | 3
Body weight | ~45 | 7 therapy | INH, EB 1
(kg) L #~ | 6 | INH, TH 1

The two cases discontinued EVM administration due to adverse reactions were the

following;

Case 1:32 year old femal, GAKKEN type C, combined with INH and RFP. Due to
nausea and vomiting after two months intermittent administration.

Case 2 : 24 year old female, GAKKEN type C, combined with INH and RFP. Due to
eruption (manifested 10 minutes after injection) after 1.5 months intermittent admin-

istration.

Table 8. Results of EVM Therapy (with other drugs) on Previously Untreated

Cases at Sixth Month

Conversion of bacilli

GAKKEN|

Radiographic changes

2a 2b 3

(=) (+) CON

type | | (moderately slightly no

(=) (=) (+) | \improved improved changes

B i 0 6 0 i 4 2 0

¢ o3 0 o 2 1 0

F ool 1 0o | 0 0 2

Towal | 4 7 o | 6 3 2
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