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Toxicity for periphery and central nerves, especially its ocular manifestations (toxic am-
blyopia) are well known as side effects of ethambutol (dextro-2, 2’-(ethylenediimino)-di-1-buta-
nol). A side effect of this agent is newly pronounced in this paper. It is a dyspnea probably
caused by increase in viscosity of bronchial secret.

This side effect was not seen in patients with minimal or moderately advanced pulmonary
tuberculosis. It was observed in patients with cavitary, active, far-advanced pulmonary tu-
berculosis (Table 1). It appeared mainly in female patients (Table 1). The dyspnea became
manifest in the first to second week of administration of ethambutol, 0.75g or 1.0g daily
(Table 2). The dyspnea was not serious in 11 out of 13 cases, but it was moderate in 2 cases.

Prior to the appearance of dyspnea, a marked decrease in the amounts of cough and sputum
was observed in these patients, and then dyspnea was complained by the patients, marked dry
rales (wheezing) being observed in the chest. Even though the dyspnea was not seen in
patients, the dry rales were often recognized in the cavitary region of the patients with mod-
erately or far advanced tuberculosis after administration of etambutol.

The dyspena was greatly improved by administration of “Ananase” (plant protease concen-
trate, Williams H. Rorer, Fort Washington, Pennsylvania, U.S.A.) or “Bisolvon” (bronchial
mucolytic agent, Boehringer Sohn, Ingelheim am Rhein, Germany).

Considering the facts that the dyspnea appeared only in the patients with far-advanced
tuberculosis after a marked diminishing of sputa and that bronchial mucolytic agents were
effective for the dyspnea, it is conceivable that the dyspnea after administration of ethambutol

is probably due to an increase in the viscosity of bronchial secret.
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* From the National Sanatorium, Chubu Chest Hospital, Obu-cho, Chita-gun, Aichi-ken, Japan (474).
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Table 1. Relationship between the Appearance

of Dyspnea after Administration of Ethambutol
and the Extent of Lung Lesions

Number of patients who complained
‘ dyspnea per total number of
Number | patients who received ethambutol

Patients of Extent of disease according
patients | to the NTA .
L wmiman e eed | aavanced
Male 26 010 | 110 | 0
Female = 31 | 0/3 0/11 12/17
Total } 57 L 0/13 121 | 1223
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Table 2. List of Cases in which Dyspnea Was Observed after Administration of Ethambutol
‘ \ o
Cose | se | Yo RO Apmamc AN Chemotmerasy
 r > CF | KxKyBy Ist week + | EB-INH-SF
B @ © 1 KyKzB, Ist~2nd |+ | EB-INH-PAS
B r 50 F Ky Ky;Bs 1st ! + EB-INH-CPM
I F 43 | F ‘ KxKysB; | lst + EB-INH-CPM
B | r 46 | F KxKyBC; = 8th + . EB-INH-CPM
B F @ 33 | F KygKxsBC; | Ist + | EB-INH-CS
B rr ¥ | F KyKysBC; | 3rd + i EB-INH-CS
I ; F 8 | F KysKzCq ' 2nd + | EB-INH-CPM
Bl @ 7 | F K2zKy,B, 8th + EB-INH
[ I 67 ' F Kx;Kx;BC, 2nd + EB-INH-TH-CPM
[ 1 F 37 | F KxKx;BC,q 2nd + EB-INH
] ‘ F 22 ! F Kx,KzBC, 8h  + | EB-INH-TH-KM
Bl 41 | Mo KxKx,C, | st + EB-INH-KM

Sex. F=Female ; M=Male

* National Tuberculosis Association (U.S.A.).

Table 3.

Drugs on the Dyspenea Caused by
Administration of Ethambutol

Drug

"Number ~ peeo o

Mi=Minimal ; Mo=Moderately advanced ; F : Far advanced.

** Kx=Ring-form cavity with sclerotic wall ; Ky=Cavity in the sclerotic lesion ; Kz=Multilowlar cavity with sclerotic
wall; 1, 2, 3 indicate the size of cavity ; 1=less than 1.5cm ; 2=between 1 and 3; 3=not less than 4.0cm in inside dia-
meter. B=Caseo-Infiltrative lesions ; C=Fibro-caseous lesions ; 1, 2, 3 indicate the extent of lesions ; 1=equal to “Min-
imal” in the NTA ; 2=between 1 and 3 ; 3=extending over more than one lung field.

Therapeutic Effect of Certain

. of cases!
“Ananase”? 6 tablets daily ! 1 H#
“Bisolvon”? 3~6 tablets daily } 4 H~H
“Alotec”® 3~6 tablets daily 2 —
“Corphyllin-K”4 3~6 tablets daily 2 —
Oxygen inhalation 2 +H

* A few drugs were used on the same case successively

as a single administration.
1

<

Washington, Pennsylvania, U.S. A.

Plant proteinase concentrate, William H.Rorer, Fort

2) Bronchial mucolytic agent, N-cyclohexyl-N-methyl-
(2-amino-3,5-dibromobenzyl)-ammonium-chloride, H.
Boehringer Sohn, Ingelheim am Rhein, Germany.

3) Antibronchospatic agent, 1-(3, 5-dihydroxyphenyl)-2-

isopropyl-aminoethanol-sulfate, H.Boehringer Sohn,

Ingelehim am Rhein, Germany.

Table 4.

Relationship between the Presence of

Cavity and the Dyspnea Caused by
Administration of Ethambutol

Number of cases

Dyspnea (+) ’ Dyspnea (=)
Cavity (+) | 13 36
Cavity (=) | 0 8
Table 5. Relationship between the Positiveness

of Tubercle Bacilli in Sputum and the Dyspnea
Caused by Administration of Ethambutol

Number of cases

|
; Dyspnea (+) | Dyspnea (-)

Tubercle bacilli (4+) |
Tubercle bacilli (—) '

13 } 34

4) Khellin (10 mg) +Dihydroxypropyltheophylline (100 mg)
per each tablet, Nihon-Shinyaku, Kyoto.
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