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THERAPEUTIC EFFECTS OF FOUR-DRUG-COMBINATION THERAPY
FOR PREVIOUSLY UNTREATED TUBERCULOSIS PATIENTS*

Hirokazu INAGAKI, Masahiko YAMAMOTO, Yasutaka ISHIOROSHI,
Hisao HIROSE, Masayasu YAZAKI and Kaoru OOI

(Received for publication August 9, 1968)

The therapeutic effects of four-drug-combination therapy for previously untreated cavitary
tuberculosis patients were compared with those of three-drug-combination therapy.

Streptomycin, PAS, INH and ethambutol or ethionamide were employed for the four-drug-
combination therapy, and streptomycin, PAS and INH for the three-drug-combination therapy.

Each of the two groups consisted of 16 cases with similer background factors. Comparison
of the therapeutic effects were made after 6-month-treatment.

The four-drug-combination therapy has a tendency to be superior to the three-drug-combi-
nation therapy in respect to improvement of cavity, but the sputum conversion rate was nearly
equal in the both groups. This superiority of the four-drug-combination therapy was more

marked in the far advanced cases than in moderately advanced cases.
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Table 1. Background Factors of the Cases (No. 1)
Four—drug—corﬁbination 1 Three—drug—r‘onr'nrbination
Drug added
Age Sex ; Type of lesion* Age Sex Type of lesion
144 m | BKa, TH .30 f | BKa
28 f | BKa EB 3 0 0m ! B;Ka,
22 . m B,Ka, TH . 23 | m | BKag
60 | m } BC,Ka, | EB 42 m | BCKa
31 } m  BCKa j TH 31 m | BKag
32 | m ; CB;jKzKa,Ka,Ka;Ka, EB | 34 m BC,KzKx¢Ka;Ka,
34 | f | BC;Ka;Ka, TH ! 19 | f i BC;Ka,Ka,
21 | m BC,Ka;Ka,Ka, EB I VO \ BC,Ka,Kc
36 \ m | B,KagKag 1 EB 28 f BC3;KagKagKa,
33 ' m ‘ BC,Kc EB 35 f | BCKc
27 f | BXKec TH 32 | m ‘ B,Kc
26 m | BXKc | TH 21 | f | BKc
3  m ! BC,Kc { EB 30 | m \ BC,Kc
16 | £ | BKb TH 37t B,Kb,
22 £ | BKd, EB 20  m | BKb
25 m BC,Kb, EB 28 ‘ m | BKb

* According to “Gakken”

Table 2.

Background Factors of the

classification of pulmonary tuberculosis

Cases (No. 2)

Four-drug-combination

Three-drug-combination

; Male Female Male Female
Sex 11 ’ 9
Age ~19 20~29 30~39 40~ ~19 20~29 30~39 40~
g ! 1 7 6 2 2 5 8 1
Mod. ad. Far ad. ’ Mod. ad. Far ad.
NTA ‘ 8 8 8 8
. . ‘ B BC CB ! B BC CB
Classif. Basic Les. 8 7 1 9 6 1
1 2 3 1 2 3
Extent 0 14 2 1 12 3
Ka Kb Kc Kd Kz Ka Kb Kc Kx Kz
Type of Cav. 16 2 4 1 1 13 3 5 1 1
! |
Max. Size of Cav. " 2 3 “r 1 1 2 3 €2
| + - + -
TBB Smear ‘ 15 1 16 0
+ H# H# H#t + +# 1 #
TBB Culture ! 6 5 J 1 5 A 5 0
Cases with Primaly 3 2
Drug Resistance
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Table 4. The Course of Basic Lesion
B | After 3- | After 6-
month- ' month-
treatment treatment
i \ —
| Markedly improved | 0 0
Four- . ‘
drug- | Moderately improved | 1 8
combi- Slightly improved 13 8
nation |
| Unchanged ‘ 2 0
‘ Markedly improved ! 0 3
Three- K
drug- ' Moderately improved ! 4 | 4
combi-' Slightly improved I § 8
nation i
Unchanged 1 1 1
Table 5. The Course of Cavity (As a whole*)
" Four-drug- Three-drug-
o combination  combination
Markedly improved 0 | 2
Moderately improved | 7 3
Slightly improved \ 9 ‘ 5
Unchanged 0 ; 6
o1 |16

* 1! several cavities are found in one case, evaluation
of the course of cavity as a whole is made by calcula-
ting the average point of finding of several cavities.

Table 6. The Course of Cavity
Combmatsl | combinatien

Markedly improved 1 | 2
Moderately improved 11 ' 4
Slightly improved 10 7
Unchanged 2 10
Cavity closed 14 6
Remained open 10 | 17

Total 24 | 23
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Table 3. Bacteriological Findings of Sputum during Treatment (240l 2D 43 11 6, 3k 1fled
_ EBROHNIERTHANT, HERR
1 ]?:efg;-_e | Months after treatment ’Q"’E\«‘o 6% H o ﬁ ,‘f—i it 4 %Kﬂi
o ‘ ment | 1 2 3 4 5 6 . 2a 28 {9—“, 2b 238 ﬁ“. 3 Z‘ﬁfi 1
Four—dr_ug— No. smear posu.n./e 15 1 6 1 0 0 O P3G, 2a 2440, 2b 8%, 3
:ioor:llblna- No. culture posmfre 16 ! 13 7 2 0 0 O 21 B E TRERE R UHOC %R LT
No. culture negative 0 | 3 9 14 16 16 16 .
_ L Wb, MBS EOH TR TINE
Tl(liree— No. smear positive 16 5 3 3 2 1 0 Al
rug- .
:_ombina- Eo. cuiture posntl:.ve ls 12 12 12 12 11 g 2) ZROEE ZHRENOEE
ion 0. culture negative 51 — . .
FES5RRTZEL, 6% AKOED
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- Table 7. ourse of Total X-ray Findings
2 = g SR
6=, 2bR7=, 3129 =THY, ERMABKILLE (After 6-month-treatment)
F¥TIL 58.3%, 3EWTIL26.1% L 4EHDOHHN3E
| Four-drug- |Three-drug-
HIOVRIFTH B, ! combination | combination
3) &XHFMEDEE Markedly improved 0 l 2
67 ABDLXEFEDEBIETERTILL, 4 Mf)derate'ly improved 7 ! 3
EHTIX 16 GIFF Xoo 7, Xap 9 I Xy 12724, igmy?mww F 3 ' :
h
BERTIXI MK LT X; 24, Xou3 B, X 6, nehange ) |
X, 5 (ICAERDOH ;I ERL D BFTH o Total s 16
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* Total X-ray findings include basic lesions and cavity.

Table 8.

The Course of Total X-ray Findings of Moderately

and Far Advanced Cases (After 6-month-treatment)

Far advanced

Moderately advanced

Four-drug- |Three-drug-| Four-drug- |[Three-drug-

combination | combination | combination | combination
Markedly improved 0 0 0 ‘ 2
Moderately improved 2 i 1 5 2
Slightly improved 6 3 3 i 3 3
Unchanged 0 ‘ 4 | 0 1
Total 8 | 8 i 8 } 8
Table 9. The Course of Total X-ray Findings of the Cases

Treated with Ethambutol and Ethionamide
(After 6-month-treatment)

Four-drug- Three-drug-| Four-drug- lp, ee-drug-

SOmbInation| combination | COTDIRAOR combination
Markedly improved 0 2 0 0
Moderately improved 4 0 3 3
Slightly improved 5 | 2 | 4 4
Unchanged 0 5 : 0 0
Total 9 ! 9 7 7

]
Table 10. The Course of Cavity of the Cases Treated with
Ethambutol and Ethionamide (After 6-month-treatment)

Four.—dru.g— Th d _ Four_—dru_g— ‘Three-drug-

combination combination [COmPREHOR (combination
Markedly improved 1 2 0 ] 0
Moderately improved 7 0 4 4
Slightly improved 6 4 3 4
Unchanged 2 ‘ 9 | 1 0
Cavity closed 8 3 ‘ 6 3
Remained open 8 12 2 5
Total 16 ‘ 15 | 8 8
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