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Tuberculosis Research Committee (Rydken) investigated comparatively the therapeutic
effects of three regimens, i.e., standard triple treatment with SM-.-INH-PAS (EB, group),
standard triple treatment plus EB twice weekly (EB, group) and standard triple treatment plus
EB daily (EB; group), in order to intensify the initial treatment for pulmonary tuberculosis.

The cases with positive tubercle bacilli and cavities were subjected to this study and were
allocated at random for three regimens.

The total number of the cases was 272 at the beginning of the treatment, but 48 cases
were excluded from the analysis because of the primary drug resistance, etc. Finally, 74
cases of EB, group, 74 cases of EB; group and 76 cases of EB; group were analyzed.

SM was injected 1g a day twice weekly, INH was given 0.4 g daily in two divided doses,
PAS was administered 10 g daily in three divided doses, and EB was given 750 mg daily or
twice weekly at the same day when SM was injected.

The background factors of the cases in each group were almost similar, but the cases
with abundant bacilli on smear and (#) by culture were observed somewhat less frequently
in EB, group than in the other two groups.

As to the rates of the radiological improvement and the sputum conversion rate, there
was no significant difference among three groups. However, the moderate improvement of
the fibrocaseous lesions and cavities were recognized sooner in EB; and EB; groups than in
EB, group.

The number of cases, in which the regimens were changed because of side effects or ineffec-
tiveness, were 8 cases in EB, group, 9 cases in EB, group and 5 cases in EB; group. The
number of cases with positive sputum by smear or culture after 12 month’s treatments were
3 in EB, group, none in EB; group and 1 in EB; group. Therefore, the rate of these
unsuccesful cases in EB, grouy, EB, group and EB, group was 16.7%, 13.6% and 8.3%,

* From the Tuberculosis Research Committee, RYOKEN c/o Inform, Sect. JATA, Kekkaku
Yobokai Building 3-12, 1-chome, Misaki-cho, Chiyoda-ku, Tokyo 101 Japan.
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respectively.

In order to prove the difference in the effectiveness among three regimens,

up-studies for longer period might be required.
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Table 1. Background Factors of the Cases in Each Group
Regi of cb berapy SM-INH-PAS SM-INH-PAS-EB, SM-INH-PAS-EB,
Sex Male 1 48 (64.9) 50 (67.6) 51 (67.1)
Female [ 26351 24 (32.4) 25 (32.9)
| ~29 . 32 (432) |, 32 (43.2) 38 (50.0)
Age | 30~49 [ 25 (38.8) | 24 (32.4) 2% (34.2)
| 50~59 19 | 12162 7 (9.2
60~ , 6(81) | 6(81  5(86.6)
) 5(68 | 90122 8 (10.5)
Bacterial content on :::: z E::; ﬁ E: :; Z 232:;;
smear (Gaffky) T~ 20 (27.0) 11 (14.9) 13 (30.3)
Not examined 1(1.4) 1(14) 1 (1.3)
) 3(41) t 5 (6.8) 2 ( 2.6)
rial content on +) 19 (25.7) | 22 (29.7) 16 (21.1)
Bacte (€T 11 (148) | 16 (21.6) 13 (17.1)
culture
€.)) l 40 (54.0) | 31 (41.9) 45 (59.2)
Not examined i 1(Le | o ' o
| Minimal i 3(41) 1(14) 1(1.3)
NTA classification Mod. advanced . 33 (44.6) 39 (52.7) 34 (4.7
Far advanced i 38 (513 | 34 (45.9) 41 (53.9)
| Basi Exudative or caseoinfiltrative 49 (66.2) | 51 (68.9) 55 (72.4)
| %€ | Fibrocaseous ' 23@L2) | 20 (2.0 19 (25.0)
¢ lesion | o ¢ advance-mixed | 2(26) | 34 2 (2.6)
GAKKEN ! % Small (1) | 1m@ase9 | 10 (35) 8 (10.5)
classification EX€Rt | Mediom (2) {44 (59.4) 43 (58.1) 53 (69.7)
Large (3) 19.257) | 21 (8.4 15 (19.8)
Non-sclerotic [ 47 (66.2) 52 (71.2) 72 (79.1)
"Cavities| Sclerotic 17 (23.9) 16 (21.9) 14 (15.4)
j None 7 (9.9) 5(69 | 5(5.5)
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e s5EML 10 5 5.1%) BHoHhTHYH, EB; FIC
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b. ZROEA EBy BFICIZ 1 3 A b %20
BEG6H A, 12 AORHAOT S ERJERL AR c. XRora
kbt Table5 o L EB, B 34.5%. 47.6%. ¥ 12 » RO SEEL Fodk%Eir EB, Bt 53.2%.
EB, B 24.4%. 47.7%. EB; B 30.0%, 56.0% T EB, B¢ 50%. EB, P¥ 47.3% T3RMHL AL 22
12 H AR ATt EB, RCBLBETH oL, Abnlev, BIERPHYHTAEADLXREAY X
EARERrOT, BerP Fia1 5 Atk HLPHOEB/BLM L EB e BRI h BT
EB; 1=, 2»A®C EB, Bf1 20X THOM, HEDo#BEXRTERANIL N,
BEBERRERT I3RS LORFRY A D LERM 5. BAYRRE
4»A*Tr EBy ®K 3 =, EB, B 2 2L b KN Table 6 D= L 5% 12 » AHOBAYEREN I /¢

Table 4. Radiographic Changes of Basic Lesion

5 ! 6 9 ] 12

Duration of chemotherapy in month 1 2 . 3 4
| Markedly (I 1(1.5 2(32 3500 3 48 611.1 7 14.6
\ § j Moderately (2a% 1(1.6) 6( 9.8) 16(24.6)j 17(29.4 19(31.9 25°40.3 25 46.3 227°45.9)
| &  Slightly (2b) 13(20.6° 25(46.0) 22(33.9 23(28.4 26(43.3) 23(34.2) 17731.5 15 31.3
8 | Unchanged (3) '47(74.6) 24(39.4) 23(35.4 15(25.0 9(15.0) 8712.9° 6711.1. 8.2
E ©  Worsened (4) 2. 3.2) 3(4.8 3046 3(50 3(50) 3(4.8)
= Number of cases 63 61 65 60 60 62 54 48
= g Markedly ! 17 6.3
@ g Moderately (2a: 3(14.3, 3'15.0 3715.0° 4720.0° 5(29.4 5 31.3)
= 3 | Slightly (2b) 1(56) 9(42.8 523.8) 8/40.0 1050.0 9450 847.1) 7 43.7)
¢ | Unchanged (3) 16(88.8) 11(52.4 13(61.9 9/45.0 6(30.0) 6 30.0 4/23.5 3718.7
S | Worsened (4) ' 1(5.6) 1(4.8) 1(50 175.0)
g Number of cases 18 21 21 20 20 20 17 16
Markedly (1) | 1(1.6 1(1.6 7121 9'18.8)
2 ' Moderately 2a 8(11.6) 12'17.8)! 23/37.1 25:41.0) 28 45.9 27/46.6 19 39.6
L 8 Slightly (2b) | 20(30.8) 25(36.2) 31(45.6 22¢35.4. 19(31.1) 20(32.8) 18(31.1° 16/33.3)
& T Unchanged (3) 43(66.2. 33(47.8) 23 33.8)/ 14/22.6 14(23.0) 10 16.4 5/ 8.6 3 6.3
gl £  Worsened (4) 2 3.6) 3(4.4) 2(3.0) 3(49 2033 2733 1(1.6 1 2.0
i Number of cases ' 65 69 68 62 61 61 58 48
E_ § Markedly 1, {
£ 1 &  Moderately (22 1(5.0) 1753 4:23.5 4250) 1222 6(40.0) 433.3
| & Slightly 2b, . 7(33.3)| 8(40.0) 8421 529.4 42500 7389 640.0 6 50.0)
@ | Unchanged (3) l 14(66.7) 11(55.0)/ 10(52.6, 7/41.2 7 43.8) 633.3° 320.0 2 16.7.
S  Worsened 1 ‘ ‘ . 1(59 1(6.21 1 5.5)
i Number of cases 21 20 19 7 16 18 15 12
Markedly (1, 1'1.4 2/30 4 61 9145 9164
@ | Moderately (2a) 2(2.9) 811.8 15720.8 2230.6 26(39.4 28 42.4 28451 29 52.7
N S Slightly (2b) 20(29.4) 33(48.4 34 47.2 30741.6 26°39.4° 26 39.4 20 32.3 12 21.8
& §  Unchanged (3) 40358.3, 2333.9 19726.4 17/23.6) 10(15.2: 7 10.6 4° 6.5 4'7.3
:3 £  Worsened (4) 6(8.9 4(59 4(56) 2(28 230 1(15 1 1.6 1(18
& Number of cases 68 68 72 72 66 66 62 55
E_ g Markedly Y |
2 € Moderately (2a) 1(5.9) 1(5.8) 4(22.2) 6(33.3 531.3 637.5 8333 7 53.8
| 3 Slightly 2b) 211.8, 8(47.1 6(33.3) 6(33.3 627.4 83500, 6400 35385
@1 % | Unchanged (3) 14(82.3) 8(47.1° 8(44.5) 6(33.3 531.3 2125 1 6.7 1(7.7
§ Worsened 4
2 | Number of cases 17 17 18 18 16 16 15 13
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SV T A& Ui fE ik EB, 2 36.7%, EB, Bt 32.0
%, EB; Bt 41.8% TRHROIH, NABSWINBRE
LEOTWBEERN EBy B 10.2%, EBy £f 12.0%,
EB, P 14.6% KL,

6. BiEs

iR 12 » B ¥ CcoBR%EME EB, Bfic 25 fI, EBy B¢
1T 23 f, EB; BfiC 20 AlABhic,

TORRLBRERENREFNRI4A, 11A, 9ATHY,

M MW WEH

Bzpt EBy BT 1 AR b i,

BRI OBz SM i X 5 8#, HA»RThE
n2m, 2%, 184 PASicx Rz EBy 1M,
EB, £t 1 {1, JE, MM EB; B¥C 151, REKTRIC X
%% DM EB; Btic 1 B, RO PAS bk L
fefE@HS EB; Btic 1 41, FFMMEM(kic X b INH-PAS
Yehik LIcfEMIA EB; B, EB; Bfic 1 fiF* oAb h,
EB X 5B NETFDr-dic EB ¥k LIEHA EB;

FWNENRENIA, 201 66, MEMBOILHOE  FHiC 26, EB, Hic1ABDLNI
Table 5. Radiographic Changes of Cavity
Duration of chemotherapy in month 1 | 2 ’ 3 I 4 J 5 } 6 ' 9 I 12
Y | Markedly (1) 101 1(1.3) 6(7.9) 7¢8.3) 8(11.3) 10(15.9)
& | Moderately (2a) 1( 1. 4)| 5(5.7)| 13(17.3)| 17(22. 4)| 22(26.2)| 24(33. 8)[ 20(31.7)
= | Slightly (2b) | 20(28. 6)| 32(46.3)| 42(50.5)| 39(51.9)| 38(50.0)| 43(51.3)| 32(45.1) 28(44.4,
9 .; Unchanged (3) | 50(71.4)| 36(52.3) 38(43.6)| 16(34.5)| 15(19.7)| 12(14.2){ 6(8.5) 5(7.9)
& | 3 Worsened  (4) 1( 1.1) 1( 1.4)‘
= & Number of cases |70 69 87 75 76 84 71 |63
z | Markedly (1) |
. §'§ Moderately (2 a) 1( 5. 3)1 3(17.6) 3(17.6)
= | .o Slightly (2b)| 2(10.5)| 7(38.9) 10(43.5)| 8(44.4)] 13(65.0)| 14(73.7)| 12(70.6) 12(70.6)
£8 | Unchanged (3) |17(89.5) 11(61.1) 13(56.5) 10(55.6) 7(55.0)| 4(21.0)| 2(11.8) 2(11.8)
55 | Worsened (4) | |
83 ! \
| \ Number of cases | 19 18 23 18 20 19 | 17 : 17
i | Markedly (1) | 1(1.1), 5(5.9) 5(5. 9 6(7.3) 9(12.0)’ 10(15.9)
£ | Moderately (2a), 1(1.9)| 3(3.3) 7(7.5) 11(13. 1)! 14(16.5)i 14(17.1), 17(22.7)| 20(31.8)
| & | Slghtly (2b) | 24(27.4)| 33(36.7)| 46(49.5)| 41(48.9) 42(49.5)! 39(47.6)| 33(44.0)| 28(44. 4)
B | = | Unchanged (3) |58(68.8)| 54(60.0) 39(42.0)| 27(32.0) 24(28.1)| 23(28.0), 16(21.3) 5(7.9)
2 | [‘_‘é Worsened  (4) | 1( 1.9) | ! ! | |
; ; Number of cases | 84 | 90 | 93 | 84 85 82 l 75 ; 63
E_ { ‘ Markedly (€)) : : } ‘ ' |
= EE Moderately (2 a) 1( 4.3) 3(12.5) 3(15.8) 3(13.6) 3(13.6) 4(23.6) 3(23.1)
| wo | Slightly (2b)| 5(22.7)| 4(17. 4)‘ 3(12.5), 3(15.8)| 5(22. 7)1 4(18.2)! 3(17.6) 1(7.7)
® | £8 | Unchanged (3) |17(77.3) 18(78.3) 18(75.0) 13(68. 4) 14(63.7)} 15(68.2) 10(58.8) 9(69.2)
\ §§ ' Worsened  (4) ‘ ; |
! - Number of cases | 22 23 ‘ 24 19 | 22 | 22 17 13
‘ ) ‘ Markedly (1) | 1(L1)| 1(1.1) 2(20) 5(5.1) 5(5.8)12(13.3) 19(19. B)t 23(27.4)
| & | Moderately (2a)| 1(1.1)| 3(3.3) 7(6.9) 12(12.2) 11(12.8)| 15(16.7) 23(24.0)| 24(28.6)
|z } Slightly (2b) | 25(28.8)| 48(52.7) 54(53.5), 54(55.1)| 44(51.1)| 46(51.1)| 38(39.6) 25(29.8)
& | ,; 1 Unchanged  (3) | 60(69.0)| 38(41.8), 38(37.6)| 27(27.6), 26(30.3)| 17(18.9), 14(14.6) 12(14.3)
2 ; E | Worsened  (4) 1(1.1),
; | | Number of cases |87 91 101 98 86 ) 96 84
Z | _ | Markedly (1) | 1(6.3)] 1(5.9| 1(5.3) 1(53)| 1(5.3) 1(63) 1(7.1) 1(7.1)
Z ‘:";? Moderately (2 a) | 1(5.3) 1(5.3) 2(12.5) 1(7.1)
) i o | Slightly (2b)| 1(6.3)| 4(23.5)| 7(36.8) 6(31.6)| 7(36.8)| 4(25.0)| 5(35.7) 5(35.7)
® |28 | Unchanged (3) |14(87.4)| 12(70.6)| 11(57.9)| 11(57.9)| 10(52.6)| 9(56.2)| 8(37.2)| 7(50.1)
§§ Worsened “)
Number of cases | 16 17 19 19 19 16 14 14
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Table 6.

Therapeutic Targets (GAKKEN)

Changes in Standard for the Attainment of
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Duration of chemotherapy in month 3 6 | 9 ‘ 12

I 1(15) 3(4.8) | 4 (7.5) 5 (10.2)
TA | 3(44 10 15.9) | 13245 | 13 (26.5)
IB ; 3 (4.9 8 (12.7) | 11 (20.8) | 12 (24.5)
mA | 31 (45.0) 23 (36.5) 15 (28.3) 10 (20.4)
1. SM.INH-PAS mB |15 @21 13 (20.0) 5(9.4) | 4(82)
NA 1 2(29) 1 (1.6) 1(19) 3 (6.1
VB 13 (19.1) 5(7.9) 4 (7.6) 2 (4.1

Number of cases | 68 63 53 49
| I J 2 (3.4) 3 (6.0
1 IA 1 (14 7 (10.8) 6 (10.3) 13 (26.0)
‘ IB 4 (5.8) 8 (12.3) 16 (27.6) 10 (20.0)
2. SM.INH.PAS. mA 33 (47.8) 24 (36.9) 19 (32.8) 13 (26.0)
EB; mB 21 (30.4) 17 (26.2) 9 (15.5) 5 (10.0)
| N A 3 (4.3 5 (7.9 5 ( 8.6) 5 (10.0)
| VB 7 (10.3) 4(6.1) 1(18) 1(2.0)

! Number of cases 69 65 58 50
I i 2 (3.0 3(5.1) 10 (18.2)
IA l 2 (2.8) 12 (17.9) 15 (25.4) ' 13 (23.6)
oB ‘ 2 (2.8) 6 (9.0) 6 (10.2) 3 (5.5)
3. SM-INH.PAS. I A } 43 (59.7) 23 (34.3) 19 (32.1) | 16 (29.0)
EB, ul:! | 13 (18.1) 14 (20.9) 8 (13.6) 5(9.1)
VA 4 1(1.4) 2(30) | 4(68 | 5(91)
VB 11 (15.2) 8 (11.9) i 4(68 |  3(5.5)

Number of cases | 72 67 |5 |55

Table 7. Incidence Rate of Side Effects during Twelve Months Treatment
Treatment group 1. SM-INH-PAS 2. SM-.INH-PAS-EB, 3. SM.INH-PAS-EB;,
Total patients assessed 74 74 76
' Side effects l Patients Side effects Patients Side effects | Patients
withdrawn | withdrawn | withdrawn
No. (%) No. (%) No. (%) | No. (%) No. (%) No. (%)
. i !

Cases withdrawn from i | 3(4a | 8(10.8) 4 (5.2
Hearing disturbance } 2(2n | z(27| 2(27) ‘ 2(27  1(13) | 1(13)
Tinnitus | 5(6.8) 2(27) 5(68) | 2 (27 3(39
Visual disorders ‘ 2(27) 2027 1(1.3) j 1 (1.3)
Elevation of S-GPT 5 (6.8) 8 (10.8) ‘ 1 (1.4 5 (6.6) 1 (1.3)
Elevation of S-GOT 7 (9.5) 11 (14.8) [ 1(14 5 (6.6) 1 (1.3)
Numbness of lower limbs | 1 (1.4 } L2 (2.6
Gastroenteric disturbances | 1 ( 1.4) 2 (27 ‘ 1 (1.4 5(6.6) 1(1.3)
Rash 2(27) | 1(L4), 1(L4)| 1(L4
Psychotic disturbance 1 (14 ‘ 1 (1.4
Glucosuria 1 (1.4 l 1(1.4)
Jaundice 1 (1.4 ‘ 1 (1.4) |
Dizziness 1 (1.4 | 1 (14 ‘}
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