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A CONTROLLED COMPARISON OF DAILY AND INTERMITTENT
TRIPLE DRUG REGIMENS (SM-INH-EB)
IN ORIGINAL TREATMENT

——Report of the 16th Series of Controlled Trial of Chemotherapy——

Cooperative Study Unit on Chemotherapy of Tuberculosis (CSUCT)

of the National Sanatoria in Japan*

(Received for publication June 13, 1974)

Previously untreated pulmonary tuberculosis in-patients, 240 in number, were allocated
at random to the following two regimens :
D : SM 1g twice weekly, INH 6 mg/kg daily and EB 1.0g daily

I : SM 1g twice weekly, INH 15 mg/kg twice weekly and EB 1.0g } for 6 months
twice weekly

Out of 240 cases, 85 were excluded due to various reasons. The remaining 155 cases
(D : 80 cases and I:75 cases) were analysed for their clinical efficacy, while 223 cases were
utilized for adeverse reactions. The percentage of cases with multiple or multilocular cavities
was slightly higher in I than in D, but that of far advanced cases was almost simillar in
both groups.

The rate of negative conversion of tubercle bacilli by culture for all cases at 6 months was
98.6% in D and 91.4% in I, and for far advanced cases it was 96.4% and 83.1%, respectively.
At each month the rates of D were higher than I.

During the treatment there appeared 3 patients with resistant cultures in D, and 8 in I.

Adverse reactions were observed in 32.7% of D and 28.3% of I, and cases discontinued
the prescribed regimen due to side effects were 14.5% and 9.7% in D and I, respectively.

In conclusion, as far as far advanced cases were concerned, intermittent regimen consist-
ing of streptomycin, isoniazid and ethambutol showed less clinical efficacy compaired with the

daily regimen of the same drugs.

* Reprints may be obtained from Shigeichi Sunahara, M.D., director, Tokyo National Chest
Hospital, Kiyose-shi, Tokyo 180-04 Japan.
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1. BEHR
4B¥: (E:D):SM1H 1g@2H+INH1H 6
mg/kg 524 B+EB1H 1g 5 24H
iz (B:1):SM1H 1g B2H+INH 1R 15
mg/kg 45 2:82H+EB1H 1g 42:82H
HEM 62 AR
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RHUBONZLERANAL 8] 804, TR 75 flicDu
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Table 1. Number of Cases Excluded from

Trial Due to Various Causes

(A) Excluded from analysis of clinical efficacy 85

Pretreatment culture negative 31
Primary resistance 21
Retreatment cases 2
Non-tuberculous diseases 6
Wrong allocation 6
Complications (Diabetes 4, Silicosis 2,
Cancer 1) 7
Drop-out before the end of the third
month (Adverse reactions 4, Dis-
charged 5, Change of regimen 2) 11

(B) Total number of subjects utilized for

analysis of clinical efficacy 155
D (Daily) 80
I (Intermittent) 75
(C) Total number of subjects utilized for
analysis of adverse reactions 223
D (Daily) 110
I (Intermittent) 113
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Fig. 1. Analysis of Back Ground Factors
Age ~40 ~60 61~ No. of cases
D [ ] 8
1 | ] 75
NTA classification Minimal  Mod. adv. Far adv.
D |
Type of Infiltrative caseous Others
basic lesions D l
Destroyed
I
Extent of lesions 1 2 3 e
il l
: I
Multiple
Number of cavity None Single or multilocular
o[ 2 | 9 | 3
1[s] | 58
Type of None Nonsclerotic Sclerotic
cavity wall D l I4
| ] [12
Amount of (+) (#) (#) (%)
bacilli dischaged D I l !
! [ [1

W Mgl 1106, TEJ 118 FITHot

3. FEGURERR

Mgl % 80 6, TRl B 75 BIDIEGIMERIT Fig. 1,
Table 5 DT THEED B\ S BRI [E]
36.3%, M) 58.7% & TRl Bws< (HEZHD)
AEARS TR BTEH, NTA SEPEARE
SLICHHEENILWE ZANLRD L BT E I LW
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TR/MR SM, INH, PAS 3 XU EB i@ oWWTH, *+
DL BIREIFERETT5 2 & & LBCRESER
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WRHRBALGEE 3 » A7 Tevs 5 BICBiTE L - Bl st
L7cDT4~6 B FBDB% 3 Mg] 11 4 13.8%, 7)
TH19.83% LENICSTRE S DI, BEEGEBE
e iz Table 2 DL TH B, HEREHTHE
LBk T4l 06Y, THI] 3BITH 20 bBE0mET
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BERYRMBILCERBDTHEFAYEE LSO TH



197448 A 249
Table 2. Drop-out Cases
Reasons for drop-out
Reason
Regimen No. of subjects ——
?eiﬁfcf:s Discharged ?\f:;:{_lyng No efficacy Others
D 11 13.8% 7 1 2 1
I 7 9.3% 3 1 3
Status at the time of drop-out
Status at the time of drop-out Month
Regimen Total
Cavity l Culture 4 5
+ + D o
1 1 1 3
D 2 2 5
+ _
1 2 3
D 0
_ _ D 3 1 6
I 1
Table 3. Rate of Sputum Conversion by Culture
Regimen Month 0 1 2 3 4 5 6
No. of cases 80 80 80 80 74 72 69
D Negative 0 40 57 67 70 70 68
Conversion rate
(Moving average) 0 42.8 69.1 83.1 92.3 96.9 97.9
All cases
No. of cases 75 75 75 75 74 71 68
I Negative 0 34 50 58 63 65 62
Conversion rate
(Moving average) 0 39.3 64.0 76.6 84.7 89.8 91.4
No. of cases 30 30 30 30 29 28 27
D Negative 0 9 14 21 25 26 27
Conversion rate
. 0 26.7 48. . 83.6 92.9 96. 4
Far advanced (Moving average) 6 83 %81
cases
No. of cases 32 32 32 32 31 30 29
I Negative 0 8 14 21 24 25 24
Conversion rate
(Moving average) 0 23.4 44.5 63.0 75.8 81.7 83.1
No. of cases 48 48 48 48 43 42 40
D Negative 0 30 41 44 43 42 39
Conversion rate
. 0 52.6 81.2 92.2 97.9 99.4 98.7
Mod. advanced | (Moving average)
cases No. of cases 42 42 42 42 42 40 38
I Negative 0 25 35 36 38 39 37
Conversion rate
(Moving average) 0 50.6 77.5 86.3 91.0 95.7 97.5




250

%o itk SM 7UuAF—Diwic SM ¥ KM 1H 2g
CEEL B o560 (17ABE26, 2»HH2
#, 3HXAE1H) & MR 036 (1, 2, 3 ZAEKR
£16) ¥XVWEB # CS1H 0.5g H2REE L
T o164 (33ARB) BHEGAOHKZ Y LindDl,

B R R K

1. HEEHex
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FIOBRKEHALRIL 3 » Atkh [48] 86.6% [l 80.1
%, 6 PAHT 5] 94.0% [R] 95.8% (BEHIFH)
THOok,

KMt 33 Table 3, Fig. 202+ L THb, 6
7 BB OBREAERTLHT ] 97.9% ] 91.4%,
EEERAITI T 96.4% TR 83.1%, TEEHEE
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Fig. 2. Rate of Sputum Conversion by Culture
(Moving average)
9
%
106’_ All cases D
I
801
60
40k D:80~69 cases
1:75~68 cases
201
rO 1 1 1 n 1 1
1 2 3 4 5 6 Months
74
0, Far advanced cases
100
i D
80 I
60F
4ok D:30~27 cases
1:32~29 cases
20+
o 1 1 1 L L i
1 2 3 4 5 6 Months
% Moderately advanced cases
100+ D
1
801
60
D: 48~40 cases
401 1: 42~38 cases
20+
0 ) . 1 . . L
1 2 3 4 5 6 Months
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57 At ¥icit 6 7 ARICHEEBE Dl X BRRSY
B tedic ik LI-iER (&) 06, THl 36—
Table 2) #EEAKGI L35 & T&] 3 6 3.8%,
M) 9% 12.0% THh 5o

2. mw

BB BRI R BB D 72 s TIHER E 2 1T o7 i
F4gJ 33 fl/43 Bl 76.7%, [l 35 f5i/46 1 76.1% T
HhFEREECHMEDOHBE LIz Table 4 <
[g] 361 9.1% TR 8%l 22.9% THok,
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WS EOEANBE (BREZHRY) SIUORROE

(b & bICHBRCIEEA L EN D7 (Fig. 3).
6 7 AR TBREOHESRUT 2a Tchbb 50%~90% O
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T4g) 361 TR 9 Bl BEKKBIO 55 HiiER% Table

Table 4. Appearance of Drug Resistance
Regimens
D 1
Number of case assessed | 33 (100%) | 35 (100%)
Resistant culture 3 (9.1%) | 8(22.9%)
SM 1 3
INH 1 3
SM-INH 0 2
SM-INH-EB 1 0
Fig. 3. Radiographic Changes

Rate of regressionof basic lesions(Infiltrative-caseous type)

12a 2b 3 4 No. of cases
D 69
3 months
I 63
6 months ¢ 63
58
Rate of cavity regression
12a 2b 3
Y,
3 monthsD %///////% l %
Wi | 69

1 2a 2b 3
6 monthsD 51
W Cavity closure

1: Markedly improved
2 a : Moderately improved
2 b : Slightly improved

3: No change
4 : Worsened
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Table 5. Analysis of Cases with Unfavourable Results
Regimen
D I
Unfavourable ‘ Unfavourable
All cases cases All cases cases
80 3 (%) 75 ‘ 9 (%)
~40 55 0 47 | 4(85)
Age ~60 13 0 16 ' 3 (18.8)
61~ 12 ‘ 3 (25.0) 12 2 (16.7)
Minimal 2 1 0
NTA
classification Mod. adv. 48 1(21) 42 1 (24
F dv. 30 2 (6.7 32 8 (25.0
Back ground ar adv | (6.7) (25.0)
factors before None 20 1 (5.0 6 0
treatment
Single 30 2 (6.7 23 0
: Non- .
Cavity sclerotic Multiple 13 0 10 0
Multilocular 14 0 27 5 (18.5)
Sclerotic 3 0 9 4 (44.4)
Amount of + -+ 41 3(7.3 42 3(7.1
bacilli discharged H . 39 0 33 6 (18.2)
SM 0 1
Drug resistance INH 0 2
appearing
during treatment Not appeared 1 5
Unknown 2 1
Cavity closure Closed 1 0
after 6 months Not closed 1 9
Unfavourable : 1) Culture positive at months 5 or 6. 2) Drop-out at months 4,5 and 6 because of no efficacy.
5 RARLI M) HT 3L LEMETD % 1 A &
B DOFRIE R FID I TIRECIE 5 T, WBEBHRD
B2 IV BOEAHE L 161k 3~5 » ArEs Table 6. Adverse Reactios
T6 AT (+2) “C"ﬁ")f':o Z DOFIEZER Kb ik L Regimen
TEIIIEEHHBEORE WD RIENEE I i 5 .
() BT RBANIMLERO T & S EIEMCE S EH S
E'C’"I Kce,Ky #74% Kz (}U’C& ) ‘h‘ﬁﬁbl Xz %iﬁ@ Number of cases 110 113
HERADLR TV, FAHMREOHERX#HT T3 SM allergy 8( 7| 2(2
MBI 36, HRALSH, THR1FTHS, IF Hearing loss or tinnitus 7( 2) | 10( 3)
W(LEEZAD Ko &R\ Ka, Kb 3 X 08 Kd il 50x Vertigo (1D 33
ZAOHSK X SICHERE S 1 AOKKBIS femore,  Headache 28
5. aElfem ;{yploesthhesia 43( ) g( 2)
_ B} . cular changes
[ BE 110 1 (R B 113 BT D\ CEIF M OB ¢ CTAnEES
B Gastrointestinal disturbances 4 6
:Tﬁﬁ'(é“)tc mﬂ{’}?)f@ab“D?‘JﬁJﬁbi Mg 36_00 82.7 Liver insufficiency 2 2
% TH] 32 ] 28.3% ThH, TDIDORIEFR I Skin diseases witout allergic 0¢8] 7¢1)
M4g1 16 B 14.5% M1 11 81 9.7% TH 5, EBIERAD fever
M & (%% Table 6 /iR Lico MBHHIC 21370\ a3 Others 1 1

BoBis Mel BE4pe U TR BT 16 e
Do 4D 5 H 3 FUTEIETERK Lich EB ok
TEE Lo 1 PNXRAFHF A TH EFx T

Total

42(16) | 38(11)

( ) :Indicates cases stopped the regimen due to toxi-

city.
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FRBECOW TR AR T2 TR INH X
BREDRIEN B0, EFEPIC DOV TW 2T 1Kkt
7T INH 55 &8 2 Epw INH-PAS K& SM-
INH-PAS HR&THB LicZ &03b 5B, RITBUEX
REVBEACERENEEOEE RO X3 RR2D
I3 TR HRE LR BT BB RO T %
ZHRVCLBRBEISATOZETHA O ARNBAB D
RRIBHRCLT LIS SRV EABELMC IR
(Tuberculosis Chemotherapy Centre, MadrasV~9),
RAEDEREE L BREE 1 RDLThEREDETH
RREIREOHEOEFO 1 AR EAKIDIELLIK
W ETHD, F7- rifampicin ® ethambutol 7x &
OFVEZFANEAI N Z & SEIRERCT2HL
WEBAL R 5| ERETORER L7, T7cdH Mitchison
B9~ X > T ethambutol, rifampicin fE/KIFEEDE
AMENERMCEBE ST OhDTH S,

1973 EHRFCHM R 22 BEBEEZSRCT D
Bignall, Polansky, Tripathy, [ljZ, Horsfall, Gir-
ling g 2 X O CEBOMREBBEAROBMyHRE S h
720 HIT rifampicin oW Tk B AIER LA
B DHEN D B AR L T3 rifampicin 450 mg ¥ 5D
BEEREEBREL CHERGE, BIfEA L deEdR
DD R E TIT RN R 450 mg 45 H =600 mg x>
450 mg Rk, BIfEA X 600 mg [k >450 mg FAX>
450 mg FHDIETH D%,

5Bl EFEHFoFeitE: SM 1g 38 2 Bl INH
6mg/kg A & EBlg gAY AARIE AL SM1g
2@ INH 15mg/kg @2 EE EB 1g @ 2 E%#E
ARLBEDOHETH DT, MROHE INH KR
7£2TWw5H EB BEBEAEOBELRAETH %,

FEFIRERBOZ D\ T 2 2R %, Z2MREEC B L CRHIR
BT FIe oo Twbh NTA 448, HEAHico
WTIIENTTV, BERERZEAE, MXERTE
BEERVAERE LTUIERENRPPHERTEY, &
EEBRAIDRY E OB TOEN—BEHE LS
(F=#2L, ZOBELIEFEEITR), MEHEESMK
EOHIKRE (BEEI) . XBFTRO &8It
WTIREFHCEN R BIfEAIREREC D Io AL
E?;zb rﬁh'fio

ARRLEEIROBMETHEC T 5 L»ic Ko H
W, R T A v ERDO TV, ThbbiERE
B Ed SM 32 ERETHH L, MREFHD
INH 3B IhTWwb2 EB R¥FERITE Lo,

HARAY, HIORAVERILHTIX INH OkE L
@ B> INH-PAS 4 BiRIE D5 CHE LI BIRZ R
iz iehyotc. INH ERHMENESENSE Y 555

B BB B8F

HAABZOES INH-PAS o INH 1 HEODH
B X0 TREERDEDE LRy R SM
DB X 3 EERCIIFERE I WEE X BN D,
LicA o TERRIC ST BHA L INH 00 HEY
FOoTWBENLENL DO Lhil o
WTFhic LT ethambutol %@ & D% H ik L MKE
& TIRHIRENRRE DR E LB IDTH 50

&4% B AT $5\ T b FIK Bk DEEBREFAR D 7 b DER IR
BROEGIC ThhhRiERbiwl, TOBFEREC
HKLIAEXHBE LA TR biunE oh, HWEL
7BAD 1 ARV ETHERED, FIHREE
TER BT T A EEDREYE L LDIIIVhY 5]
1t LToBHBORIIRXE RENLE 5 b, B
RETHBHELEELFOHEILENIZE THHEMR
EFHCBR IR T b v e Bbh b,

# @

SM (GB2[@), INH, ethambutol D 3#IX h 72 5%
EfEO$E4 INH & ethambutol pigH#HS5 & INH
%, ethambutol ¥ FHEMDE 2 EHE L ¥ HBH LI L
ZAWHARMCERIGECE L TERZRRD bhih
DA, FIREDHIRRH BEMMED LR

30« AR O EH BT ERRURRE BRI AT
W, £ OKRBELE 49 BIHARBRESRETRR L
TR EHR 37 RO K « OBl SH I REH T Bo
JevEiss 2, Wi, HHE OER KR, AR B
R, F8E, FEE BF, F N, B@lE%E HR,
# Et i LBEHE FHE JRL TEE
EERR, M, B, RS, EE ®E BEE K
W, FER, RE, )W, &EE GEIF BE 8
M, FTAR

Ethambutol i XRBHEEHRE B I HAVE Y —
BRASHHLRES W
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