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COMPARISON BETWEEN SM DAILY AND TWICE WEEKLY
TREATMENT IN THE REGIMEN OF SM, INH AND PAS

—Particularly Considering the Degree of Drug Resistance— (Report 1)

Harukata BABA* and Yo AZUMA

(Received for publication April 7, 1975)

This investigation was designed to study the possible difference in the conversion speed and
rate between SM administered daily (A) and twice weekly (B) groups treated by the combined
regimen of SM, INH 0.3g and PAS 10.0g. The patients were chosen from those admitted to
the National Nakano Chest Hospital during the period from November 1969 to November 1971, and
they had cavity and smear positive bacilli in their sputum. They had not been treated or only
for less than 15 days previously.

These patients were allocated at random to these two groups. Drug sensitivity tests were
done by Canetti’s proportion method (Table 1).  Criteria for sensitivity was under 1% to SM
4mcg, INHO.1 mcg and PAS 0.5 mcg: Exclusion and dropout cases were shown in Table 4.
Background factors were almost the same between group A and group B (Fig.1).

There were no difference in the conversion speed rate between group A and group B in all
the cases which were treated with the same regimen for more than 6 months. These include
the dropout cases after 6 months of treatment (Table 5), and cases treated throughout one year
(Table 6 and Fig.2). There was no difference in the results presented in Table 5 and Table 6.

The results in group A and group B were the same in far advanced cases as well as in
moderately advanced cases (Table 7, 8), but the speed of conversion was slightly faster in the
moderately advanced cases comparing with that of far advanced cases (Fig. 3).

Most of the cases converted to negative before 6 months from the beginning of the triple
therapy. The cases which converted after 6 months and the relapse cases were illustrated in
Tables 9 and 10. There were 4 cases of relapse from group A and 2 from group B.

Auditory disorders were studied in particular as side-effects. Up to now, 9 cases (7.2%) in
group A showed a drop of hearing while only 3 (2.4%) were recognized in group B (Table 11).
Concerning auditory disorder, however, we do not like to give definite conclusions until the
results of further detailed studies are obtained.

In conclusion, our studies showed no advantage in the conversion speed and rate with the use
of daily SM compared with SM twice weekly in the regimen of SM, INH and PAS. Moreover,

the results were absolutely the same even in far advanced cases (Table 7).

* From the National Nakano Chest Hospital, Egota, Nakano-ku, Tokyo 165 Japan.
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Table 1.
J SM
Control T R

‘ 4 mceg 10 mcg ‘ 20 mcg
N R = L
10-2 2 2 L2
10-2 2 2 | 2
10-* 2
100 2 ' !

Technique of Resistance Test in our Hospital

KB 508 BT H

IR E 21T o7, E-EBMATIIERE LT3 S
Bttt & R L 7=, MHERZ X Canetti @ pro-
portion method® {Z X ->7-, 1% /NIFEHE, 278D
RV, HRBEIRVIRTERY, REREOHENE
HATEDZLIIZIL, F-FIEABEC BT BEEIHR
D%k brbd X5z Liz, EABEIR1IOLBY
Thd, HETBE 1L L, SBOEFIHMTHE
TREDHBEDOH 6L LT,

FiRORED (IR TIINIEH 4 ~ 8 B OE#20
mg gLy, PREFOFETHEHR 6mm 0L
Ny T2 ~3EERL, ZhiZ 5ml OREERAY
MATHEAL, BHIZERTRERAEL, ZhEFREE L,
LLTEHEL-, ZoEIRTIEEA OB X
MIZORL T 7z, EEETII Y 7% — 750 Lok
% 4% NaOH 0 10f5®TEMn L, 7 SEHOBAR
1/100 mg/dl, 8 &Lk Eix 1/10mg/dl » LTH Y &>
7o ThBORk%E 1% NaOH T 10-2~10-5 mg/d!
1293 ®, 20 0.1ml X FHMIZHEBEL:, 2501 T
BEREL 720 1072 oE%EUE, K20k BY, 93%Mn
103~10* Oz H o=,

TR O X S TIERL L T 7228, s 75 Heie
B —F L -0 T, BCG WIEFNOHAT S Z
LIT U7z, #EHRRI—3EANz oV T 1SRRI ERL L,
EHIZYSBIRS 4°C 277, LB ER £ n
Trizl7, boLki, SM, INH, PAS ofifhsstiit
4°CfRTF7 5 3 W ARAMRED S0 Z L ZHIZHE,I D
THEV 7225, s/ s 90°C 1 R Tl &

1 mg/ml

Table 2. Number of Colony in the Control

Tube (10-2)

Number of | o 1T h
Num;;\ éfmy{ 100 100 | 106 ‘ 105
of patient ~ ;7“1

A 121 10 50 | sol 1
B 125 7 6 53 | 0
Total 246% 17 115 1

113
1(6.9%) | (46 7%) (45. é) (0. 4‘7)

* Ceses of atypical mycobactena and cu]ture negative
case were excluded.

INH | PAS
0.1mcg 0.2 mcg 1 mcg 0.5 mcg 1 1 mcg
2 2 2 2
2

The numeral indicates the number of test tubes.
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Table 3. Result of Resistance Test
| Resistant
Number of patients | Sensitive : -
| All cases ] One drug | Two drugs Three drugs
A 121 ‘ 102 19 13 5 f 1
B 125 | 103 L2 17 3 | 2
Total 246% | 205 41 30 8 i 3
3% 17%) | (2.2%) | (3.3%) | (1.2%)
* Atypical mycobacteria and cultur negative cases excluded.
Table 4. Reasons of Exclusion or Dropout from the Study
Regimen A B
Initial allocated 123 [ 126
Dropout after 6 months’ treatment 12 1 15
A typical mycobacteria 3 1
Smear + Culture — 0 2
- ] Drop of hearing 1 1
Utilized only for the evaluation Death before 3 months’ treat. j 5 ” 5 »
|
of adverse reaction | Discharged before 5 months’ treat. 1 3 ‘, 2
| Adverse reaction before 3 months’ treat. | 1 ! 3
Retreatment case j 0 % 1
Resistant cases 19 | 22
Fig.1. Background Factor B44B1IZ DT, bbb OHYET ORRMEIE508(7 (78.8

%) T, WX 13641 (21.2%) Tho7-. Z Ol E b
b OHYE 3 Ot (ZFPAEOIEEHIHY) TAs

A Daily
B Twice weekly

Age 30~ 60 &, BEES7561(89.3%), MHMEIZ6917(10.7%) L7 5,
60< SRIOFNTIENEIR SN Th om0, 2HTHS

&, 83% MEMETH D2, (%3)
 Mod. BRIMALY (FR4) AFF29, BEE4GITH 54, =5

Classification
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H2) &, 1FME—FRITHEE LMz owT, Alx
7 IR RO,
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-7 = | 1AERRI—FEA TR L 72l O iz D0 TiiR B, 42

W5 2605KLL EASBREIZ % <, NTA /3T FAR
PAEFLTTARHIRR L EHORE SITWREL L

dem LUT23 77%, HXBEKT SLLL, Ll btk
612 Mon. %1 Yeal?
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Length of
hospitalization B

X 1
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THEREIRTED O L 50 T, bhbhoREiEi: SM
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B OREMEAL 23858 3 7 B LA 3 [ath ey 7 4 o &
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BS58) 3 XU 2 B (B31) FAtEASee 7o AT, SR
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Table 5. Conversion Rate (Culture)
All cases treated with the same regimen more than 6 months

g | 9 10 11 12

Month 12 s 5 06 | 7 |
o observed o4 o1 | 91 | 94 | 91 93 90 | & 8 83 82 | 82
| conversion rate(%) | 13 | 28 | 66 | 87 ‘ 96 | 97 99 ‘ 98 100 98 | 98 98
g | observed 92 | 92 | %} 92 | 92 | o1 | &i‘& |80 1 7 77
| conversion rate (%) 12 30 } 63 | 86 92 l 95 | 98 99 ‘ 99 99 100 ‘ 99

Table 6. Conversion Rate (Culture)
Cases treated with the same regimen throughout 1 year

Month 123 5.6 7 8 9 10 11| 12
A | Negative cases 9| 20 | 53 | 71 78 | 80 | & 81+ | 82 | 80%x 80%x govx
82 cases | Conversion rate (%) | 11 24 65 87 95 98 | 100 99 l 100 | 98 98 98
B ‘ Negative cases 7 21| a7 | 6 71 | 7ax| 76 j 76 | 76 | 76% 77 | 76*
77 cases | Conversionrate (%) | 9 | 27 | 61 | 8 93 | 66 %! 99 | 99 | 99 100 | 99

* Recidiv 1 case. ** Recidiv 2 cases.
Fig.2, Comparison between SM Daily and
Twice Weekly Treatment
All caaes treated with the same regimen
throughout one year

%

100¢ N

Daily —— 82 cases
Twice weekly --=--- 77 cases
50
;7
0 "/‘ L 1 1 L 1 L L
1 2 3 4 5 6 7 8 9 10 11 12Month
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PEARFEEM T H D2 b OAMUPR L & LICHEITERL,
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3HELLRMETH O, £72BINIFRIUE T INH I meg
T2 2T & 707225, SM L PAS [T &HEETH 1=,

BBRETE 6 7 ALINICRIEL 2 o72hs, 7 ALE
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K2, 6 TROND LBV, ABLBELORMRIT
BEAE—HLTVS, By Tvxi, ABRXHHD6

Fig.3. Comparison between SM Daily and
Twice Weekly Treatment
Cases treated with same regimen throughout one year
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Daily ——36 cases ——46 cases
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L SM 4 mcg, INH 0.2 mcg iz 554, PAS1 mcg |2
TEEMEL Y, 1HEUBICEELEE L -,

B110ix 6 # AR INH 1 meg 25227 & 7z 5725,



19754 7A8

195

Table 7. Conversion Rate (Culture)

Far advanced cases treated with the

same regimen throughout one year

Month 1 2 3 4 !5 6 7 8 9 10 1
| |
A | Negative cases 1 6 18 | 28 34 ‘ 35 | 36 l 36 l 36 | 34 34 34
36 cases | Conversion rate (%) 3 | 17 | 50 78 | 94 | 97 | 100 | 100 | 100 “ 94 94 94
B | Negative cases /1 5 15 23 2 28 |3 | 3 3 29 30 29
30 cases | Conversion rate (%) 4 17 50 77 87 | 93 | 100 | 100 ; 100 93 i 100 93
Table 8. Conversion Rate (Culture)
Moderately advanced cases treated with the same regimen throughout one year
; T - 7 -
Month 1 ‘ s 4 5 |6 7 8 9 10 1 1
A Negative cases | 8 | 14 | 35 | 43 44 i 45 | 46 ! 6 | 46 46 | 46 46
46 cases\ Conversion rate (%) f 17 31 i 76 é 93 9 | 98 | 100 \ 100 l 100 100 100
B Negative cases | 6 16 32 L4 45 | 46 46 i 6 46 | a7 47 47
47 cases| Conversion rate (%) . 68 } 93 96 ‘ 98 98 98 ‘ 98 100 1 100
Table 9. Cases Converted after 7 Month or Later
" Month . ' | |
N efore 1 2 3 4 5 6 7 8 9 10 | 11 | 12 |
Potient . ~
140 | 7 160, 3.0 18 |
A 70 # o |—|— | - - |- |—c| = - - =z |— / Drug changed
@) 2 2 20 2e 2
o 110 | 2 t
A 97 # O # |—|—o| = | = |+,0] — - -
o 2 |20 o !
o cl 12 e} ‘
B110 # O # |+ |+o|—|— [Hie| — - | = -
o ol 2 o
O 35 |13 2 2 | 0 C
B 31 H# O # | — = | — |— [t +1 +10| - — | Thoracoplasty
e} 2 120 2 2 o ) [e ‘
i ‘
¢} 19 4 20|50 }
B 94 # O —_— | - - —e |—e | - Drug changed |
o 2 | 2 20|20 | , |

All marks from top to bottom mean top SM, middle INH

O Sensitive.

and the lowest PAS.

Resistant to 1% or more of SM 4 mcg, INH 0.1 mcg, PAS 0.5 mcg.
A Resistant to 1% or more of SM 10 mcg, INH 0.2 mcg, PAS 1 mcg.
® Resistant to 50% or more of SM 20 mcg, INH 1 mcg, PAS 1 mcg.

EOEE TR L, BSUT9I AR 1 2 0fEHEY 4

Urett, 3#ELBIETH D, COflix 2 » AMEE
PRI HB R 1T 27, BIL 8 n BRABMTH -
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BROIAB 46, BREE2HITH S (K10, AT0IZ-
WTHEATR L7z, A99 X104 H £ VEF L, SMI10 meg
T5e4 INH 1 meg 5227MEL 2D, EELEHELE, A
518 7 AR 1 a 0EFREL M, HREMTZO®E
MEAE 7=, ATHZ6 D ABE XV EFEL, 9 HBICIERE
L7,

B68(X107 BB XD SM kL2, 14B81=
DHEFZFEL, ZHix INH 1 meg 125587t T 1 £%
HEFERE, ERELZEEL:, BT2i35»AB L9V A
BIzZhZFNR 1 20RERH O, LLIZ3F L LR
WThor, LB B8 LSMI 6L LRI%ET SM %

BERL T 7z,

B % H

ZIZTHE SM Z2¥IbmEERT S 2 B0 F 5 A
WRILDEIAT, HoFAFIRFR—-THE0OT, BH

TP ROMEL D, RIEFTHRS L, ABTIIEA
KTFTSM kL3029 HH5, SM ZhiL
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Table 10. Relapse Cases
~__ Month 3
TS Before | 1 2 3 4 6 7 8 9 10 | 11 | 12 |
Patient ™~ |
o |140 | 3 600 3. ]18 'p
AT0 # O |—|—]| - | - 5| - | - | - |=2o|l— g
o) 2 2 20 20 |2 ’ changed
o 5 | 1 0 |130 64| Drug
AR e | T T T 2% 2t chaneed
|
e} 180 2 [e)
A5l # O — =] -] - — — +po | - = | - -
o 2 2 o
o |20 | 2 9% e ‘
ATl H# O —_—| ] = - —O | # | # [Discharged |
o) 2 2 20 ‘
o 11 I o
B68 W o | —| - |- - - .o Drue
o 2 | ; O | changed
o |52 9 ‘ o
B72 | # o |/ |/ - | - +1 - 410 ‘ -
| e} 2 o} |

* Same patient as the one in Table 9.

Table 11. Frequency of Side Effects

A B
Drop of Hearing 9 (7.3%) 3(2.4%)
‘ 3 (2.5%) 5(4%)
Liver insufficiency ‘ 2 (1.7%)| 0

|8 (6.6%)| 10(8%)
1mﬁ%mzaﬁ%)
23(18.6%) 20(16%)
1 123 126

Gastro intestinal disturbance

Allergy
Psychiatric disorder

Total cases of disorder

Total number of patients
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»H5,
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