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IS THE COMBINATION OF INH AND RFP ALWAYS BACTERICIDAL ?
AN OBSERVATION IN PROGRAMME CONDITION

Report of the B Series of 20th Controlled Trial of Chemotherapy——

Clo-operative Study Unit of Chemotherapy of Tuberculosis of
National Sanatoria in Japan (CSUCTNS)*

(Chairman: Shigeichi SUNAHARA)

(Received for publication January 8, 1980)

The practical value of a chemotherapy regimen must be assessed based on the observation in the
programme condition. The present study on relapse consists of two kinds of survey. A: Prospective
study on all converted patients initially treated with regimens containing INH, RFP or INH and RFP
since 1975. B: Retrospective study on all relapsed cases after INH and/or RFP treatment. Both
studies are concerned with long term chemotherapy in which drugs were continuously administered
to the patients even after sputum negative conversion

A: Among 330 cases (INH alone 146, RFP alone 37 and INH-RFP 147) 5 relapsed. Relapse
rate of long term initial treatment with INH-RFP was 1.0 %, and that of retreatment with INH-RFP
was 3.9 9%.

B: Among 42 relapsed cases collected, 6 were retreatment cases with INH and RFP, most of them
being far advanced in X-ray picture and/or discharging a large amount of bacilli.

Although the number of cases assessed is too small to draw any definite conclusion, it is noteworthy
that bacteriological relapse sometimes with bacilli resistant to the used drugs was observed during or
after long term chemotherapy even with INH-RFP in the routine practice but irregular chemotherapy
seems to be a cause of relapse in some cases.

The observation revealed that in the case of INH-RFP treatment, bacteriological check up should
be carried out, with less regard for X-ray findings. The relapse may occur even in cases with moder-
ately advanced non-cavitary disease, depending on the reduction in inborn or aquired resistance of

the host. Therefore therapy should always be individualized.

* Reprints may be obtained from Shigeichi Sunahara, M.D., Emeritus Director, Tokyo National Chest Hospital.
Kiyose-shi, Tokyo 180-04 Japan.
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Az ey INH & RFP (23 4 e
i c, HEE: INH+ (fliF), R 7B RFP+ (fif),
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L OTHREMEL AR LICERTH 5, ERLTFOFEIINT
EOREONTE i\, MRy INH 1pg/ml 524,
RFP 50pg/ml 5e4:& L1,
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Tltie { BEZIEOE Tilbh X D THH D,
F =T HEBRO R DIk ¥ 2o LR O Tk A BB zAE
WO D, FoI%E, WHREH, FFEFE: O R OIE 1. REFIOTE
% T T 1
0 50 100 No.of
cases
~40 41~60 61~
H 42 32 26 146
Age R 27 | 51 e 37
HR s | s | 2 147
Initial treatment Retreat
Proportion 124 74 10 a
of initial H & % I Vt
and retreat- R 2) 19 | 67 ?11
ment and oz 7
complication HR [§7 57 HER:
Cases with complication
Min. Mod. adv. Far adv.
H 11 ‘ 64 25
NTA classi-
fication R 3‘ 57 l 40
HR (2 @7 | 51
1+ 2+ 3+ 4+
H 39 i 12 [ 25 | 24
Amount of ;
bacilli R 3 5] 16 | 41
HR| 27 |12]| 21 | 40
— +
H 40 L 60
Cavity R |16 | 84
HR | 28 | 72

Fig. 1. Analysis of background factors (A survey).
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AOHEL A TIIRERFLL G2 1L CH BN 3, B 1,
meE 4, F - +TIRBEE 3, FFEE 5 BEE 2, X
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RFP {f G I G TR ER AR DEF O,
Bk L O XP ol SITEN LoD,

H $fTo INH ofykiz 9 4T, 8f#liz RFP T5|Xx
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RFP r ot TH o7z, HR BTz INH OLD{HEH
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HR /RICEF L d 0x HRFUCET S L o & FHUT,
HR % 6 » BLLEGEF 7SN H 32,5 28 6, R B¥as
5 2 BT HR $E: 5 0 1460 & ff2 TEHEH1730610 (RIIEI119
B, F5461) 1TET D, EEEO LK HR 6~9 %
A ofefEa Ak LIREGNE 1 Fld 7hs27c,
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Table 1. Main Drug at Different Time during Observation (A survey)

H group R group HR group
INH INH INH
INH RFP . | INH RFP . |INH RFP .
RFP RFP RFP
cases cases cases
5 months 6( 4%) 3(2%)
0, 0, 0,
Before negative 4 20( 14%) 2( 5%) 16(11%)
conversion 3 45( 31%) 11( 30%) 44(30%)
2 76( 52%) 22( 59%) 93(63%)
1 146(100%) 37(100%) 147(100%)
Negative ;
conversion 1~3 132 1 13 37 2 2 143
i v —_— =™
146 147
4~6 . 106 4 35 1 34 2 6 5 136
. u \____/ N ——————
After negative 145 37 147
conversion 7~9 84 7 54 12 3 | 12 5 130
i \____’/ ;_J \______/
: 145 33 ; 147
10~12 | 73 5 67 @ 3 24 4 22 5 117
i v —————— \___//
| 145 31 ! 141
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Table 2. Change in Cavitation after 6 and 12 Months’ Treatment (A survey)
6 months ’ 12 months
H % R % HR % H % R % HR %

Marked improvement 12( 14.0) 2( 6.5) | 18(17.0) | 21( 24.4) 6( 19.4) | 18( 17.0)

Moderate improvement * 16( 18.6) 4(12.9) | 12(11.3) | 28( 32.6) 7(22.6) | 34( 32.1)

Slight improvement { 11( 12.8) 5(16.1) | 13(12.3) 7( 8.1) 4(12.9) | 12( 11.3)

= P 20( 23.3) 9(29.0) | 25(23.6) | 11( 12.8) 5(16.1) | 15( 14.2)

No change 27( 31.4) | 10(32.3) | 37(34.9) | 19( 22.1) 9(29.0) | 26( 24.5)
Worsening 1( 3.2

Unknown 1( 0.9 1( 0.9

Total I 86(100. 0) l 31(100. 0) ‘ 106(100.0) | 86(100.0) | 31(100.0) | 106(100.0)

* Cavity closed

1 2 3 4 5 6 7 8 9 10 11 12 Month.
Case 1. Treat- y
H group ment HP_E I —_—— e — — = - = = =
38 years old Culture 1607
Initial Resist-
treatment ance 0 Hi5pg
Mod. adv. Cavity (9 =) S9)
Case 2. HRE |HREK KTC
R group + +|= — -+ =3 = = = = = —
63 years old
Initial treatment ~ Hilpg H:lpg H:lug
Mod. adv. R:0 R:10pg R:10ug
(50) (50)
+ Deteriorated =)
b t

c 3 HRS HRE
lfgegr;mp 4343+ +l- = == - - = — = = + -
25 years old 1col. 2col.
Initial treatment 0 Not tested
Mod. adv.

) =) =)
Case 4. . L t
HR group H_If_K 4l - - = I:I.l_R _______
49 years old 79col. 13col.
Retreatment
Mod. adv. 0 Not tested

=) = =)

(Irregular chemotherapy)

Case 5. HRE HE 1 (Stopped)
HR group —_—_ = - = - _- - - 4+ - - - 4+
61 years old
Retreatment H:(0.D) g Not tested H:(0.D) g
Mod. adv. R: 0 otiested  Ri5,g

- - = =)

Fig. 2. Relapsed cases (A survey).

Cr-meiir Hag, HRB6 » AH, REM52AR
THot(FE 1),

4) XP ofEh

WEMmE e » A L1220 AD XP b2 OfEEE H %
&, HEARTIAZNL6 » A, 127 F0IETH §22%,
16%, R#32%, 9%, HR #34%, 22% THolz, %
Pz 1 flo— A olKR L-fnid ), HRECS
KRR ot RORBIIFE 20T L, (LR

Wi ZeRgozZRAKSER: H 386 fiFF 6 » A 45%, 12
» B65%, B REES161F35%, 55%, HR 10641
h41%, 60%THH, REED 1PITIERAI A DI, L
T TI12H BB OLFIOFZRRRT HE21%, RE
38%, HR J$28% TH 21z,

2. FHHEB

25 LIS B oREGND 5 6l (1.5%) OFHE 643
Hot-, HEgE 146 0.8%), REFHE LM (12.5



1980%# 4 A

%), HR 2egE 1 4] (1.0%), BEFE 2060 (3.9%) T
H%, 5FI0BEN21ITRL,

FEFI 11 Ka B hzeiff]c INH-PAS.SM 55
OLEEHE T INH 13 5 pg/ml HETH O, B
912 Ka Elfshknzeii% 4+ INH, RFP,EB /b
Zigdteys INH 3gEmETH o, INH 23F)Em
PP L7 ST KM “ZjJﬂx_/uﬁ, TSI R L
Hegg A 2, RIP oEEEICE TR 2 bR, R FHTi
S 2 ofiziitt: INH 28 Ll L T INH-
RFP.EB %6 #], INH.-RFP.SM 3 f], INH.RFP.TH
1 B3 Dre NEHFE L e b Dl FERI S 1% Ka Flzif
nHh Eﬁﬁﬂzﬁﬁ@ﬁiﬁ{ﬁﬁi*@%ﬁgﬁﬁ@ﬁ thsn, H
BB ORENS 1 » A LB L T o T—EED
HE T b Lheys, BOREE IHERET
BETH DT, EZIEIERSE #Aﬁb”umoﬁm4wE
RE TR A TSR H » 22 FIL 7o b, INH.
RFP.KM9 » B#%, {b#%a INH.RFPZZEE Lz AT
BEHEL TV ANBREEZLTOWTHSH, LOED
BEEIz 7o\ HEE O DI R A RN G DI iesD
P FEGI5 AR OHANS D, 130 H LIBERZE
Aot ie <, AMEHCRELA D D ZE ML, INH-
RFP-EB 9 » A% INH-EB 2B L T2 b OFHET
RFP 124t 5 pg/ml LEMEDETFTRZ SR, THAE
TETHolcE\ D,

B A &

1. BHEFIOER

(1) {LEBRIARTI DRI Z

45 ST SUERID 5 HbEEE(LE TIZ L FEUEZEL
S 0B R A LA2BIe o\ CTHE Lz, AR o (LERE
1R 5 COREFIOE RILBILE, L1161, Fin X195

211

765 ¥ TF948. 8%:", H 22040 (5 HHIERELSHD.
REI641 (0 @), HRZf6 ¢l (04 TREE HRE
mémﬁﬁ%*®ogli&HRﬁ®EmNT%%%

BAEL, 0, Of, 4%iE12, 9, 261, HWAET (85%), 7
“4%), 4 (67%) HITHH, HERGFIALL 16 (5

+ Kz2), 12(5), 6(5) fl, & 1+ 216, 7, 2 5
2+ LIEAN 14, 9, 4 fITH D, HRHNEEEL 5T T
FBA 2, 5, 4 BITH O,

£ OHE S HBRC IR 2 ¢, BRE 10U, mEoH: ]
Bl, BT X HEHREE G, B8 16, RERCHERRE
ol M GIGEREBESE), HR BTS2 6,
D4 L GILIER 1 Fns D, EREIEETH O,

(2) b2k

(a) {LEHst ¢ LAY D EHEIC E S H DLET
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Table 3. Kind of Regimens and Duration of Chemotherapy (B survey)

Duration of chemotherapy from start to
Regimen b_aicteriological Relapse ] Total
1~6 7~12 13~18 19~24 25~ (Months)|
H group
3 drugs 7% 2x 2 1 (52M) 12
2 drugs 1 1x 1 1 (34M) 4
1 drug 2% 1 1 (31 M) 4
R group*
3 drugs 2x 2 1 (40M) 6
2 drugs 3 2 7
1 drug 1 3
HR group* !
3 drugs ' 1 1 1 1x(26 M) 4
2 drugs : 2 2

x Indicates a resistance case at relapse.
* All are retreatment cases.
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Table 4. Bacteriological Relapse during and after Chemotherapy (B survey)

The time of relapse

Duration of chemotherapy from start to bacteriological relapse

1~6 7~12 13~18 19~24 25~ (Months)
H group
During chemotherapy 4y 3% 3% 3x
After stopping @ 1{4) 2M, 35Y, 6Y @ %()
chemotherapy <12 Y 12¥ )
R group
During chemotherapy 2 3 3% 4x 1
After stopping 1 1 1x
chemotherapy (12M) (13 M) 3Y)
HR group
During chemotherapy 1 2 1 1
After stopping 1
chemotherapy (B3M)
T x Indicates a case of temporary bacteriological relapse. M : month Y : Year -
HY, AT RED 3 » BUEOREMEL 4 i3 X T Table 5. Roentgenological Changes (B survey)
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