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Short course regimens; 2HRZ (E)(S)/4HR (E), 6HRS (E)/3~6HR and 6~9HR have

been accepted as a standard chemotherapy (SC) for initial treatment of pulmonary tuber-
culosis in Japan. We studied the frequency of the treatment completion, the causes of the
treatment failure and the outcome of the patients in whom INH or RFP was discontinued
within 6 months after starting SC. The subjects included 597 newly diagnosed culture
positive pulmonary tuberculosis patients admitted to 16 national hospitals in 1996.

1.

Results were as follows.

In 47 (7.9%) of the 597 patients, either INH (19 ; 3.2%) or RFP (33 ; 5.5%) was discontin-
ued. These 47 cases were defined as a SC incompleted group and the other 550 as a SC
completed group.

. The patients in the SC incompleted group were seen more frequently in the ages of 20s

(11.9%), 50s (10.9%), 60s (11.7%) or 70s (11.4%). 21 (13.6%) of 154 female patients
and 26 (5.9%) of 443 male patients were in the SC incompleted group.

. The causes of cessation of INH or RFP were drug side effects (33;5.5%), drug resis-

tance (10;1.7%) and complications or underlying diseases (8;1.3%).

. Fever or eruption (19;3.2%) and drug induced hepatitis (12;2.0%) were frequently

seen as drug related side effects causing the cessation of INH or RFP.

. The rate of culture negative conversion of TB bacilli at 6 months after the start of

the treatment was 98.9% in the SC completed and 88.9% in the SC incompleted group
respectively. In the SC incompleted group, there were three cases continuously positive
and two other patients who relapsed and became culture positive again. In these five

patients, INH or RFP was discontinued because of drug resistance.

Key words: Pulmonary tuberculosis, INH,
RFP, Side effect, Discontinuation of standard
chemotherapy
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7 (%, FER L), WEAX, HRBABGRIEE R
FTOMMAEEERAE L, BEARICIVNSEE O
2HRZ (E) (S)/4HR (E), @ 6HRS (E)/3 ~6HR,
® 6~9HR BLU @ Zho DGR L
DD, EHIMBOERLEMINCY, HEEERLT
EREATONHED (RHERRERE) O 4BIZHEL
720 BERREMEAL L1 bR X D IEERE T 6 7 AL
LRBREEARRT 5 2 L EER L,

PUREBA O ESBMG®R, 6 7 AUMICH £ R &5
ETHIEL, MoEFEHFRICEE SNERICDOWTIE,
TOERRYF, HE72E R o IbEH, SRS, &
WHROEERER, FHOBRM, BRE2ALTL.

AEEMEIE, HEEILIZDV»TidMann-Whitney
WE, EBOAIZ2 W TiE Wilcoxon #M5E, DI
DT Y REZ AWz,

& S

(1) #ERGEHRIE G EE R O &

1996 4E > 1 SERICHMEZIE L BT &, BIFLD 16D
E BT CABRIER AT o 2SI 12546 0, W
EEREIZ 10176 (81.1%) TH o7z, MEAEBEG D
9 HIEGEEREEBNE 1017 Bl 581 41 (57.1%), &3
GBI 7616 (T4.8%), WeicEraaMdplth, mEiks
HHE D 5\ ik PCR ETHEEGIZ 1681 TH - 72,

PG CHEER B D 161610 5 b, HHELIM 2
180 H i D EBIE 104 51/761 6] (13.7%), 180 H LA E
DIEF)IL 6455 (84.8%), IHHEEAMANHA O 4E B 1d 12 %)
(1.6%) THolz, WEBEIRIH180 H i o 104 £E ) o
FETHNTA1BIT, 24 PUIIRIZIEDTE R TH > 720 FE
T LA OB CHEHE 25180 B i D £EH11Z 63 61T,
WIEEEREER G D 8.3% % S, HEABEHIZH -
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7250336, FOMOEHIZLSLDANFTH 72,
(2) EHEGFEREE L A ERE

BRI AT180 H L Lo @ [ iEHEB] 645 B, FEHEA
TR A& BB\ AT o 7o fER (REBEISHREE) 1234741 (53.8
%) Y, ZOMTHOEFEFXOWFIE O 114 #l
(32.9%), @21561 (62.0%), @18%) (5.2%) TH-
Too F72, @OIZHELREHEYLEE 1T 645 19 203 61 (31.5
%) THY, #HLEFERTROMNRIE 2036+ O 106
Bl (52.2%), @796 (38.9%), @ 1841 (8.9%) T
Holze TS DIEHERHEE AT F & ER LB PRRELEE
203 B D Et 550 Bl & FRHETRHEERAE & L7,
DEREFIAREIER TR 2 ERABRS» SIRA S
o7z fERNL645 B 106 (1.6%) 0, ZOHEHIE
EBHED - D IZIREHLSHEE L 35 EHREOHRTICL 5 D
DA BBIT, 2PNIBHARHEATH - 72, EHEFE TR %+
FtA L 724, 180 HARMIZM S »OBHTH /213 R #
SEEZHIEL, fhoERFRICEE SNERI, H
ik 14460, R Ak 2860, HR ik : 5 BIOAFH47 6]
(7.83%) T, ZOATBIHERERENERFEL L, ¥
72, SINHDOVBTIIZ DY LARVERIZ 386 (5.9%)
by, zoWRE, BMEHSETH FAZER % —EHIE
L7:2%, #h BHERENTTEEIC 2 o 72 12 .E6] & SR #K
A7 IR TH o7z, ARFFETIE, T, EHEiG
PREIE BT 550 B & ARG AIERLEE AT BIDFT 597 Bl 2D
WTHRET L7z, '

(3) MHELABITHION, Hihd L OB R a1
e

TR FOER B T B 4176 (4.5 +13.45%), ik
13361 (52.1£19.37%), REHEFARFRAEBLE 135 1 26 )
(58.5+12.04%), 216l (57.7+13.8/%) TH o7z,
Table 1 IZEEROM, BLUERKRSAZR LIz, HaTH

Table1 Study population of the SC completed and incompleted group by age and sex
Age (years)
Group Sex Total
10s 20s 30s 40s 50s 60s 70s 80s 90s
Male 2 30 42 92 91 71 60 28 1 417
SC Female 1 29 21 12 15 20 18 16 1 133
completed
um 3 59 63 104 106 91 78 44 2 550
sC Male 0 4 1 8 8 3 2 0 26
. Female 0 3 1 1 5 4 7 0 21
incompleted
um 0 7 1 2 13 12 10 2 0 47
Total 3 66 64 106 119 103 88 46 2 597

SC; standard chemotherapy. The SC contains 2HRZ (E)(S)/4HR (E), 6HRS (E)/3 ~6HR and 6 ~9HR.
H;isoniazid (INH), R;rifampicin (RFP), Z;pyrazinamide (PZA), E;ethambutol (EB), S;streptomycin (SM).
The SC incompleted group included the patients in whom H or R was discontinued within 6 months after the start

of chemotherapy.
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Table2 The percentage of culture negative conversion of the SC completed

and incompleted group

G No. of Time after the start of anti~TB chemotherapy (months)
rou
P cases 1 2 3 4 5 6 7
SC 550 29.6 65.1 88.9 95.6 97.6 98.9 99.5
completed
.S 47 340 638 830 8.1 894 894 894
incompleted

Table3 Number and percentage of each causes of the cessation of INH or RFP

Sex Age (years) Regimen
Cause Number D7A DIA
of cases male female 20s 30s 40s 50s 60s 70s  80s 1) (9

side effect 33 19 14 6 0 1 8 8 8 2 13 20
(%) (5.5) 43 (91 9D (0.0 (09 (7 (7.8 (9.1 43) (56) (55)

drug resist- 10 6 4 2 1 1 3 2 1 0 2 8
ance (%) %)) (1.4) (26) (30 (16 (09 (25 (19 (L1 (0.0 (0.9 (2.2)
complica- 8 6 2 0 0 0 3 3 1 1 1 7
tion (%) (1.3) (14) (1.3 (0.0 (0.0 (00 (@5 (29 (L1 (22 (04 (19
number of 597 43 154 66 64 106 119 103 88 46 233 364

total cases

Percentage is the numer of cases/that of total cases (bottom column) in each category.

PZA (+)/(—);PZA containing/not containing regimen.

BB Do R HE R B ER L 20 %R & 50 %
KU EDERRBIZE L, HMICZHEICSWEITTH o
726

MEEOHEHALRDOLE: (Table2) Tid, FHEHHE
FERCEETIIEBRMEALIZ 180 H BL L& B L 725 B 1 550 41
6Bl (1.1%), 300 H L% L2 fERlix 3 61 (0.5%)
ThozDIZxt L, FEHREHFAERE T3 ATHIH 3 41
(6.4%) DFHEHEEBIC 2 072, BEEI LD 27295,
BB 6 7 BICB T AHER R LRI, EHERE
BEE98.9%, TEAEEHAEREESI.4% T, BEREAR
R OHER AR MK A o 72,

(4) HEFZ R odik#EH

H -k RAMIEESN-EE (ESEEt) LEH
¥ 5976 ORIER : 3341 (5.5%), @IEHIW M :
1081 (1.7%), @AM EELZEE Lz EREDHK : 8 4l
(1.83%), @BEOEFICLEHD 14 (0.2%) THo
720 O~Q@DHEHBNC, M, FEWEIMBIVPIAZ
SEUhET VL OERENEE %L Table3 IR L7,
BIERIC X AHbplidctkic £ <, FRE TR 20RA
B LU0 EDOHEERBICS VEEDSR SN,

PZA 2 &LhBEHOER NI L 2 BIEH O FEBERIC
BESL Do, BRI A2HIEFDL, HICEW
R ERL, ERMBIZXIEIRON 2D o7, AHHE
EELTCH TR 2P LAZESICBIT 2 E6E
O (EEEET) 1, BWFEL - FFEE 346, JF
s 2 B0, BERRAE: 1B, B - TTIRBEEAR 1
B, &5 16, HRBEEH 10 8T,
LEI50A LU LEDER TH o7z, T2 D 8RERF T
BliE PZA 28 2 WA RSBRS LTz, fito
T, HF/WE R OFIEEIE PZA 2 8 0ERTRET
12233%04 1451 (6.0%), PZA Z& & 2\ iGH B
TIE 364643361 (9.1%) THYH, HEWAREEEI
rolz,

(5) FFfemEIcL s HEAEIROFILE

gt EIC L5 HE X R OF LA (Tabled)

1597 FIR 1281 (2.0%) TH o7z, HikSh7z3HZ,
R:6%], R PZA:3%l, R H:1%l, R& EB:1
#, H& EB:1%IT, PZA #&LHEFEHFRNEET W
AR TOPRILERER, ZhFNh23360F 4 61 (1.7
%), 364FIH 8B (2.2%) T, WMEMIZIEIR LN
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otz ERMBRITII20®N 2 61/6651 (3.0%), 407K
£ 141/106%1 (0.9%), 50%4% 3 61/119461 (2.5%), 60
B 581/103%61 (4.9%), 80#AL 1 #1/46 61 (2.2%)
T, W TIEEME443FF 76 (1.6%), KME15460% 5
Bl (3.2%) LHEE LD o720, 208, 50K, 60
BB L OIS RS A DN,
ABREBORER R & EFEFEE & OBKRTIE, BF
BCBEICF#REE (AST <GOT), ALT (GPT>, 7 GTP,
BEY LY Y) BELEHELTWZI5ER T 45 (26.7
%), BEEEMED ISEFTIZ 3 (23.1%), KTV

OB BB ELHT

73 VIMGED S0FEBITIE 7B (23.3%) AHSBEH M
EIZX Gk ko, L2L, ThbOWThD
HT-& b ERMFEEICILHIZZROFIEE O
ICEERHBIEA SN G D27, AKK® Body Mass
Index (BMI) iZ2WTd, FEHIMFEEICIY HZ
IERAPIEENA106TIH12.1 £ 2.1, FHEIFRE
EPNOBEATHIEEN3FTIEI1.8+1.6T, W
BIcEEEIAONE o T,

SRR E D RBFIL, IRSERILAE: 2 A4 61,
3~4BLIAA 3, 5~8EUNMSHTHY, 2B

Table5 Cases in which INH or RFP was discontinued because of fever or eruption

c underlying " O?ng tir‘rée regimen at estimated
I\? S Sex Age diseases or Symptoms of the 814 hset of the drug causing desensitization
o. M induced by drugs  effects . .
complication (weeks) side effects side effects
5 M 27 fever, anorexia 2 HRZE R
hepatotoxicity
23 F T4 Thypertension fever 2 days HRS H done
31 M 62 hepatoma fever 2 HE H
3% F 11 fever 2 HRE R
39 M 25 fever 3 HRZE H
40 F 63 diabetes mellitus fever 2 HRE R done
4 M 56 Darier disease fever 2 HRS, R done
LVFX
46 F 22 fever 3 HRZE R done
9 53 post-operative eruption 1 HRZS RZ
state of gastric  hepatotoxicity
ulcer
13 F 56 eruption 6 HRE HE
hepatotoxicity
17 M 55 eruption 16 HRS HRS
22 M 69 eruption 20 HRE H
2 F 24 eruption 2 HRZE R done
41 M 29 eruption 1 HRES R done
42 F T4 diabetes mellitus eruption 5 HRZE HE
49 M T8 pneumoconiosis eruption 4 HRZE R
50 M 57 general eruption 8 HRE R
weakness
58 M 8 eruption 8 HRZE, R
SPFX
51 F 64 fever, eruption 2 HRE RE

hepatotoxicity

LVFX ;levofloxacin, SPFX ; sparfloxacin
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Table6 Cases in which INH or RFP was discontinued because of drug resistance

complete drug resistance

time of the negative

Case S A discontinued (meg/mi) incomp)tlete drug conversion of TB bacilli final ofu teome
No. P ¢ drugs other F?SIS a;lce;) after the start of h oth -
INH  RFP drugs meg/m chemotherapy (months) ¢"¢MOvRerapy
2 F 35 HRE 0.1 10, 50 KM100, SM20, TH25, no fair
CPM25 CPM100
EB2.5,5
3 F 46 R 1, 5 10, 50 SM20, EBS no unchanged
EB2.5
4 M 63 RS 1, 5 10, 50 SM20, TH25 no fair
200
29 F 76 H 0.1, 5 10, 50 SM20 2 cured
46 F 22 HRE 0.1 50 SM200, EVM25 4 good
EBS,
KM100,
CPM25
19 M 59 HRE 0.1 INH5 2 good
20 M 57 R 50 PAS10 5 cured
32 M 63 H 0.1, 5 SM20, 1 fair
200 (bacteriological relapse)
48 M 27 H 0.1 1 worsen
(bacteriological relapse)
30 M 58 H INHO0.1 2 fair

CPM ; capreomycin, TH ; ethionamide, EVM ; enviomycin

PUCHTBEBERE EARBL L 7 4 Bleh 3BTl sssh, RE%
o Tz, FBEERERBEI TR STV 1065,
AST, ALT OHB&EMEA150IU/L T, BEY LY~
fEA° 1.5 mg/dl L FTH F721% R 25k S - fE 61t
4BIH Y, BEIELITOIIERNIL 2 Bld - 72,
(6) BBFZEIFBICEBHTIZR OIS
REFEIBEPERT, HEFLERAEFIEENT
19fEBI % Table5 IR L7z, BBIZ X ) ik S 7%
AE, R:561, H:38IT, BBIZL Yk Shiz3H)
&, R:5%), REPZA: 16, HX R & SM:1#i,
H:16lBLXUHEEB: 2B TH o7, BB, BB
FIERIZRI L 7EBIE R & EBD 1 #T, 5974 R it
1361 (2.2%), HiZ 76 (1.2%) O$EETHIESIIT
Wiz Bl L7z & O ISR E % R IS BERE L 2 SEH)
X 3B1d o7z, ERBHNCH B & 205%4% 5 41/66 61 (7.6
%), 50mAt 5 B1/11961 (4.2%), 60#&ft 4 51,/103 51
(3.9%), TOREAX 4 B1/88%1 (4.5%), 80mEAt 1 #/46 %1
(2.2%), HHTITBEME443FH 116 (2.5%), k154
Bl 841 (5.2%) THY, HEEE2h o725, 208

& 50 ~T0MB L LI EmDSR SN,
B, L ORBRIIL, IR 1B 35
2HBUAAT B, 3~4BLUAH3F, 5~8BLUAH 4
B, 9ELIEAI2 BT, 4 BLUAICEERD R L 72 EH
119619 1361 (68.4%) TH o7z WIEMEE 6 SR
HITEh T,

(7) ZOMOBIERIZE 5 H 7243 R HEAES
FOMOBWERIC L 21BN, RICEBTFT74 5
Fr—vavr b I VT FRBERNSEFNENR 1A
HY, FHEHIIRG 2 HETH o7, ZOMORIEHR
ELTIE, HERHER, BRIREBAE, MEEmASE
1B oH o7, T2 HIZX AEWERIZFMMRREE 1
B, BAEE 1 BIA D o7z,

(8) HEHMMIZL 2 H, R DOHIEFES

RIS LY HEZER 281 L72106) % Table
6 1R L7z, WERIE HR 2S£t - 541, R =&t 1
Bl, HE2mE 361, H (0.17) RELitt:: 1<
bV, HR ELWHES B0 ) b 3 HlidEFRe, H 5%
EWEIBDS L 2BNIHEHREB & o720 72, HR
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SZETESHOH B 3B (Table6 No.2~4) EF—
W OB TEANBRZW DY — S R—HEIZ L D
ERARETEZVWEEZON, ZOR TORBEIZ69
FEBIH 361 (4.3%) THo7,

(9) HEHERIFAEREE AT B O A BERER 2T R

REHE B R AT B D A BE s O R BE T AR DL I,
Wt 9, G155 36, G2~45 12641, G5~
88 1196, G9FLLLE 1 4 Bl, HEEBRATILF 1 226,
++ 48, +++ 108, ++++1BITHo T,
ABEEEOMER X #gid, #SoE TR 24], TH:
3B, M : 1480, $EASHE, 3: 1061, 2: 2641, 1:
IBITH o720 AEEEEDABHEIIRERR 7 61, 12N
% - FFREZS - 5, EMEE 4 6], BORERE 24,
ZOMOEE  1161T, ATHEF D246 (51.1%) M7
SHDEBEEA LTz, ABEO BMI 1£23~20:
12%1, 19~16: 2141, 15~12:84%l, %=L 64T,
BMI #519 LT D FEBIE T #ER 2 L DAEB] % B\ 72 41 il
2061 (70.7%) % HOTWV72, AEBOELREMRE
BiE, A MRS I E mERE 46 BIRt 1061 (21.7%),
147 Fr 1261 (25.5%), M/MRIEA 47515 3 61 (6.4
%), MEAELFBRETRIMHBEEREAOKT (6.5g/dl
PLF) 47819 1361 (27.7%), ME7 VT I Y DET
(4.0g/di LLF) 47619 30 51 (63.8%), Hrinemi
(AST, ALT, yGTP, #EVIEY) BEILATHIH
1561 (31.9%), EHRE (BUN, MEs L7 F=)
BEZATHIR 5B (10.6%) THo7zo

(10) iEHERBAERBEDO EHEREIC & 255

e VA ASE BB AT B D EIRE R E N & B R
LIER 145, WeE 6B, BRE2061, AEE 36, EAL2
B, REH1H, L 1BIT, BiE TEBERIE
F2 &, WHERITA05 (85%), AT 5B (11%),
TEH2B (4%) THolz,

£ =

1996 4F 12 4T B b3 [ 00 16 5 Y P 5y P4 40 [ i S48 i 5
MEEDBRERIL, B¥E 250 THEML, TORR
PLEDBERAIHB%E HD, Bl dbi24:1 L5
£ KRTV5E, FFEONSE IZHERBICE TR
KU EDBEIZH23%, BicdH 31 LBHISH,o
770 THITHERBHMERLEA, ZHE, \BERZEDOK
B H B ENEETICABE L BEHIT 6% L EH
R OO EEZIOND, 199140 5 1993 FF 2B £
K7z 29,907 £ OO Ntk A% AE 8 4K B VA [ R O &2 [
ak— MEBAAICL 2 BEFHEOFMY TIRIEFRK
ThH#80.9%, IGHEKRHES.0%, Bk - HHT3.6%, L
T10.6% EWMESNTVE, AFROMEZETIIRT
BIO WA 5.4% L4& <, LN OB THEFHH A

OM O ET6E ELHHE

180 H KM DRI T b BB - FRNCAH L 2 FEFI A
83%LEMoZ b d, MWRENKIMITEDBE IR

), BREBVSEEOEHIMR Aol LE
Abhb,

H F 7243 R 9524l hk S hzEpix, REtage
L 72 59T HEBIH 4745 (7.9%) T, HIZ19461 (3.2%), R
123361 (5.5%) pRIES N TWwiz, kBl e LTk
BIERA59T B 3361 (5.5%) b Eholz, HEMY
i, bOEOELLFEREDRIERIC X 5 HiESiEECk
WCHBELTEL, PZA 25 F 2 WHEARTI~20%,
PZA # &L HRTIS~30% &L WL LTV 5, KEFET
OEWERIC X a9 IERIZ, PZAZ2E T HWERART
55%, PZA # &L HRTIX5.6%E, ThHITHRT
FERIIED» - 7245, BHE LTRNHREH & ROWF
WEICRRE L2720t EZ2 b,

H IR RICKAFEEREOHEE X, ERIHAL
PHEAZELE H:15%, R:3.2%&HEY ST
Wb, FFREETHIE SN EHOBEER, R 2.2%,
H:0.5%&8EY Sh, KB CoOF IR 597 Bl
R:116 (1.8%), H: 2% (0.3%) &I(3ITE UHE
THh otz PlEHAIC L I EEEEORBFL, B
08 ABARMOBEVEMY, T0RU EoEE K
B ICEn ERE SN TWS, 20fth, HBs MR
W, HCOV HARTEE D, ExEg 0, BEOE
B s 2 7 RFW ELTETFOR TS, Bt
DT b BRI PR RERE E L IR R o/l T2
WL HHs, $72PZA ZHAT L L, FFHEE
ENERICRBT S EORED RPFRERESLVE
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