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Two issues are to be taken into consideration when we deal with the management of
refractory tuberculosis in which bacilli are resistant to both INH and RFP, two major drugs
in tuberculosis chemotherapy. One is how to treat such refractory TB cases and another
issue is how to prevent the spread of such drug—resistant bacilli into the environment of the
patients. In this symposium; therefore, they discussed on either of these two points.

On the first issue of the problem, how to treat the refractory TB, Dr. Ikeda reported
that chronic, bacilli-positive cases with long duration of chemotherapy showed poor
prognosis, often fatal because they were usually resistant to other drugs, too, in addition to
INH and RFP, whereas some cases in which no prior chemotherapy was conducted responded
to ordinary regimen including INH and RFP. Dr. Ikeda recommended the use of ofloxacin
for the treatment of INH and RFP-resistant TB. Ofloxacin, according to his study, was
effective and kept bacilli free for more than 6 months in 15.7% of refractory cases.

Dr. Masuda analyzed the factors which were responsible for the failure of treatment in
INH and RFP—resistant cases. Most of the treatment failure cases, he observed, belonged to
the severe cases, of which the chest x—graph revealed deviation of trachea, thickened pleural
wall and multiple cavities composed of cirrhotic walls. His conclusion was that, as soon as

* From the Osaka Prefectural Habikino Hospital, Habikino—shi, Osaka 583 Japan.
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both INH and RFP was shown ineffective, the regimen should be throughly changed with
other drugs. Surgical treatment should also be taken into consideration.

On the second issue of the problem, that is, how to prevent the spread of drug—resistant
bacilli, Dr. Ikari described on his study of family investigation conducted in Aichi
Prefecture. According to his report, the frequency of INH and RFP-resistant TB cases were
not so high. However, treatment of drug-resistant cases at home sometimes led to the
development of new TB cases among the family, that is infection in children and
grandchildren whose bacilli were also found resistant to INH and RFP. He insisted the
necessity of treatment of such cases isolated in hospital.

Dr. Tokuda studied refractory TB from the point of view of epidemiology and
literature. His study suggested no differences in infectivity and/or toxicity between drug—
resistant and drug—sensitive tubercle bacilli. He also mentioned about the mass outbreak of
TB with INH-resistant bacilli and the high frequency of infection with drug-resistant
bacilli among workers at medical facillities.

Taken together the comments of the speakers and the chairman, INH and RFP-
resistant TB cases though small in number, had a similar infectivity as the drug—sensitive
bacilli and new TB cases often develope by the infection with these drug—resistant bacilli.

The conclusion of this symposium might be summarized as a simple note, that is, not to
make a TB case refractory to the drugs, which is applicable to any infectious diseases. For
this purpose, it is essential to find out new cases at an early stage of the disease, treatment
with proper regimen, and prevention of dropout cases from treatment. It is also important
to change the regimen throughly when INH and RFP is found ineffective (selection of 3 or 4
drugs suggested from KM, EVM, PZA, CS, EB, PAS and ofloxacin). It should not be
hesitated to refer to the surgical treatment.

As to the problem how to prevent the spread of drug—resistant bacilli, it is essential to
treat the patients in hospital isolated from infants and young children at home. Workers in
the hospital in close contact with the patients such as doctors and nurses, particularly in
younger age group, should recognize the importance of self control of their own health.
Recently in our country, the size of TB non—infected population is becoming large. It should
be pointed out that education of the patients is important for the prevention of spread of
infection from patients. For instance, the patients should cover his mouth with his hand
when he coughs.

Can we expect development of new drugs in near future which works as effective as
RFP ? The present situation is far from it. On the contrary, even the manufacture of
ethionamide has been stopped. We should look for the way alternatively, how to treat the
refractory TB, namely how to improve the impaired host’s immune responsiveness, in
addition to the eradication of tubercle bacilli by drugs. Although this measure may be
passive in contrast to the active killing of bacilli by chemotherapy, it has to be seriously
taken into consideration in view of the fact that more and more TB cases in recent Japan
have developed in so—called compromized host such as patients with other diseases and/or
in the aged people.
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AR DIP ch i 5.1 4 (range 1 7 A ~40.4 ),
REEIIBIT 7.6 4 (rangel # H~28.8 ) & AEIhHI
TEVWERSA SN,

&LEFELVERIE, WIXEEGE, S H SN 5 HMAEKIE
ELTORIRETH - /oo THROBERIITIRT TEL,
BRI, FANHEICL BKRAI, MObD, HH
n1,2, WERECSERIOBED b0, JEE{LA
AP E D - Foo AU LARRIIBIE, 1, fibs
D3, MIRIEENSEL BgIkEZE L »>K[ERM bE L
<, HHEBOEVWE{LEAORVERE DO H
- fte TN S IFMIT BRI LA R T AR E b IRAE
L, PTIHEITTICKEREEZET 210L, BFEICHRD
HEEREBZORLUCFERNFEFRICERT 2 RAEFR
ThH -1, ERBEOESZD DT, BRIIFICIZIEE
b0 RS E OEDE W Kd BER ST ATV S
7o, MERICERRHE R » - 72,

DX AETEIT X BERREME A &L o IR 4
NRELErE2HLOMNBRTH %, K closed circle
RS RINC AR D - 72 5D, open circle 3B
LR LIRER TR OBBRITFO LD TH 5, HEK
D5 ARETRESULTERVDEROBAA, 6~
12 7 ARkt L T &0 EF d% BEFBEEAS S 50T
W3, A 3HLLEEHL, »o13~18 7 H (%<
1316 7 HLLE) PatEREE L <k U 12 th 11 AT
BEMEANZDI < TH 19~25 # HEEMRFET 205 0L %
FEFIR PR D UEEE VD TEERLTVS, KBGO
TEL MDA TEMALL S > 12 b D, B L URRMHAL
L7z D BEHARID 5 B AR R 2 Fi L 7 8 134261
FHREBIFTH - 12,

% ES

INH - RFP li#licitte % & o fiEfilig, WAL 575
EhoATHZOEERIER, KO3 b0ictkL T
5T EMRENTVEY, SlEN3 Z O iEHFRE 5w
HPIDREDITH > TH, [MEMGEENEZEEONID
D&, HRAAEEb-bDEALNEH, HED
ETMRIEBEDH, ESETRREDLTORV S 20
DEHBH TR L 7,

INH « RFP lANCitEDH 5 & ¥ L e B
I A TS W 253 KM, EVM, EB, PZA, TH,
CS, Ofloxacin TH->T, bObNDEFITH Ih S
minor drug 2 ~ 4 FIASBEN THEIh TV, Kk
MR 8 Tld, KM, TH, CS, EB, PZA, Ofloxacin
DWFNH IFIPFHICETS N TEB Y, (LEDH T
Licbo 4, WEHEABRARFRZEREL TRINL b
D1, DA TIREREE TFNE/RTERII 2, B
HALENE FHT 1 Th - oo RIGEMHELIA OERED
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®1 7HZRO 3EROARYEIEEMEGESE
(1987~89)
OuEeE | OFEkRE | ® MEFI | @/®x100 (%)
B 706 569 8 1.4
EET 611 422 14 3.3
R E 77 361 5 1.4
s B 272 190 3.2
5 1,586 | 1,186 7 0.6
e 414 289 9 3.1
FHoE+T 342 263 12 4.6
& 3 4,648 | 3,280 61 19
@ AR H b U< i R DIEFHEI
%2 FIEEHES (CEFD OmHERE
INH (mcg) '
s L o1l | 1] s |e s
RFP (mcg)

1L 0 31 % 45

10 4 0 i 4

50 i 3 s 12

ot 8 6 |11 | 6| 61

(B O A EIEE (2 0. 2meg KD TI N A0, 1meg & LTHEATL)

PegittE =26

SR OREAME L, BclbsRTELT
EERG R L OERIRE, o lb B RTF & LTRRK,
7 V3 — VREE, BEHETE, BCG EEEOHE,
Broca fofk, B, FHWOMAICHEOVBIRTFLL
THE ERE BE BEBRAEOTHTHER I
5\ T retrospective ICFHHE L 7o

- h >0&EE IS % McNemar ®HET odds
A2 L7, odds LOEHEXAEIZ Cornfield DFiE
RO, SEHRAOREEE Lc@OitEE LT,
L&) © 6l flico W TORFMDENI, DHEO
HITOEEE (OIF, HERE) KoV THREL,
7 OMEFIBNC bIEE, REOWH IOV TR EIT -
1o
HEHLUER) %2 EFOMERELRT, K&
it 26 #1, INH 5 mcg SR 6 4, /< INH,
RFP mFlfplidLET 8 4, HFETIHITH -7

R R BOSRRTFORR TR, XEHRE (K2
AR, FEFIS1.1 %, xR 271.8%), MIEER (G4%5
LLE, 5EH160.7 %, X138 %) &bicHEEMICAR
2k, RFE#ED 3 LTHERBVWEERAON
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% 312 odds & 2 DIEHXMZRT, Broca fE

LD\ Td pair DED t REDKERERT, LWIFOD
TR BT S odds HAEEICL.OLIES LLRUT
2R LIIER RS - 120 T DI BCG BERERE ST
HRIcBVWTOR VI ENFRIEP - bDD, TD
HE R ARRFINFEEICZ L, BRI IRETH -7,
% 72 Broca {53 &% 13 0 ER & XHBOMTHEEER
XUh ot b UTHERORYE, RFEUBSETLTVS
1o, B, FBHICEFZETO odds Hid EFY
2 ENFEENEY, Z0LIBERERVWZENED
holcbWVWA B,
UME- 1) OBIBHIX 7HE%, 3EMORIEIGE, B
SRR 2 & INH & U < & RFP #IEl#
B & AR & @ pair ZERR L, B, RECHED2HE
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K3 RLEFRICBD 2R T OEE—ER & B O
Odds H& % 0 95 %1ZHXRS, F5H ( ) AU pair B
HRIE 61) | HR¥#% (26) HIE (653) Hik A7) RIE (16) R¥ (12)
e 0.82 0.60 0.78 1.00 0.75 0.33
i 0.28-2.31) | (0.08-3.65) | (0.23-2.57) | (0.05-20.93) | (0.09-5.32) | (0.00~5.66)
- 0.45 1.00 0.71 150 0.40 0.67
IR 0.11-1.56) | (0.16-6.31) | (0.16-2.94) | (0.13-26.60) | (0.03-2.99) | (0.04—7.50)
1.50 2.00 150 2.00 . o
7V a ks (0.13-26.60) | (0.07— o ) | (0.13-26.60) | (0.07— oo )
N 1.00 0.50 1.00 0.50 29.0 oo
HHER (0.33-3.07 | (0.03-4.33) | (0.32-3.07) | (0.03-4.33) | (0.40- =) | (0.28— o)
0.18 0.20 0.05 0.2 0.33 0.00
B C GHE 0.01-1.0) | (0.00-2.33) | (0.00-1.03) | (0.00-3.33) | (0.00-5.66) | (0.16— oo )
s 0.50 0.2 0.56 0.50 0.40 0.2
(0.14-1.59) | (0.02-1.52) | (0.13-2.07) | (0.03-4.33) | (0.03-2.99) | (0.00~3.33)
‘ 0. 69 0.00 0.67 0.00 0.50 0.00
W R ©0.27-1.68) | (0.59— ) | (0.25-170) | (0.25- w0 ) | (0.00~15.26) | (0.73— o0 )
BERA 1.50 0.67 150 .00 1.00 1.00
) (0.43-5.59) | (0.04-7.50) | (0.43-5.59) | (0.05-20.93) | (0.00— ) | (0.00— o0 )
Broca 15# t =1.10 t =0.27 t =0.42> t =0.86> t =—1.49 t =-1.30
(pair DED LRE) (D.F.=60>N‘S kD.F.=26)N'S (D.F.:S? N.S (D.F.=16' N.S (D.F.=15 )N'S (D.F.:ll )N'S

HR J&  INH 0.1 mcg<, or RFP 10 meg<
HR % INH 1meg<, or RFP 50 mcg<
H L INH 0.1megs, RFP 3AH
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R KX RFP 10mcg<, INH (3KR
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x4 /NEHR fHEG ORISR
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oL i 4
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50 %2 1
& &t 3 5 1 0 9
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NEh - tz,
. NSRS B 5 0D 5 i A Rk e e
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HEZT - 7oo [FIBEIC 1976 4E4> 5 88 £ F T 13 £ERY
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Ritah, THhEEFE Lz, Thickl, ERBEOA
BEEIRG M B IR T 2 FIEMAID o, Ei (£ 15, K
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O EYE, QKR U B A SR B0 EROM
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o BIROREN» S 1 RIH, BILEGEE RI O K ik
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BOKE/NE, BRABICHKA oo THbLREEIER
ZEDMADRIEEKRYE, RS &b ZMER & X8 &
DEITHEL 12,

R EFNE, B5, &4, E8I33E~12%9 A,
EE 29 H, RIS 13, 10, F#biz 3 A~13 5%
10H, FH2EIATD - koo & 4 ITIER DR
DAERT . BREMMEZ 26, INH1lmeg & RFP50
meg & 1HITH > 12,

#5 —1 KRENEREREIRT, EFIE bR <
FEREME T 100 %, IE&EMEETE6.7 % T, Thidw
THhEARE DB TERETIR > 7o BRAZEMA 12
BPRTHTORFETH 720 £S5 -2 BRFBERERL
bOTHENRLEALFEUCHEAETH D, i3 0IER &t
BEDRICEREERD I - 12,
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2,2 2,/4 5/9 6,15
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it | ]
FEFID| MRHB N.S
B3] N.S
it
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[REE ! I N.S J
N.S
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it Bl st 18
NE S NE NEHERA NEARA | MR NE N HERA UNRSTN
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2,/2 2,/4 5,9 6,15
(1) (100 %) ( 50.0%) ( 55.6%) ( 40.0 %)
Pesk
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N.S
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<A 58 | £CER € Ofth 59 | £41 117 AR £ DRI THE L 72
SR i 45.1 373 A QLR & RIEFER & ORIT, AR, FRRL I
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. A L& II. RIRS tRRBEBEED TR
B () 32.7 29.8 31.2 S EREESEKREEOYEMMEIRR
R d (5 &) 1988 4EAZH, 3R, Al O 3RO
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