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In this paper, several aspects in the problem of recent status of tuberculosis chemotherapy
are discussed in some detail.

There seems to be some difference in the ranking of antituberculous drugs between the IUAT
Committee and our group in Japan, especially in the evaluation of pyrazinamide (PZA) and
ethambutol. As it might be partly caused by relatively low estimation about the intracellular
activity of PZA, further investigations both in laboratory and in clinic are requested.

Intensification of the chemotherapeutic regimen of tuberculosis is realized by the combi-
nation of bactericidal drugs with careful consideration for the adverse reactions. The outstanding
bactericidal activity of rifampicin iz vitro was shown by using the silicone-coated slide culture
method in the author’s laboratory.

As the clinical effect of short-course regimens in tuberculosis chemotherapy is still under
investigation, the importance of the observation about the adverse reactions during the treat-
ment, follow-up of cases dropped out from intensive regimens and 5-years’ cumulative relapse
rate after the cessation of treatment was strongly pointed out from the author’s clinical ex-
periences.

As for the new antituberculous drug developed recently in Japan, enviomycin (EVM), a
basic peptide antibiotic, the cross-resistance with KM, CPM and VM should be evaluated
precisely.

In vitro results of our experiment and clinical trend about the development of acquired

resistance to EVM in our group-study were presented.
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Z 1 Antituberculous Activities of Drugs

W OH52% WI1lE

# 2 Antituberculous Drugs

MIC | MBC Japan (JATA) IUAT

Streptomycin sulf. (SM) 0.625 7.8 1. INH Major INH
p-Aminosalicylic acid (PAS) 0.313 1250.0 A 2. RFP RFP
Isoniazid (INH) 0.0313 |  1.56 3. SM 7 M
Kanamycin (KM) 0.625 | 6.2 KM PZA
Capreomycin (CPM) 1.25 | 12.5 EB TH
Cycloserine (CS) 6.25 12.5 B oM Sec‘mdary“"ki\',‘[ """"""
Ethionamide (TH) 1.25 6.25 TH EB
Pyrazinamide (PZA) 500.0 1000.0 VM o cs
Viomycin (VM) 3.13 40.0 cs VM
Ethambutol (EB) 3.13 7.8 c TBL. CPM
Rifampicin (RFP) 0.05 1.0

) ) PAS ‘ PAS
Enviomycin (EVM) 1.9 7.8 PZA Minor TB1
MIC : Minimum inhibitory concentration.

MBC : Minimum bactericidal concentration.
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9 B # 3 | SM.INH.RFP | SM.INH.EB
- BEEIR
%%%Q%Bﬁﬁiﬁﬁﬁ&tﬁé
i (W) \
0 17 2% | 12 18
2 4 14 6 13
4 4 7 4 10
6 2 7 1 5
8 3 4 1 4
10 0 0 1 3
12 3 0 3 3
14 2 0 1 3
16 3 0 2 0
18 0 0 2 1
20 1 0 0 1
22 2 0o | 1 0
24 L1 0o 1 1
" CRERTIE) 26 13)

>, SM.INH.-EB & SM.INH-RFP o 3 #| ff Ao
SRR B L5, RFP %41, i <o Eatibr
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e, BRI REP BB LT b2 OMEENE <
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BMWHREN L, BRI OER TL 2 RA RIET D &
TR RBHB LD EFITEL T 5,
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PET S, FAESOTFoREMEORME T, BE
BRI AV B A ORIERRR TR bR S

£ 7 PEMLREIC BT 5 EIEH
(SM, INH, EB, RFP)
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= x| % = w| %
141 98 28 28.6 11 11.2
27R 69 8 11.6 4 5.8
348 60 1 1.7 1 1.7
41 A 51 2 3.9 1 2.0
57 A 46 2 4.3 1 2.2
62 A 37 2 5.4 0 —

S.H.Z. 50 | 29 15 10
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TUAT »VR L SIMEROMAP %2 % &, RFP
EB iz CHCRAIO 2 » AffE@kL w52 & &,
PZA <> Ethionamide (ETH) »nx & h T\ 5 & &
NEBE IS,

EEiz Hong Kong Tfi7s bohic G Bk O#R
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BB EST 2 L Bbhsh, BEMGE6 » AROF
TER A TN 25 &, ESRRTIELWTho
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WICHRT B 2 E %D T, FAE S OB E X e
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% 8 Incidence of Adverse Reactions in
First 6 Months

Month of onset

Regimen No.| %
1 2 3 4 5 6

(GRASERBTIEHD

6 12 3 4
S3H3Z3 46 | 25 6 10 7 6 6 1
S2H272 39 21 20 7 3 2 3 4
S.H.Z. 46 | 32 14 10 7 8 4 3
S.H.P. 31| 23 6 5 2 4 2 2
S.H.Z. 15| 39 7 3 3 0 1 1

S.H.Z.R. 1| 27 4 6 0 0 1 O

Hong Kong Tuberculosis Treatment ServigS/Bli}I_li_CAA
Tubercle, 57 : 81~95 (1976)
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# 9 Relapses in Successive Years and Cumulative Relapse Rate
(INH, SM, PAS, Tbl)

follow up No. of patients dtli?iagps;}:ar Relapses rate g?;;:la?;i
1 543 9 1.81 1.81
2 443 6 1.44 3.22
3 387 10 2.82 5.95
4 312 11 3.79 9.52
5 257 5 2.30 11.60

Pamra, S.P. et al.: Amer. Rev. Resp. Dis., 113:67, 1976.
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BRI EA TSR S 7o L Pk ©dHh % Envi-
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%4 N, Viomycin (VM) < Capreomycin (CPM)
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KDL TR LTF v+ v AR—=DH L Fm L W2 D E D
PMEASBUTECHE Licyv, Hrae, KM, CPM, VM
X0 EVM oo Xittk# 538 ST 5 B
HBHA, FLE b OERBREEE T L ZIHNC T 5 i M
B &R R & TR D BEARTZ L HDT
RACKHZ2EL C LIIEEETH S 5,

VI # =

PURE R DRI BY-4 5 57 2% H A L oK & TliRis
DTN B EIZDWT PZA %26 & L-GR~7en, Tick
FHLTWERW,



1977%® 11 A8

SRR ORILE, ThaeERE LTHRYLTH E
2z Bhéﬁ}ﬁﬁﬁ}ﬁ&kok VTHE, BEFIOYUAEEE R
WCRHE N EREE UCRIRL, PR CalfERCS T+ 25
BREIETH B, WAL DI DIEFI~ DX RS
MR BRI O L O TR &M TH Y, REE
5 4R O REEALR 2 OB B X o\,
HULEEDFifEKIEE LT ES L EVM i2ouw
Ti%, KM, CPM X' VM 4§ & o 2 it A il
AR Loy,
Z D OB A

G2 TFE2ak ARIBEE

LR DY % & O TF IO RIE— A i < st
LET,
FAERHC DV T ) & TE T SRR IR 5 0 i S i

HERLET,

2) K
3)
4)
5)
6)
7)
8)
9)
10)

11)

12)

601
X ik
FERERESA AL, JEAEA, 1975,
REEEN: BTl BAsIEF L OE 2 ],
DT, WiETFi%, 1974
WERE—: BRI, 35: 75, 1976.
Verbist, L.: Experimentelle Grundlagen der inter-

mittierenden Behandlung. Pneumologie, Suppl.
1970, p.31~37, Springer.

L FFE UK, 10 -1, 1977.

AR RS EHEME RS ML FRaL B
35 R, TS, 1974

Newman, R. et al.: Amer. Rev. Resp. Dis., 109 :
216, 1974.

Bl - AMSCSEw - #58%, 521299, 1977.
Al FEIR &BFJE, 52 : 1766, 1975.

Hong Kong Tuberculosis Treatment Services/
BMRC: Tubercle, 57 : 81, 1976.

Pamra,S.P.et al.: Amer. Rev. Resp. Dis., 113 :
67, 1976.
BiIGS - thHE e

f58%, 52211, 1977.



