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The in vitro anti—M. tuberculosis and anti—M. avium complex activities of five new
rifamycin derivatives, KRM1648, KRM1657, KRM1668, KRM1674 and KRM2312, provided
by Kanegafuchi Chem. Ind. Co. Japan were evaluated and compared with those of rifampi-
cin (RFP) and rifabutin (RBU).

Antimycobacterial activity was tested by broth dilution method using Kirchner’s liquid
medium supplemented with 10% bovine serum. The MICs 90 (zg/ml) of all five KRMs and
RBU for 20 clinical isolates of M. tuberculosis were 0.035~0.07, whereas that of RFP was
1.25. The new rifamycin derivatives showed 16 to 32 times lower MICs than those of RFP
against M. tuberculosis.

All five KRMs inhibited 100% of 20 clinical isolates.of M. avium complex at a con-
centration of 1.25 yg/ml, while only 35% and 10% of the strains were inhibited by the same
concentration of RBU and RFP, respectively. The MICs 90 (1g/ml) for the strains tested
were 0.07~0.3 for all five KRMs, and 5 and 40~80 for RBU and RFP, respectively. The
new rifamycin derivatives were 16 times more active than RBU, which was 8 times more
active than RFP.

The new rifamycin derivatives were far moré effective against M. tuberculosis in vitro
than RFP, and their superiority to RBU which showed the effect superior to RFP was
notable in in vitro anti—M. avium complex activities.

* From the Department of Infection and Inflammation, First Clinic of Medicine, Chest Disease
Research Institute, Kyoto University, Sakyo—ku, Kyoto 606 Japan.



806

Key words : M. tuberculosis, M. avium com-
plex, Rifampicin, New rifamycin derivatives,
In vitro antimycobacterial activity

& % ®we B HE12E

F—7—X : M. tuberculosis, M. avium com-
plex, U 7 » Y E v v, ¥ rifamycin F K, =
BERNILY a7 7 TIER

*®

jill]

okt 4 Bb¥#EEIcow T3, INH & RFP %
FH#hE L, TNICSM b5 0VIZEB 2$lA8bE 53
AL S ML S N, [k O IR LEEE D e 5
AP ELTHELHREShTWS, JoEELFRICL 345
BALEEE I B 2 REERISES I, INH &, Zom
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Table 1. MICs of Rifamycin Derivatives against 20 Clinical Isolates of M. tubercu-
losts in Kirchner’s Medium

MIC RFP RBU KRMI1648 KRMI1657 KRM1668 KRM1674 KRM2312
lpg/mil (1) @) 1) (2 1 (2) (@) (2) (@)
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Table 2. MICs of Rifamycin Derivatives against 20 Clinical Isolates of M.avium com-
plex in Kirchner’s Medium

MIC RFP RBU KRMI1648 KRM1657 KRM1668 KRM1674 KRM2312
leg/mll (1) 2) 1 @2 @O (@ @) 3) 3) @) ©)
80 6 1
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10 0
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M. avium complex 20 ¥RICXT % BIEHOHE S <l KRM 1648, 2312, RFP, RBU ic2 W\ T, B3
DERA, BB L AERICHE - T Table2 i/ LT, <l KRM 1657, 1668, 1674, 2312 i< 2 W\ T HBHRET %=
#E2 1 Tld KRM 1648, RFP, RBU ic2 T, #E2 TV, BEBRTIIMOFERTHRET L AERZLT 1o
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Table 3. In vitro Activities of Rifamycin Derivatives against My-
cobacteria in Kirchner’s Medium

MIC MIC9% MIC90
compound MTB MAC MTB MAC
(H37Rv) (31F093T)  (20strains) (20strains)
RFP 0.6 b) 1.25 40, 80
RBU 0. 035 1. 25 0.035, 0.07 b}
KRM1648 0.017 0.07 0.035 0.07, 0.15
KRM1657 0. 035 0.07 0.07 0.3
KRM1668 0.017 0. 035 0.07 0.3
KRM1674 0.017 0. 07 0.07 0.3
KRM2312 0.017 0. 07 0.07 0.07, 0.3

MIC : pg/ml RFP : Rifampicin
RBU : Rifabutin

BUX O LTHENEEHREL 2, ERIckD MIC ©
ffHIcZD0oEERD SN B DD, KRM 5 Laid
WFEN S 0.6~1.25 ug/ml T2 Kk NTOHKEEH
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ARLUKICEBEY, KRM5LaYoBN iR /15380
S,
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KRM 1648 : 0.07 (3£5& 1), 0.15 (325% 2 ) KRM 1657,
1668, 1674 : 0.3 (2B 3 ), KRM 2312 : 0.07 (K5
2), 0.3 (FEr3) Th-rodicxtl, RFP 140, 80,
RBU &5 Tdhb, KRM &{b&miadiad &b RFP
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k12, modified Dubos Tween albumin 5% H
WHEHETH 505, M. tuberculosis EXfR&E L1
&, RFP @ MIC {3, 0.002~0.017 ug/ml T 10 %4
M#EM Kirchner AL # D 1/100 LT OfEERL,
MIC 3 AKIEIETF LA, £7, KRM O&HEH B L
RBU TiRWIFN b RAFHREE (3 x107°ug/ml)
THOREEMHEIE &, KRM ©2EK 0735 HIE
NRHERTE A, BEAMEM OB L X 8h -
120

M, avium complex 2% & LIGETbEMRIC,
Dubos HEHOEHIC LY Kirchner ik » a8V T
B/ (1/64~1/32 ® MIC) »EDH S,

MTB : M. tuberculosis
MAC : M. avium complex
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tzo F12 M. tuberculosis DIZHEH S TH 5 H3TRv
HRicxtd 3 MIC ©b% KRM L&#)id RBU &[E%T
50, RFP o k# TP &b 16 5D ENED
S,

RFP & RBU @ M. tuberculosis i<X¥9 5 in vitro
HE/71<BIL T 14 Sanfilippo et al.”, Bruna et al.?,
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Heifets et al.®, HATS0, HHESY B LEOMEND
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B B5%) OFB\EAMIELIICTES, KRMOET
LENTEEBES I 5 2,

M. avium complex XXt3 % RFP & RBU @ in
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SN2b00, FROEFNSZVW EFEAMDOI LTS
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