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SENSITIVITIES OF ATYPICAL MYCOBACTERIA TO VARIOUS DRUGS

III. Sensitivities of M. intracellulare to Antituberculous Drugs in Triple Combinations
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The sensitivities of 20 disease associated strains of Muycobacterium intracellulare were tested
un vitro using Tween Albumin liquid medium to various triple-drug combinations. The triple-
drug regimens tested were SM-PAS-INH, SM-INH-EB, KM.INH-EB, KM-.TH-CS, RFP.EB-.
INH, RFP-INH-CS, KM-EB-RFP and VM-RFP-TH, all of which were considered as poten-
tially usable in the treatment of Atypical Mycobacterial Diseases.

The ratio of combination in these triple-drup regimens in this study was uniformly 1:1:1
in microgram. Hundred micrograms per milliliter of each drug was included in the first test
tube, which was then successively doubly diluted until the 19th tube. The twentieth tube was
used as a control. As the same time, single drug regimens were tested for the comparisons.

As a whole, all these triple-drug combinations showed more or less advantages upon the
single drug regimens. Even the combination of SM.PAS.INH was not exceptional, though these
three drugs usually show unfavorable effects in the separate use.

Though the combined effects in these triple-drug regimens vary rather equivocally in each
strain, the combination of KM-INH-EB showed considerably better results than others.

Four combinations including RFP were more potent than others in their inhibitory effects.
As the difference in the inhibitory effect between RFP alone and the combined regimen was

rather small, the advantages of combining the drugs with RFP were further to be studied.
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FAE 0.1ml (% 0.0l mg) A 8AE U 7o, REZHEHTE
Fe & LU C ik @ #8ic Dubos Tween Albumin #{k5;
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3 EOERMRORE AR Ui, B, PHAE LIckE
FlowaEEx 100 pg/ml TH5H, L2 T O
Kic B3 ISR OB TH, FEh s 3FEHORE
HRERELTL: 1:1THH, WThoflid AR

W E2E BTE

FINHLEER L, 220133 F A& ¥ is LWk &
Uto, BRI Thi 2.0ml Thb, fosklaiist
D& M. tuberculosis DRSEYER 4 #Ex AV, E &
BEOFH T, itk X O ORI R OBIEAR 2 B L i,

I =BRK#&E

F LC LB HOAIF OHp s X0 8 FE O BN
mkﬁéﬁt%%&Nﬂlwym)f%Lt°E¢®
Fik, FHEHRLOEPAATRS LT, EBITRL
7o MIC TR SR CER B 2 R L5205, DR
ek TL, ZoFAfRcE T s 3HE b EBIT
RTIEEAYEREL TV ADT, FOEMEED 3HIEH
B THRE AL SR CEBE A R LT RTH D,
F R L EMIL LB O oo i L M

tuberculosis 4 BRDEETH 5,

FHFEM B X OEPEAMTRIZOWT, 5% EDOE
Bavrd MIC ofif%s 88 45 &, BMERTIL,
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Table 1. Sensitivities of M. intracellulare to Various Triple-drug Combinations

(20 disease-associated strains in Japan)

Inoculum: 0.01 mg

Drugs and MIC pg/mi
combinations = ‘ ; ‘ ‘ . ; J I i
of drugs 0 0125 0-025 0.050.10 1 0.20 1 0.39  0.78 ' 1.56 | 3.13 6.25 | 12.5 25 50 |100=
l A YN ; ; i §
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PAS ! | & | | 1 % ! 1
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‘ ! ; | f |
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| ! H |
TH I S e ' 2| 3| 2| 1|1
| I | i ! i !
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Cs | ‘ 1 | | i1 ’ 2 6 | 10 1
| A i AN A i
EB ? : ! ! 3, 1 4] 5 7
- L AA A oA i | ‘
RFP 1 12 3| 3 4 b1 a1
| !
VM | A | A | A4 4] 4 12
AAAA ; ! !
SM-PAS-INH i | L4 6 | 8 1 1
: ADAD ]
AAAA ; |
KM-INH-EB | | D1 3 5 6 3 2
A {
N fan oA
KM.TH-CS | 4 4 5 7
|
RFP.EB.INH | 3 | 5 3 4
|
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RFP-CS-INH o 1 o 1 7 7 1
. i H
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|
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Dubos Tween albumin medium
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FBMIL SO ER E RO &, KM-EB-INH
& 7> SM-INH-EB 1} 3 #l& RO % SRk x
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% REFP % &{ 4 @HOHFAMR O 307878 Hig
WX THD,

B 6 12133 1SR LIchUiiy, S3RARE TSty
TTEEROBBREESER ST 2 BESTRLI,
O D L HBMFEN X 01X 3FPBOSHNEFITH
LT &, SFPHA MR & LTk, RFP &4 20pf
iR ing T KM-INH-EB $tf23, flhoofft AR &
DTN BER WL ZENREDLRD, Ll
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Fig.1. The in Vitro Effects of Various Triple-drugs (I)
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Dotted lines denote non-effective triple combinations.

Fig.2. The in Vitro Effects of Various Triple-drugs (II)
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Dotted lines denote non-effective triple combinations.
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Fig.3. The in Vitro Effects of Various Triple-drugs (III)
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Dotted lines denote non-effective combinations.

Fig.4. The in Vitro Effects of Various Triple-drugs (IV)
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Dotted lines denote non-effective combinations.
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Fig.5. The in Vitro Effects of Various Triple-drugs (V)

No.of strains | No. 130 No. 131 No. 135 No. 139
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Dotted lines denotes non-effective combinations.
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Fig. 6. Cumulative Percentage of M.intracellulare Inhibited by Various
Triple-drug Combinations (20 disease-associated strains in Japan)
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HHNL VBB EHEIZRL T2,

M. intracellulare JECKET 510 F B EOHFTHL
Tiy, BEDE - AN RENSL, 20 &34
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