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THE EFFECTS OF ANTITUBERCULOSIS CHEMOTHERAPY
IN VITRO UNDER VARIOUS CONDITIONS INADEQUATE
FOR THE GROWTH OF TUBERCLE BACILLI*

V. Incubéting Temperature and Chemotherapeutic Effect (2)

Nobuo MAEKAWA, Nobuaki IKEDA and Yasuhide URATSUJI

(Received for publication September 22, 1973)

Chemotherapeutic effects of RFP alone, two-drug regimen of RFP-EB and three-
drug regimen of RFP-EB-INH to Mycobacterium tuberculosis Hg7Rv were evaluated
in vitro by changing the incubating temperature at 37°C, 25°C and 4°C.

Comparing the results obtained at 25°C and 4°C with those at 37°C, the
chemotherapeutic effects were remarkably lowered in the latter even in the three-drug
regimen and the development of drug-resistance to RFP was not observed in such an
inadequate condition for the growth of tubercle bacilli.

According to these results, - it

seems

almost impossible to intensify the

antituberculosis chemotherapeutic effect under the thermal condition inadequate for

the growth of tubercle bacilli in vitro.

& Bl

RSB DA 78 HENE, AN DR 25
BWTHoLehsinz X in, Bk T
BERITOC L AN OB Y L RS T LE
5T LHRWETH D LIZFAMOFETH D0 Zhick
HUTREEH ST % B 4 12 McDermott), Me-
Cune? %5 X 0P 52345 LT\~ microbial persi-
stence LEHFINDEDTHB. ZITEMER I ¥
W, Rifcdole BEHBRRIC b it b E P Tk
EROBWOBHOT, Lind FOBEIIH S Wi HiisikH

CREZHTH B L HFER LT B, OE D, EERT
EETUICDR, 1ZEALHEIERIKIE LT 3 EE R
N UTEREEER OB RELROH N E 5 2 L Th
Do MXI2 LT i (bR oM R A b L < b B4k
IHIRFBIZ 5 % BB LTIz AR LD TH 5
5o TOHEEWUSLHCT BT, FTCIo HEDL
Y9 1L EST PR # AR L D 4 5 & hjz Strepto-
mycin A ABISRE 18D ok FI\ - CHIRER I A
b BREBEE 2 AR NE X OB ERY Fieo
T, FIHDOHEED S, bbb WMEERE O B T RE
BLBbh2E2DREREY chbhk e AL LCE

* From the Chest Disease Research Institute, Kyoto University, Sakyo-ku, Kyoto 606 Japan.
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Uy, EEHINY 10% AEmiEinseov e - — B, ERREEE
D HyRy BB A Lico HHIEAFRL, RFP B
jh, RFP-EB 2 3 ) f§, RFP-EB-INH 3 fHff o 3%
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L, 3% 4% imnEHRTI O LRRECE L, T
T 37°C CHEIC 4 BEPEE R oo BT B AIREY
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meg/ml) ¢, 2H50HH Cik 4% (RFP JE 12.5
meg/ml) ¥-¢, 3HHEH 1k H5H (RFP R 6.25
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Table 1. Incubating Temperature and Growth of Tubercle Bacilli
(HyuRy) under Chemotherapy
Temp. t* | 1 2 3 4 5 6 7 8 9 10 11 12 13 14 15 16 17 18 19 K
g%‘u; ——————— T+420 HF MMM OH O HOH
3¢ |RFP-EB | — — — — — — 1 4 H # M OHOHOH H H OB H W
RFP-EB-INH| — — — — — — 1 — 6 30 40 HF - H MO OH OB H
RFP o R HE BB MM W
25C | RFP- EB o R MM B M W
RFP- EB-INH | 50 100 4 - -+ i H # # H # O H# H #H 8O H o
RFP HEOHEOHE M OHEOHE MM OREOHE M M HEOHE OO M
4£C |RFP- EB HEOHEOHOHE M OHEOHE MM OHE M M OB M
RFP- EB- INH| H # H H M H OB H O M W

* Serial dilution method. Tube No.l contains RFP 100 mcg/m!, EB 200 meg/ml, and INH 100 mcg/ml.
** Figures in the table show the number of countable colonies.
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Table 2. Development of Drug Resistance under Various Thermal Conditions
RFP alone
4 °C 25 °C 37 °C

wFF~tt| 1 2 345678 9K 123456178 9K 123456 17389K
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* Serial dilution method. Tube No.l contains RFP 2meg/ml.

#* Serial dilution method.
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