Kekkaku Vol. 58, No. 4

&

247

E

Sulfadimethoxine & Kitasamycin &> Mycobacterium

avium-M. intracellulare Complex |Z/-\ ¢ 3

FHRIETER

E=Rva i Sl
Y WASTEOH 4 H

IN-VITRO BACTERIOSTATIC ACTIVITIES OF SULFADIMETHOXINE
AND OF KITASAMYCIN ON MYCOBACTERIUM
AVIUM-M. INTRACELLULARE COMPLEX
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Sulfadimethoxine inhibited growth of strains of Mpycobacterium avium-M. intracellulare complex at

a concentration of 1 to 10 pg/ml, and Kitasamycin inhibited its growth at a concentration of 2.5 to

>20 pg/ml.

These agents may be tried clinically as chemotherapeutic agents, together with mino-

cycline which was reported as effective previously, in the treatment of lung disease due to this organism.
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Mycobacterium avium—M. intracellulare complex |2 X %
FiBHREY, B AR 3o} 2 ISR EEIE © 9026 % 5 2>
BY2 ULhL, BUEZ OBRYPRECK§ 5 B Ie i ERER
BT, 20%0BE THRBRI IR CE 5DHT
B B0, TOHMZ, ZOBEBEE TN T OIEEH
Uit R RT3 o & 18 X5, BC, kanamycin,
ethionamide, cycloserine [C&SFM:a 7R3 2 &N HDOT
L, ThdOIEFIHRMTIZBERSTH B, £ T,
B4 3y HIDA ORI ORI,  OBEIKERIRIEH
BHOF X5 EBHLTE N, B, minocycline 23
RRENTLERE LD ABRERRTH D xR
L7897, L L, minocycline o {E F i, fEBCk
3% isoniazid % rifampicin @ X 5 2R Ji7ed O Tikis
T, minocycline FFHTREE 2, 3 OIEHIE
RDTE %, 4, sulfadimethoxine & kitasamycin 23,

i

ZOBECH L CRBENREIILFRER T L2 EiE
Lx7c,

RBRFE

PR 1OBRIZ 1981 RIS MBEABE R D BE D B HEL
Hx D LT M. avium-M. intracellulare complex X [f]
FELIbDTH B, ThOOWEFEELEEZIVTH
b ZOWHDORYPIE LE 2 DB EFITH O, REES
L ORI R L 1B,

Sulfadimethoxine (Fp A} #U3#%, sulxin) 1%, 4% 10mg/
ml DE|4C propylene glycol AR L, = aZKiEK
THERL, o 1 ExREER OB 100 i,
PR DR % 13 1, Kitasamycin CGRPFEEEEHAS
%, #f; Leucomycin) % 3 ¥ B &Rt “Working
Standard” DJFHE & KICEED L CHERT O/ EHIT TR
miiz,

NS OMBIIR DR Y TH B, K (1% sodium

* From the National Chubu Hospital, Obu, Aichi 474 Japan.



248

M B 58E H4E

Table 1. Growth-inhibitory action of sulfadimethoxine on strains of
Mycobacterium avium-M. intracellulare

Growth of test strain

Strain Method Concentration of sulfadimethoxine (pg/mi)

10 5 2.5 1.25 0

E 10387 A - - - - +
B - ++ e e s

E 10388 A - - - + +
B ++ e R

E 10389 A - - - + +
B - - ++ +H+ e+

E 10390 A - - + + +
B ++ e e s

E 10397 A - - + + +
B ++ e e o s

E 10286 A - - + + +
B ++ o T = S S e

E 10289 A - - - - +
- - ++ e s

E 10297 A - - - - +
B - - - ++ +++

E 10304 A - - - + +
B - - A+ A+

E 10306 A - - - + +
B - ++ ++ +++ e+t

+ 10 to 50 colonies ++4+ Thin membraneous growth

+++ Abundant membraneous growth
All test strains were isolated recently from patients who had lung disease due to

their organisms. The test strains were first cultivated on Ogawa egg medium at
37°C for 14 days, and, from these cultures,a bacterial suspension of 1 mg wet weight/m/
was prepared for each strain. The suspension was diluted with a 0.1% Tween 80
aquaeous solution until 107°. Sulfadimethoxine (Chugai Pharmaceutical Co., Tokyo;
sulxin) was first dissolved in propylene glycol at a concentration of 10 mg/m/, diluted
and then added to Ogawa egg medium before sterilization. The medium was
sterilized by heating at 90°C for 60 minutes. The inhibitory concentration of the
agent was observed in the following two ways:

A.Each medium was inoculated with a 0.02 m/ sample (one loopful of a spiral loop)
of 10~* or 10™° suspensions, and growth was observed after incubation at 37°C for
21 days (media inoculated by a diluted suspension giving growth of 10 to 50
colonies on control medium were used for reading an inhibitory concentration);

B.Each medium was inoculated with a 0.02 m/ sample of the original suspension, and
the results were read after incubation at 37°C for 14 days.

WS TR (REE 1 mg/ml) &L, BT,

glutamate ¥} k0% 1% KH,PO, 7x5¥%), 100ml; 45
¥, 200 m/; glycerol, 6 m/; 2% malachite green JKi%
¥, 6 ml, sulfadimethoxine s X O kitasamycin 13§,
BT ORI YR AN U Ao, E5NE 7ml 370 165x16.5
mm ORBEICHEL, 90C 607 IEE L < AHE
L7,

PHRBENT -, NI 37C 14RREEER L CRE
Lg% D, chi 0.2% Tween 80 4745KAMR

DEEXRIOEHFRL X, 105 E fFok, ZDH
W EALE T 1 A4 (0.02 ml) Jo&HIC B
L, EZ 3mm OfhHDO D\ F 7T akwiiL,
37CIIER LT, HBMILBEOYER, H#ERET XY
WD 2EHFAGT, (A) 107* F720% 1075 RAE FERE L
T3 CU 37°C 21 B HRICHIE L, 1074 3% % 721X 1078
BT h oY & 52 3xRE . GEFI7LL)
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Table 2. Growth-Inhibitory Action of Kitasamycin on Strains of
Mycobacterium avium-M. intracellulare complex
Growth of test strain
Strain Method Concentration of kitasamycin (pg/ml)
20 10 5 2.5 0

E 10387 A - - + + +

B - +++ +++ +++ +++
E 10388 A - + + + +

B +++ +++ +++ +++ +++
E 10389 A - — + +

B - ++ ++ ++ ++
E 10390 A - + + + +

B +++ +++ +++ +++ +++
E 10397 A — - + + +

B ++ s I
E 10286 A - - - - +

B - ++ +++ +++ +++
E 10289 A - - - + +

B - - ++ +++ +++
E 10297 A - - - - +

B - - - ++ +++
E 10304 A - - + + +

B - - e o A o S
E 10306 A - - + + +

B - ++ I s e

The methods used for testing the inhibitory concentrations is shown in Table 1.
Kitasamycin (Leucomycin, Toyo Jozo Co., Shizuoka, Japan) was dissolved in distilled
water and added to Ogawa egg medium before sterilization.

DEFERT Xote, SIRES Tl0~50EE D BB R TRT
RIICTHEL 2, (B) R AR L -85 1 T, 37C
4B B HE 2 HE L 12

RBRER

Sulfadimethoxine @ FFHFH L, ARH 10~50
WM BEREOSE, 1~Spg/ml THOI, —T, K
& (Ilmg/ml) % 0.02m/ FOEMLIHEIX, 2.5~
10 pug/ml THotz (F 1),

Kitasamycin O FHMHIEBRE L, &5 10~50 £
BT PEEORA, 2.5~20pg/ml TH D, FKHEEDOY
HIX, 5~>20 pg/ml THO (FE2),

Z B®

A# L sulfadimethoxine 3 M. avium-M. intracellu-
lare complex OEITH L Th7s ViR REBENTE %
oz LR RHE U, FHEX, 1955EEE I L7 7
HIOPUELBEIER % #: L C, sulfisoxazole & sulfathia-

zole ILEAE GCEEFA 2R T2 L 2RELCO,
D F D, sulfisoxazole L FifEHlE LT, FDHEM
7t 0 O, HE CERMC R Shic, £O%E, Fk
Merv 7 > FIDSHEL U 7o B, sulfadimethoxine, sulfiso-
mezole ¥ ) O sulfaphenazol »fy 5 pg/ml DPEREETA
IEMHEORERMIET S LG LY, i, F
1% sulfadimethoxine Hi= 7 & AP ¢H ATEERE O
FEXMET 5 2 L2 B L, =0 sulfadimetho-
xine RN S hic 2y, £o, Btk
FIOHH & & bl Shiz gDk, Lo, %D
KRBT sulfadimethoxine 1 H 1g 45 H# 5% Lk
HRMIHME TR/ 2 L2 Lic, Lcai DTz D%
F%& M. avium-M. intracellulare complex [iifi B4 fE WCE
BRFALTHELI 2R EEbh 5,

—7%, kitasamycin [ 19744 A {13 23912 X O T
M. intracellulare 1= 5§ 3 5 RSN PHRIER B S h
T B, H%ORUT T kitasamycin D 35 F B 1L EE
1% 0.78~50 pg/mi DJSNFFICE SIE2TWBER, K
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2 DT 2.5~>20 pg/ml O & 7o o, kitasa-
myecin } LEEIER O 4 7o WIEFIT, BIEEOT
R & h b, FA413EC minocycline @ M. avi-
um—M. intracellulare complex JiiEYLREIC X3 5 BRI %
EL 20D, Li=p 0T = ® [minocycline+sulfadi-
methoxine+kitasamycin | @ 3 &R EE O KIGHE DY,
KAbnTIWwEEbh5, # 4128 7, minocycline
1 H 100mg 45 H, sulfadimethoxine 1 H 1.0g % H,
kitasamycin 1H 600mg (1[8) %701 H 1200 mg
(52 F71343) R oFEOHE LAY M. avium-M. intra-
cellulare complex i YEBEZ IR L2 OH B, FDE
RBHULE RSO TFETH 2,
7o35, Fixix sulfisomezole 35 X 0 sulfisoxazole 0 &=

DOECH T 2 RBEATEER LR L2, WHED
50 pg/mil THRF R L 2 7eh ok (BETERE,

#*

2

Sulfadimethoxine |3 Mycobacterium avium—M. intracel-
lulare complex © FFH % AR EHNER T 1~10 pg/ml
TRRIE L7, %7c, kitasamycin (%, COHE DO HEEF %
2.5~>20 pg/ml THLIE L%, = OWEE, LCHEL
7= minocycline & & & 1& M. avium-M. intracellulare
complex FEHFEIC K U CHRANCEA bR T L WEEHT
HHELEbNID,

X 3
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