Kekkaku Vol. 74, No.8:617—621, 1999 617

& &

< 7 AEERI Mycobacterium avium complex JEHLE X T 5
Ry FHT 1) 7734 KRM-1648 @ in vivo
EESREBIIKIEZT ) F V) F &5 OE

SEK AME B R MRk BE AR sl
UhERET R M

VRIRERRL RS - e, CRIECMFL, CIFESIRMERE, [ 7R L e AR

THERAPEUTIC EFFECTS OF BENZOXAZINORIFAMYCIN KRM-1648
ADMINISTERED ALONE OR IN COMBINATION WITH GLYCYRRHIZIN
AGAINST MYCOBACTERIUM AVIUM COMPLEX INFECTION IN MICE
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We previously examined the effects of a Chinese medicine “Mao—Bushi-Saishin—-To”
( MBST ) which has anti-inflammatory activity on the therapeutic efficacies of a
benzoxazinorifamycin, KRM - 1648 (KRM), against Mpycobacterium avium complex
(MAC) infection induced in mice. MBST potentiated the therapeutic activity of KRM
aginst MAC infection. In the present study, we examined the effects of another anti-in-
flammatory drug Glycyrrhizin, which is effective for chronic hepatitis, on the therapeutic
efficacy of KRM against MAC infection induced in mice. First, KRM significantly inhib-
ited the bacterial growth in the lungs and spleen of MAC-infected mice. Glycyrrhizin exhib-
ited no therapeutic activity against MAC infection and did not affect the expression of
the therapeutic efficacy of KRM. Secondly, treatment of murine peritoneal macrophages
(M¢s) with Glycyrrhizin caused no significant changes in the M¢ anti-MAC activity.
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Table 1 Therapeutic effects of KRM, Glycyrrhizin, and KRM plus Glycyrrhizin against
MAC infection in mice®
Dose Log CFU/lungs Log CFU/spleen
Drugs
(mg/kg) Day1 Week 8 Day 1 Week 8
None 0 3.28 £ 0.10 6.43 £0.10 5.01 £0.05 7.55 £0.12
KRM 20 N.D.® 5.12 £0.04% N.D. 7.02 = 0.059
Glycyrrhizin 2 N.D. 6.18 = 0.06 N.D. 7.43 £0.04
KRM+Glycyrrhizin =~ 20/2 N.D. 4.96 +0.069 N.D. 7.24 £0.049

a) Mice infected i.v. with MAC N-260 (2X108 CFU) were given or not given the indicated drugs by gavage ei-
ther once weekly (KRM) or once daily, six times per week (Glycyrrhizin), from day 1 for up to 8 weeks.

b) The mean #+ S.E.M. (5 mice per regimen).
©) Not determined.

CDSignificantly smaller than the value of untreated control mice. (p<0.05;Student’s t—test).

Table 2 Effects of KRM, Glycyrrhizin, and KRM plus
Glycyrrhizin on M¢ anti-MAC activity ®

Concentration Log CFU/well?
Drugs
(#g/ml) Day 0 Day 5
None 4.74 £ 0.07 5.39 £+ 0.01
KRM 0.05 N.D.© 4.51 £ 0.039
Glycyrrhizin 5 4.86 = 0.04 5.26 = 0.00
KRM+Glycyrrhizin 0.05/0.5 N.D. 4.66 = 0.099
KRM+Glycyrrhizin 0.05/5 N.D. 4.41 +0.099
KRM+Glycyrrhizin 0.05/50 N.D. 4.34 +£0.109

a) M¢s were preincubated in the presense or absence of Glycyrrhizin at indicated
concentrations for 2 days, thereafter infected with MAC for 2 hr, and further
cultivated in the presense or absense of 0.05x#g/mi KRM with or without the
addition of Glycyrrhizin at corresponding doses for up to 5 days.

b) The mean & S.EM. (n=4).
©) Not determined.

) Significantly smaller than that of control M¢s (p<0.01;Student’s t—test).
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