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DL-8280 o ikKMBEICH T3 in vivo OB ER &, KK LT O HEH TH B Norfloxacin
(NFLX), Nalidixic acid (NA) &It L~x,

B. fragilis ORIMEABRYe% DL-8280, NFLX 3k NA & *h Fh~U X 1LY~ YD 4mg,
2mg, 1mg, 0.5mg 1[EER#KEL, 3 AMLFLBE LA, DL-8280 it 2mg HEHIKENTH
100%, lmg HEEBT 60%, 0.5mg FERT 10% 47F L7, NFLX Tit 4mg HEHT 100%,
2mg BEHT 20%, 1mg #EHT 10% EFELE, L L NA Cid 4mg BEHT220% 4HFLE
2, 2mg {EHTREMFETLE,
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L7csE, NA 5B CRLPIC C. difficile XF L ML, ¥/ NFLX Tix2#ic C. difficile
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B &#B\ T, Bacteroides ¥ 12 UsIT LA ¥ DEETIEEIZ® L
THRWHEERE fREHEZFELTE Y, HIMEREENHE
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DL-8280 (35— : 3. 13 ug/ml
NFLX (FHRIE) : 25 ug/ml
NA (F—335) : 200 pg/ml
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ICR %#f= 7 = (19~20 g)iT B. fragilis ® 24 K[EH%
REF FHFOKEMAREOCTREREENL, 20
0.3 ml JIREAICHERE, 1 BRI IC DL-8280, NFLX 8 X
YT NARFEhFh=T21EHD 4mg, 2mg, 1 mg,
0.5mg 1EEAHKE L, 3 AMERLBE L. B
BHME 3 AR L LB AL, FREiCk Y FEREREHZ 3
A C2BINECL b Th b, 1BICO2EwT 2
10E% vz, RISHIERICEAE LIz B. fragilis O
ik, ERIEEICED 1LYy 10°cfu DEFHR
BElishcz L3mp b,

3) DL-8280 #5-~ v 2 DEIRA C. difficile DHB

DI.-8280, NFLX 3 X U* NA oZfh¥h 2mg %1
A 1@, ICR Rf-v zic 7 HE#%E-L, SsHEICE &
LT, S5BAEMEEE CCFA i vt Ehkifk
wmicHk U C. difficile DEBEERE L2, REFOBRE
B OB E%IC X o, C. difficile DRI AE D
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glove box N T{T-7c?,
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B. fragilis ® 10° cfu ¥ FIENICBLE i< T 2T
DL-8280, NFLX # XU NA @ 4mg, 2mg, 1mg, 0.5
mg ¥ FhZh 1EEAREL, 3 A A% BRL
foRR#& % Table 1 2R L7z,

JETAHREETIX 3 T 10 [Teph 10 [LASTE 1= L 7= 2%,
DL-8280 &% Ef Tix 4 mg & 58¥, 2mg H{EHTIX 10
2Ry 2BERF L, 1mg HEHTIX 10 Lh
6 IC (60%), 0.5mg HFEH TS 10T 10T (10%) 2
#7£ L, DL-8280 @ B. fragilis \z5t+ 3 Eh BT
BRI % B,

NFLX {A#REf Cid 4 mg & 5-8 T3 10 PTrp 10 PThss
fEL7As, 2mg BEEETIE 10 Lo 2 T (20%), 1 mg 3%
SBETII0EH 1T (10%) X47FEL, 0.5mg #E
TIR2FIMET LT,
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Table 1 Protecting effect of DL-8280, NFLX and NA on experimental
intraperitoneal infectone due to B. fragilis in mice
. Challenge dose Drug MIC : 10%cfu/ml EDsé
Organism (cfu/mouse) (mg/mouse) (ug/ml) Survival (mg/mouse)
B. fragilis 10° i.p. DL-8280 3.13 <0.81
GAI 0537 4 10710 (100%) N
2 10710 (100%)
1 610 ( 60%)
0.5 1/10 ( 10%)
NFLX 25 2.80
4 1010 (100%)
2 2710 ( 20%)
1 1/10 ( 10%)
0.5 0710 ( 0%)
NA 200 >4
4 2/10 ( 20%)
2 010 ( 0%)
1 010 ( 0%)
0.5 010 ( 0%)
Control 010 ( 0%)
* BEHRENS-KARBER method
Fig. 1 Appearance of C. difficile in caecum contents of mice
administered DL-8280, NFLX and NA
Recovery of C. difficile Rate of appearance of C. difficile
Drug
4+ 3+ 2+ 1+ — 20 40 60 80 100%
DL-8280 5
NFLX 5
NA 4 1
Control 5

Medication : Dose ; 2 mg/day, Term; 7 days
Route : Oral administration

* 4+ :10%fu or more/plate, 3+ : 103~‘cfu/plate, 2+ : 102~3cfu/plate, 1+ : 10°~2cfu/plate,
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Bobohidol,

. £ =8
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IN VIVO ACTIVITY OF DL-8280 AGAINST
ANAEROBIC BACTERIA
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Institute of Anaerobic Bacteriology, School of Medicine, Gifu University

In vivo antibacterial activity of DL-8280 against anaerobes was compared with its chemi-
cally related agents, norfloxacin (NFLX) and nalidixic acid (NA).

After intraperitoneal challenge of B. fragilis to mouse, DL-8280, NFLX or NA, was admi-
nistered orally in doses of 4, 2, 1 or 0.5 mg and the mice were observed for 3 days. Survival
rates in DL-8280 treated groups were 100% in both 4 and 2 mg groups, 60% in 1 mg group and
10% in 0.5 mg group. All mice in NFLX 4 mg group survived, 20% in 2 mg group and 10% in
1mg group. Whereas 20% of NA 4 mg group survived, all of NA 2 mg group died.

Following 7 days administration of DL-8280, NFLX or NA to mice, change of C. difficile
in cecum contents was examined. Significant increase in C. difficile was observed in all mice
received NA. In NFLX treated mice, only small number of C. difficile was isolated. No C.
difficile was observed in all mice received DL-8280.



