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T-2588 DK ME I3 5 HBEIEHIC O\WT

R fR-HHEER-FARA &R
PMREXIF-BEAHAKR- LF— &
M50 B K 3 B 5 B A IR 0 5 e B SRR 08 Y

FLCPARINAIBEOM= AT AR« 7 - ARPI4ER T-2588 OfGHECHTHHENY, &
A#TH % cephalexin (CEX), cefaclor (CCL), ampicillin (ABPC) #x{B3#| & LT in vitro

¥ IV in vivo THRE L1,

BERER YA IcRE T, T-2525 OESHEBICH T AME A7 + 5 41% CEX, CCL X
ETEh, ABPC Li3Effic X b Ric s 2%, (IEAEIETE T,
RSB T 5 REMDME, SEBEKCORBEYRMEL, T-2525 OENI-HENHRD

bhitc,

T-2525 (%, B.fragilis DEE4AT % B-lactamase =xf L CCL, CER Lk hLRETH B, HFm

Kot

T-2525 (%, B.fragilis o3t LCREERADOH D= ENREI R,
T-2588 (%, E.coli k B.fragilis L DR TRAERKE~ Y 2ot LTHESENID bt
T-2588 # 5.~ v AT C. difficile DREWIILIED SRTLh -1,

T-2588 i1, HMILEETE(HALHCHRIhLED
B=A27 08w 7 = aREWET, BORS%, BYE
HOBRNEN, = AT 5 - ERXoTHEREEYTT
T-2525 kP& h b, LichioT, T-2588 itfi
BEEY Lo, T-2525 375 ABHES IO
7 ARHECH LCRERAHEAR 7 Ak AL, B
WHE D% R T, T-2588 & T-2525 o {b¥Ethin b O
i@ T-2588 b T-2525 ~opL#ER Figl o2&
{TH%o

ZEELIX, XHFOHMTHE TR TS invitro, in vivo
HE e oW THRE Lo

I. # 8 & FF

1. HEARZ T4

HEZBREDBEE (ATCC ; American Type Cul-
ture Collection, VPI ; Virginia Polytechnic Institute,
WAL ; Wadsworth Anaerobic Bacteriology Labora-
tory) 45 #k& FA\-T T-2525 OHE N #BIE Lico Hi
3| L LT cephalexin (CEX), cefaclor (CCL) %5 X O¥
ampicillin (ABPC) #H\ t,

2. BRIEERORZMES

Bl 2 R (1983~1984 ) [ ZTEGIR M KD & 4 B
Xh, PRASII #z#h (Scott Lab, U.S.A.) ¢ H A/ ®m
<=+ 737 4 —®#AVTRE X iz Bacteroides fragilis
53 ¥k, Indole-positive B.fragilis group 36 # (B. the-
taiotaomicron 23 ¥k, B.ovatus 5 ¥, B.uniformis 8
¥, Indole-negative B.fragilis group 12 fk (B. dista-

sonis 8 Bk, B.vulgatus 4 k), Bacteroides melaninoge-
nicus 8 ¥k, Bacteroides bivius 13 &, St DOEKE 19
¥k (Peptostreptococcus magnus 11 ¥k, Peptostreptococ-
cus prevotii 5 ¥k, Peptostreptococcus anaerobius 3 k),
Clostridium perfringens 14 ¥k, Clostridium difficile 16
BRa A\ THRES Lo HBEEA & LT CEX, CCL %X

Fig.1 Metabolism of T-2588
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¢ ABPC *F\ iz,

3. B/NRHEHEIEME (MIC) ORE

EREREL 71 2 v ERBEC L oo MREREIZ
ARILERET & ORRT BT LIV C. difficile
R LTI, ¥AI&H GAM E iz # Mk Anaerobic
chamber (Forma #) DR/ iz 1| RE, KEHRE
*+4BT (prereduced) LT, oMMz
WCIXfFB 4 H T freshly prepared media & LC{E
Lo

EEERIT 10%cells/m! & 10° cells/ml OB X H
A BERER LY,

#5312, Anaerobic chamber (Forma ) % f\»
oo WA 1% COp: Hy: Ny=10:10: 80 %\ 1o
HEAR2'L 5 2 ORNTIT 48 BERLSRE, oMo
BAI 24 BEABERI KT R T - 2o -

BERREL GAM 71 3 v X L LT &
ik 228 N

4. B/IEEEHME (MBC) DIE

B.fragilis GAI 6251, GAI 6268, GAI 6297, GAI
6299 D 4 Bk x ALy, GAM 74 2 v e S ( 2 vE
FRET MIC [EXHE L hE, £01 ASLERY GA
MERIEHIICERIK LIz, 24 BERMISRBORE D HEY
HIZE L, MBC 235 LIz, SMIEM L LT CCL %L
1o

5. MEHMRCRETHE

B.fragilis GAI 4999 OMMHBRCRIFTHEYEE
ERYE X TRE Lico SHBIAM & LT CCL #Lsic,
B. fragilis GAI 4999 ¥zt 5 T-2525 & CCL o MIC
1%, 50pg/ml & 400pg/ml C % B, T-2525 % #- (%
CCL ®» 1/2 MIE, 1MIC, 2MIC 445D GAM 1
2 v 10ml iz, -B. fragilis-GAI 4999 ©» GAM 74 = v
24 BEREREY 5x107cfu ¥ X OF 7x10° cfu 1CEM
L, 1, 3, 5 B OEBRROLER L EREREC L -
TRE Lo BRGHEM~DOEERIT, BHOHH LU 37
C ERE CTHIAHCHE LT, 37C Kot s/ M =
YRATE o1,

6. B.fragilis ORNELBEFR KT 5 REN

B-lactamase BEE4EHRD B.fragilis GAI 0558, 35 X U*
GAI 0543 o 2 k% vy, GAM 7 {2 v C37C, 1%
BRLCEAYBEECEEL, BOEEvEERL
L,

312 cephaloridine (CER), CEX, CCL $%s1yf
ABPC # HBYSRAI & L TR oo T-2525 DB
fTHREMRIZ UV B X hRIE Lz,

7. B.fragilis L E.coli DEARY= v 2 st 54
BR

B-lactamase @4 B. fragilis GAI 0543 L S-lacta-
mase FEELED E.coli 01 #k¥ F\ 7z, B.fragilis GAI
0543 ext3 % T-2525 3 X Ut CCL » MIC 1%, T-2525
1% 50 ug/ml, CCL % 400 ug/ml ©H %, E. coli 01 i
3% MIC 2, T-2525 % 0.1 g#g/ml, CCL i3 1.56 ug/ml
TH 5. GAM MKty | BUSRMH & A HERRE C
WIEE L EM L, B.fragilis 3s LU E. coli ¥FhEh
10%cfu & 10%cfu =Y ADETIC LML 7o =~ ¥ R
ICR Rifi=v = (18x2g) T, 1020 XA\, R
oo, Wl 2 ik T-2588 % 7:ik CCL %
4mg, 2mg, 1mg, 0.5mg, 1B 1 @7 B, EOEsE
L, THEDEREYHE LI, ZREARR~T 227
BE¥TIZ100% RETHRBRTH D, ARBITIEL
THIFRROX BRI, WMk 4 BB T2 (20 m
HMIET L,

8. =vxEHBA®D C.dificile DRMWHMCRITET
-2

ICR R#ft~=v 2 (18+2¢g) 1z T-2588, CCL, amoxi-
cillin (AMPC) » 1mg % 1 H 2[E6 ARMEE Lico
Fg 5kt 2 B B ¥R ER, TAERKRID~Y
A¥BHR L, ERARYFO C. dificile OBREERA
Too MM CCMA EREM YAV, TRTOER
#/F12 Anaerobic chamber (Forma #) F Tz » oo

II. R B & M

1. HEARZFFA

BEEK 45 Bhext3 5 T-2525 © 1 & 77 % CEX,
CCL % XU% ABPC %[\ C, H£MEEY 10°cfu/ml &
108 cfu/ml CTHEKRN Lg% Table 1,2 R L1,
Table 1 V2\Y Bacteroides |&, Fusobacterium |&, Veil-
lonella |&, Table 2 1=y Peptostreptococcus |&, Strep-
tococcus |&, Eubacterium [&, Clostridium J& DB %
i L?‘»:o

Bacteroides fragilis group wxf LT T-2525 (¥ CEX,
CCL X hEERIHE I %R L, ABPC X hEFH 1
B-lactamase ¥ @4 Lig\ > B. asaccharolyticus {Z3t LT
it T-2525 % CCL, CEX, ABPC : Rigc@h-E
%R LI

Fusobacterium mortiferum o35t LT T-2525 i3 CEX,
CCL X h@EhicHiE %R, ABPC X h £EF 4% »
oo F.varium =it LTix T-2525 (% F. mortiferum -
R#kic CEX, CCL X hBhicHE N %R Lizo F. nuc-
leatum, F. gonidiaformans = % L Tt T-2525 1
CEX, CCL, ABPC :RkiEhIHEI® R L 1o
Veillonella parvula st LT T-2525 % CEX, CCL,
ABPC AR ENI-HE 2R L,

Peptostreptococcus |&, Streptococcus J&, Eubacte-
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Table 1 Antibacterial activity of T-2525, CEX, CCL and ABPC to gram-negative anaerobes
MIC (ug/ml)
Organisms T-2525 CEX CCL ABPC
10° . 108 100 106 108 100 10* 10¢

B. fragilis ATCC 25285 25 6.25 | >100 25 [>100 100 12.5 12.5
B. fragilis GM 7000 6.25 3.13 50 25 200 50 12.5 6.25
B. thetaiotaomicron ATCC 2741 25 25 25 12.5 200 100 12.5 12.5
B. thetaiotaomicron ATCC 29741 50 25 25 12.5 | 200 100 12.5 12.5
B. thetaiotaomicron WAL 3304 50 50 50 25 >100 100 25 12.5
B. distasonis ATCC 8503 0.39 =0.025 25 6.25 3.13 | =0.025 0.78 =0.025
B. distasonis GM 7007 6.25 6.25 12.5 6.25 100 50 0.78 =0.025
B. vulgatus ATCC 29327 0.39 | 0.20 0.78| 0.78| 1.56| 1.5 | 0.39 | 0.39
B. uniformis ATCC 8492 12.5 1.56 12.5 3.13| 50 6.25 | 12.5 1.56
B. ovatus ATCC 8483 50 25 100 50 200 200 25 25
B. capillosus ATCC 29799 6.25 6.25 1:56| =0.025 12.5 0.78 1.56 0.20
B. asaccharolyticus ATCC 25260 0.20 =0.025 0.20| =0.025 0.05 | =0.025 0.05 =0.025
B. asaccharolyticus GAI 0412 0.10 =0.025 0.39 0.20 0.20 0.05 0.05 =0.025
B. asaccharolyticus GAI 0415 0.10 =0.025 0.20( =0.025 0.05 | s0.025 | =0.025 | =0.025
F. mortiferum VPI 4249 6.25 0.78 50 6.25 50 12.5 3.13 0.39
F. mortiferum VPI 5696 100 0.39 25 3.13 12.5 6.25 3.13 0.39
F. mortiferum B-1083 12.5 6.25 | >100 100 25 25 1.56 0.78
F. varium ATCC 8501 25 6.25 | >100 >100 25 25 1.56 1.56
F. nucleatum ATCC 10953 0.39 =0.025 0.39 0.20 0.39 0.10 s0.025 | =0.025
F. nucleatum ATCC 25586 0.39 =0.025 0.10| =0.025| =0.025| =0.025 [ s0.025 | =0.025
F. nucleatum Fev-1 0.39 0.20 0.39 0.20 0.78 0.20 =0.025 | =0.025
F. nucleatum F-1 0.39 0.05 0.39 0.20 0.20 0.20 0.05 =0.025
F. gonidiaformans VPI 0487-A =0.025 | =0.025 0.39 0.10 0.20 0.05 =0.025 | =0.025
V. parvula ATCC 10790 0.39 0.39 0.20 0.20 0.05 0.05 0.10 | =0.025
V. parvula VP 0546 0.39 0.20 0.39 0.39 0.39 0.20 0.05 0.05

rium J&, Clostridium [& iz % L T T-2525 i1 CEX,
CCL :Rfkc@mh i1 %/R Lich, ABPC 1235
CENIHE I %R LI

2. BRSWKRORZEMST

T-2525 DEEFKSME ¥ 1o % 3 5 108 cells/ml, & 10°
cells/ml g8 CORZHENH % B LIcgBt% Fig. 2~
9 IR Lico H#E%E#F & LT CEX, CCL, ABPC #f\»
1o B. fragilis 53 BRizxt 3 5 RE M #i12 Fig. 2 wiRd
= &<, T-2525 12 CEX, CCL, ABPC L hih, &<
1z 108 cell/ml £ TR LM IZED b,

Indole [&#+ ® B. fragilis group (B. thetaiotaomicron
25 #, B.ovatus 3k, B.uniformis 8#k) @ 36 ¥R

N HRZMES ML Fig.3 wid T & K, T-2525 ik
ABPC X bhEF4H5BH, CCL X hizBIb hic@Eh,
CEX LiZRRiefitmLic,

Indole E&#% B.fragilis group (B. distasonis 8 ¥k, B.
vulgatus 4 #) @ 12 B3 5 Rk Fig. 4 12
T3 e, T-2525 1 CEX, CCL, ABPC X h#Ehi-
%ﬂf’k/‘?‘ L’fCo '

B. melaninogenicus group 8 ¥k 1=xi3 % BRSMHH
it Fig.5 wRTZ &<, T-2525 13 ABPC X h£F4
%7 CCL, CEX X hEh 1% Lz,

B. bivius 13 BRiCH3 5 RREZ M5y ik Fig. 6 iw Rz 2
L, T-2525 1 CEX X h¥EFH52, CCL, ABPC
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Table 2 Antibacterial activity of T-2525, CEX, CCL. and ABPC to gram-positive anaerobes
MIC (ug/ml)
Organisms T-2525 CEX CCL ABPC
N 106 10° 10* 10° 10* 10° 10* 100

P. asaccharolyticus WAL 3218 0.78 0.39 3.13 3.13 0.78 0.39 0.39 0.20
P. asaccharolyticus ATCC 13953 0.78 =0.025 0.05 | =0.025 0.05 | =0.025 | =0.025 | 50.025
P. anaerobius ATCC 27337 1.56 0.20 3.13 1.56 6.25 0.781 0.20 0.10
P. magnus ATCC 29328 1.56 0.05 3.13 0.39 12.5 0.10Y 0.20 =0.025
P. granulosum ATCC 25564 0.78 0.05 3.13 0.39 0.78 0.20 0.05 =0.025
S. intermedius ATCC 27735 0.10 =0.025 3.13 3.13 3.13 3.13 0.20 0.20
S. constellatus ATCC 27823 0.20 0.10 6.25 6.25 3.13 3.13 0.20 0.20
S. mutans ATCC 25175 0.10 50.025 0.78 0.39 ' 1.56 0.39 0.20 0.10
E. limosum ATCC 8486 0.20 G.10 3.13 3.13 3.13 3.13 0.10 0.05
E. plauti VP10311 12.5 3.13 25 6.25 100 25 0.78 =0.025
E. cyclindroides ATCC 27803 3.13 =0.025 1.56 | =0.025 0.78 | 50.025 | =0.025 | =0.025
C. perfringens ATCC 3624 25 3.13 50 6.25 25 6.25 0.78 =0.025
C. perfringens ATCC 13123 3.13 1.56 12.5 0.39 1.56 0.10 0.39 =0.025
C. sordellii ATCC 9714 0.20 0.20 3.13 3.13 6.25 0.78 0.05 0.05
C. tertium ATCC 19405 50 25 25 12.5 100 25 0.39 0.39
C. sporogenes ATCC 3584 25 6.25 3.13 3.13 3.13 1.56 0.39 0.20
C. sporogenes ATCC 19404 | 25 6.25 3.13 1.56 3.13 1.56 0.20 0.20
C. histolyticum ATCC 19401 3.13 3.13 3.13 3.13 3.13 1.56 0.10 0.10
C. ramosum ATCC 25582 12.5 6.25 100 50 50 12.5 0.10 0.10
C. novyi type A ATCC 19402 Q.10 0.05 0.10 0.10 0.10 | =0.025 0.05 =0.025

ERERBRIE DR Lo

RS MRS (Peptostreptococcus magnus 11 ¥, Pep-
tostreptococcus prevotii 5 ¥, Peptostreptococcus anae-
robius 3%k @ 19 KRicHT 5 REZED X Fig. 7T &R
Fz &, T-2525 i3 ABPC wiz&EF4 %7, CEX,
CCL X hEhi-Hfikm Lo

C. perfringens 14 #Riext LTH T-2525 (1@ h7cHiE
HERL, BZHES#I2 Fig.8 wRT &<, ABPC X
h#EF4 5H CEX, CCL X h@ERIAfHER LI,

C. difficile 16 ¥Rz LT T-2525 % CEX, CCL L[]
BeAEhfigce ¥, REWSME Fig.9 wrd
Z &< ABPC X h4- T,

3. MIC & MBC ik

B.fragilis GAI 6251, 6268, 6297, 6299 0 4 ¥kixt
% MIC & MBC o #i#s CCL # HhBe3A & LTS
Li=ik#t#% Table 3 &R Lo

T-2525 @ B.fragilis wi3+% MIC & MBC DOffiL
SERIL, CCL nfX hEWZ EABED LRI,

4. B.fragilis ORMEMBRICTIT TR

B. fragilis GAI 4999 kDM BhfRIc T ¥ + T-2525
DBV EEREYE L THRY LIcB % Fig. 10~13
R Utco HBE3ERI & LT CCL AW THEMR Lic,
T-2525 (¥ CCL L3RR REFHILIEA LR LI,
EEEEND I Wi 4 (Tx108cfu) wix T-2525 (%
CCL X hBAWBREMREXR Lo Tibdb, T-2525 %
1 MIC 8B T 5 BERIE R E TLEHMENR R ORIRV A,
CCL iz 1 MIC T 5 BRI RE B HEIED LI
oo

5. B.fragilis ORNELBER TR T HREM

B-lactamase EE4MED B.fragilis 28518 5 h
HEERW KT 5 T-2525 0 & 5 Wi Ui jisix
Fig. 14 =R L1, HBHEHF & LT CER, CEX, CCL,
ABPC % B\ Tkt Uiz, T-2525 i1 B.fragilis D
HEEERCN LT CER, CCL X WY RETH % 75,
CEX, ABPC X W RLRETHHZ LNBH LIt

6. B.fragilis & E.coli DEGRRY = 7 2 Zx3T 5%
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Fig. 2 Antibacterial activity of T-2525, CEX, CCL and ABPC
B. fragilis (53 strains)
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Fig.3 Antibacterial activity of T-2525, CEX, CCL and ABPC
Indole-positive B. fragilis group (36 strains)
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Fig.4 Antibacterial activity of T-2525, CEX, CCL and ABPC
Indole-negative B. fragilis group (12 strains)

108cells/ml 1 loopful

— T-2525
—o— CEX

. —— CCL
--— ABPC

50

100,

50

1 1 1 1 1 1 1
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Fig.5 Antibacterial activity of T-2525, CEX, CCL and ABPC
B. melaninogenicus group (8 strains)

10°cells/ml 1 loopful

10°cells/ml 1 loopful
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Fig.6 Antibacterial activity of T-2525, CEX, CCL and ABPC
B. bivius (13 strains)

108 cells/ml 1 loopful

105 cells/m] 1 loopful
001
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w
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Fig. 7 Antibacterial activity of T-2525, CEX, CCL and ABPC

Anaerobic cocci (19 strains)
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Fig.8 Antibacterial activity of T-2525, CEX, CCL and ABPC

C. perfringens (14 strains)
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Fig.9 Antibacterial activity of T-2525, CEX, CCL and ABPC

C.difficile (16 strains)
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Table 3 MIC and MBC of T-2525 and CCL to B. fragilis

MIC and MBC | T-2525 ccL
Organism MIC | MBC | MIC | MBC
B. fragilis GAI 6251 50° | so0* | 400 | 800
B. fragilis GAI 6268 25 | 50 | 400 | 400
B. fragilis GAI 6297 50 |100 | 400 | 800
B. fragilis GAI 6299 50 | 100 | 400 | 800

* pug/ml

P 3

B-lactamase EEH4: B.fragilis & p-lactamase JE EZE 4
E.coli DETRERY =Y Ak 5 T-2588 0iaE%
B% CCL ZHEHHA & LTHERE Lici®% Fig.
15 R L, BARR Y AORBHIBRE4LHE

FCIRLMIEC LicH T-2688 f 5 Hx7HHIO BB
T 4mg, 2mg WERHILMALETR, 1mg HEFHTIT
90%, 0.5mg {EH T 70% BEF LI —H &
BEKITHD CCL #EHTIX 4mg HEHT 60%, 2
mg 5T 40%, 1mg HEFHT 40%, 0.5mg 5
BT 20% D= ALBEFLICORTH - o, T-2588
12 CCL X b LW IGERIEMRZD bR,
7. T-2588 LB vAEB N AY+ o C.
difficile DB
<% A T-2588 ® 1mg ¥ 1 H 2@ 6 ARENHRY
LT, = AEBREDHI C. difficile DRI
b i ot L L, B3R & LAz CCL
BERFC1x C. difficile OREMFMIIIID 1o hr - 1o i,
AMPC 58 Cit C. dificile DB &b is REMEH R
»ohtc (Table 4),
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Fig. 10 Bactericidal activity of T-2525 to Fig. 13 Bactericidal activity of CCL to
B. fragilis GAT 4999 (5X%10"cfu) B. fragilis GAI 4999 (7 x 10%cfu)
10- ‘ Control 10}
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T B L
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Fig.11 Bactericidal activity of T-2525 to Fig. 14 Stability of T-2525 against B-lactamase
B. fragilis GAI 4999 (7Xx10%cfu) of B. fragilis
[ B.fragilis GAI 0558
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= L 7
g z
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5 z 7
* s [ : /
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1 L
Time (hr.) i %
CER ]
Fig. 12 Bactericidal activity of CCL to (UV method)
B. fragilis GAI 4999 (5% 107 cfu)
Fig.15 Antibacterial activity of T-2588 and
10 Control CCL against experimental subcutane-
_ ous mixed infections in mice due to
E B. fragilis and E.coli (n=20)
2 1/2 MIC
e (%) PAT-2588
° 1001 =CCL
3
2 5 .
5 | 5
g =
| i 2 50F
5 z
£l
i 0
i o : il gl Gl g
. ontro.
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administration of T-2588, CCL or AMPC

Table 4 Detection of C. difficile in mouse caecum contents after oral

. Number of Detection and viable cells of C. difficile in caecum contents
Drug mouse (ICR, %) 2day 7 day
T-2588 20 0/10 0/10
CCL 20 0/10 0/10
AMPC 10 10/10 (10*-° cfu/g) N.D.
Control 20 0/10 0/10

* Oral administration (1 mgX2/day X6/mouse)

III. * L3

T-2588 3, BUMLETHRGRASH THMRIhER
R=27 2 H+7 - sRGEHE T, BOREH, BYE
NORREN, =AFSF—HRIX->THEESYRT
T-2525 ik Eh B, T-2588 IXMBEH % b A-fevs
A, T-2525 BEVWHEARZ S 4 LBWHEIED
- T¥ b, Staphylococcus aureus, Staphylococcus epi-
dermidis, Streptococcus pyogenes, Streptococcus pneu-
moniae e ¥D 75 ABMEHRECHHRCHBEHETR T,
bbBHA, 77 ABHERCH LTLRHCAENY RS
hTw3,

SEIOKRR DB, T-2525 1 KHE A LTHIE
PIEARI b SALBVHENRY AT 52 LABDS
hic, La L, B-lactamase 4 B.fragilis group
TIEERER X5 MIC 8B L, B.fragilis DL
3% B-lactamase iz X h T-2525 {3 AKD MBS T 5
ERTRBEhis, L, TORBEIREEL, CER, CCL
X hELISRET, CEX, ABPC X W EFREETH S
T ENTRBINT,

B. fragilis DB CRIETHREICIT, 10° cfu
DEBER CIEORFLENCHELELL & &2 b,
T-2525 i XA\-REEAXETHE LATRBIhis,

FRERIR D Wik D T-2525 i3t T 5 EZ M D iz E
BB TONEARY b S ADRBMELSRBL, XHD

Bhi-HENrBED AT, L L, C dificile ix T-
2525 W HATHEEETH 5,

B-lactamase #E4:{% B.fragilis LIEESW E.coli L
DETREES s~ A TD T-2588 DERRERICIT
12, in vitro OREHOREE X R LT, HE\ViaM
%%ﬂ;%ﬂb 6hf~:o

SEAE, UEHIRE: LB LT C. dificile e DB K TF
FINEAIhTV3Y, EELGHHR LI-ERFEY B
\WT T-2588 iz X % C.difficile THIDORIEDOIHEN %
BafLick o n, xAoHEECX Y C dificile FRE
DREE DOFTHEME (I TEV = EATRBIRIY,

LA EDEEN G, T-2588 (1SR L 5 BEMRY
HE LD, BMEMEEESRESE L OBHRERED
FERIC I\ C, PIERFEOEORE LTHIET S
ZEMTE B,

X [ 3
D mItt® MIC BTERNEAS: #SHEOR

NREHHEIEME (MIC) B, Chemotherapy
27 : 559~-560, 1979

2) LEF—FE, MEIF, BIBK: HEFRETH
fE & Clostridium difficile 8%, FAX 14 :
3~19, 1984

3 WK W R MR, MKEXTF, BURK -
H-E: LE¥EREALEC L5~y X EBA
Clostridium difficile o ZByjiz>\+T, Chemo-
therapy 33 : 617~623, 1985
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IN-VITRO AND IN VIVO ACTIVITY OF T-2588
AGAINST ANAEROBIC BACTERIA

Kaxuyvo Sawa, Hipeki Kouno, Makoto Aoki, Tovoko Kosavashi,
Kunitomo Wartanase and Kazue Ueno
Institute of Anaerobic Bacteriology, Gifu University School of Medicine

The in vitro and in vivo antibacterial activities of T-2588, a new oral cephalosporin, against anaero-
bic bacteria were evaluated and compared with those of cephalexin (CEX), cefaclor (CCL) and am-
picillin (ABPC). The results were as follows :

1. The antibacterial spectrum of T-2525 against reference strains of anaerobic bacteria was some-
what broader than that of CEX and CCL, and was most equal or narrower than that of ABPC. T-
2525 provided potent antibacterial activity against almost all of the strains tested except strains of
the C.difficile.

2. The susceptibility distribution of T-2525 against clinical isolates reflected the results with refer-
ence strains of anaerobic bacteria ; T-2525 provided a satisfactory antibacterial activity against these
organisms.

3. T-2525 was more stable than CCL and CER to B-lactamase by B. fragilis.

4. The effect of T-2525 on viability suggested that the drug had a bactericidal activity against B.
fragilis.

5. In experimental model with mice, T-2588 provided a therapeutic effect against polymicrobial
subcutaneous infections with E.coli and S-lactamase producing B. fragilis.

6. T-2588, unlike amoxicillin (AMPC), caused no abnormal growth of C.difficile in mouse caecum
contents.



