24 CHEMOTHERAPY

APR. 1986

##0 /A Cephem T—2588: F e, B-lactamase TXT 5
wEM, FAK PBP Aokagfil, SICMEAAL
</ R7y—ULOBIMBREFER

BE B-SABRF-FART mEMNRK
IEREKFEFDHEERZ

Fitkn cephem o prodrug T-2588 MRtk T-2525 oW THE L ME Lo 22~59 ¥
DESIKAME S. aureus, S. epidermidis, B-streptococci, E.coli (R*), K.pneumoniae, P.mirabilis,
P.vulgaris, M.morganii, P.rettgeri, C.freundii, E.cloacae, S.marcescens, A. calcoaceticus,
H.influenzae % LU° B.fragilis i3+ % MICy 1%, 6.25, 50, 0.025, 0.39, 0.39, 0.1, 0.78,
1.56, 6.25, 3.18, 50, 6.25, 50, 0.05 35 X T* 6.25 pug/ml TH - o

T-2525 (3, PCase % B-lactamase D3 ~T T4 KL EENich - fchs, CEPase B s-
lactamase ® Ia BiciIRELD DD, Ic WERTIIHHBEKEENI,

T-2525 %, S.aureus © PBPs 1% cefaclor (CCL) tRRBE, E. coli, S.marcescens ¥s X U%
A. calcoaceticus © PBPs 1zix CCL X b3\ EaBMMELR Lico

T-2525 i, MG LBHOREFERYRTE 20 12~1/8 MIC FET TIXER~Y A~

7R 7 =~ (Mg) 1% filament {b LcEMla% X  REHIE L,

b,

W4, ESHH cephem RITEHE O #HIXFELL,
%% B-lactamase K ZECEAK~OIEANHL, L
b7 ABHENEY XS ERTS, Whe 3
ft cephem REKERELIhTVWB, TheWLERA
cephem Tit, 75 AMHEL R-plasmid #ficic\
WES 5 AREBECXHE % RT o0, R-plasmid
RABRCHES 7 sBRUERE~DNOFH, Wb sH
1RO BEEZFOLONRDHBET Ly ,

T-2588 22k 4 %5 3 #-1¢ cephem 7r Z D stk & &Ko
‘T-2525 o O f prodrug TH 5, T-2588 D 4 firh 1
AVYBR=ATAMEEhTE D, BEMELERARY &
BLTRNEI N B, =275 —-EChH=A7L{EZh
T-2525 © &b 5o KBEIBRNEOFEAETHD T-
2525 oW T, FDHE S, %% P-lactamase i3
HREY, (FRRTCHIHR=v) v&E4%EH (PBP)
RTHREAEMER TS & & bie, T-2525 & MW
BRIV AEE<sa7y-v (M) LOBHW
BEEALAXTLIDOTH %,

I. RBRWEHERRE®

1. T-2525 o&{EMEHEKRIER AT 208D

HREMEER S MR 22~59 #ricsbd 5 T-2525 ok
INREEFRHIERE (MIC) 13, ARLFEREFESEVCH
> THERFERETHRAN, Tihobb FREY 1ml ©
L-broth? 1z 1 WiREIER L, 75 2BHHIEERE

EGNHRHBRELE L 50

KT 1,000 fSFRL, T/ 5 ABBHEIT 100 i
ERLI-Briszesl/S5vr— B, MiL0RED
B-lactam RHAEME % 4s Mueller-Hinton (Difco) %
KEHRic A A » + L, 37°C 20 Friigs UMM OB %D
LREREZHE Lico 0¥ h 108 cfu/ml D AA 5 FET
» 5B, XBRIEH & LT ampicillin (ABPC), cephalexin
(CEX), % XU cefaclor (CCL) *H\ Ico

2. T-2525 4% S-lactamase iox3 2 KEHE

Cephalosporinase(CEPase) & p-lactamase Ia s X U*
Ic %, E.cloacae NEK 39 3s X O P. vulgaris 33 1 b,
Penicillinase(PCase) # S-lactamase IIb, III=TEM,
V, 3 X0 VIEREEIL P.mirabilis JY10, E.coli CS
2/RK 1, K.pneumonmiae 42, 3s Y U* E.coli CS2/RE
45 hHEhEThRM LI, ThOEEREKY Sml ©
L-broth §1 ¢ 37°C 1 HIREITR L, FOLEREK %
200ml DF#E L-broth w8l L7z, 37°C IRiRIEE #
i, W 150 KLETT #fz (KLETT-SUMMERSON :
Filter $66) &L=l ZAHT, BIELECHEEL,
0.01 M Phosphate buffer pH7.0 T¥:#i, 3ml OfF
buffer & T L ¥ WFEER Y kST, BRAN-
SON SONIFIER %*f\, 10Kc 30 # 4 @B HHER:
Lico 4°C, 30,000xg ELTHEXRE, Fo Ly
105, 000 x g 30 £3#i» LC f-lactamase FHRE K543
8 |7, RHFEIEH & LT ABPC, cephaloridine(CER),
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cefazolin (CEZ), cefmetazole (CMZ), cefoperazone
(CPZ), cefotaxime (CTX), ceftizoxime (CZX), cef-
menoxime(CMX), 3 X U¢ latamoxef(LMOX) *{fH
LeZ7ra—F2bt)—9TRDE Vimax 2K LD
tt&f[ﬁ'ﬁ&?ﬁ Lo

3. fEAA PBP iz 3 T-2525 o5& Bk oK
3

S. aureus 209 P, E.coli NIHJ JC-2, S.marcescens
13, + XU A.calcoaceticus 5 #HBREEL L, “hbHD
B0 PBP 1o HREA Bt % Seratt® 12 X B BAR
AERHORDI, Thb b NEOHMMO it 200
ml ® L-broth, 37°C 4 BRI RN 8 R OB
THE L, 0.01 M Phosphate buffer pH 7.0 T:E %,
8ml »fF buffer IZFH®E¥ Lo BRANSON SONIFI-
ER #AVkET, R 20% T 6~20 HMBFHBER L
7o 4°C 3,000x g, 10 HRE L CEAELBRE, TOLE
% 105,000 xg 30 HRIR0 L CHES B3, LEY
200 #1 ® 10mM MgCl, fn 0.05M Phosphate buffer
HEZEL, R buffer T1@E%EEHHK, 10~15mg pro-
tein/ml iZ7c % X 5 EEE buffer 1oyl Lic, FAY LK
B 0.1~12.5 pg/ml OIEEAHE T-2525 #inx,
30°C 10 I LB LActk, X Hic 0.1M HC-PCG
(AMERSHAM : 50 pCi/umoles) #inx, 30°C 10 43fd}
R L, REGEHHFTHERERYL B2 L, AR
PROTER 788, 10% acrylamido-0. 06% bis-acryla-
mido gel ERBERKEITHT, WBRALX LAZ TR T
gel ¥k L, Kodak X-Omat v~ b v 7 4 LA KE
#FLT—80°C 20 AR I ¥,

4. T-2525 ! hiEmMEOBRNINBREER

E.coli NIHJ JC-2 ###&®& & L, L-broth, 20% v
+ IEBY LI B 3 X TF 0.75 units/ml £ L%, FEE
L-broth, T-2525 p L-broth 3 X O° mE—#HE—T-
2525 fn L-broth (g E % 3x10* cfu/ml i/ 5% X 5
ML, 37°C REER LR el DR RMKE 1,3,
5 $IV24BHBEcEO—RERIHL, KAESH
<y aVE—FREYER LTERBERZUE L

5. T-2525 HETFT CO~v 2 M¢ 0 AEREER

Mg i, ICRS 4B =Y AfE% 10% fetal carf
serum pp F12 #23 (A KR Tko THIRL, ED
HEEH Sml KHEE LI 2 0.1ml (104 cells)
BHhAA—AY o, FHUHFIc FALCON multi dish 0%
well M L, 37°C 5% CO, FFZET T 30 S#EKRA
¥ Iml #inx, 1% CO. EEYTico o BAFE
MEa ¥ Y, 20% L-CM (conditioned medium of L-
929) i F12 k241 1'ml ghC 37°C 2 B5f CO, 3%
LT, M¢ #EHEIe®% 1XREERL K E

coli ¥ Mg @ 50 fisik (5x10° cfu/well) M L7,
ARz —# o well i2ix 1/2~1/8 MIC o T-2525 %0
R THER Lo ARG 37°C, CO, 53¢ 415N
A=Yy 7HIXDH L, Saline G CH:¥ Lick £ #
7 = LETE Lico RICH &R LTIV HE MM T
ﬁ%ﬁ L7
II. E

1. T-2525 o> AMAEHRIKS Mk 5t 5 HUEAH

T-2525 |3 S. aureus iz L, Fig.1 DLk bhivif
WK Lico LM L MRSA x4 7253¢, Fig.
2 DLIhED 80% LhEix 12.5 pg/ml Ll EORME %
iR LT, S. epidermidis ©wib3 % T-2525 DM RK
BH®iz, CCL g 4h CEX L ABETDH 5
(Fig. 3), B-streptococci iz, Fig.4 D &3 h R -
lactam b WhicHBW N ER L, £k 0.2 pg/ml L)
T oMM FEIE Xt S. prneumoniae et LT % Fig.
5 oikbh, ABPC LEBEOMGCHE N RO LM
bhotsy

Fig.1 Cumulative sensitivity of 48 strains of

S. aureus to T-2525, ABPC, CEX and
CCL
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Fig. 2 Cumulative sensitivity of 59 strains of
S.aureus (MRSA) to T-2525, ABPC
and CCL
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Fig.3 Cumulative sensitivity of 29 strains of Fig.6 Cumulative sensitivity of 51 subclones
S. epidermidis to T-2525, ABPC, CEX of E.coli carrying various R(bla) plas-
and CCL mids to T-2525, ABPC, CEX and CCL
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Fig. 4 Cumulative sensitivity of 24 strains of Fig.7 Cumulative sensitivity of 47 strains of
B-streptococci to T-2525, ABPC, CEX K. pneumoniae to T-2525, ABPC, CEX
and CCL and CCL
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Fig.5 Cumulative sensitivity of 22 strainsJof K

Fig.8 Cumulative sensitivity of 50 strains of
S. pneumoniae to T-2525, ABPC, CEX

P. mirabilis to T-2525, ABPC, CEX and

and CCL CCL
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E.coli CS-2 R-plasmid &% 51 #kicif3+ 5 T-2525 Az bh, X S-lactam il d Wh iR AT L
DHEHLBITID, £D 90% 1% Fig.6 Dtk (Fig. 7)o P.mirabilis, P.vulgaris, M. morganii 3 Y 0%
0.39 ug/ml LIFCHMA HIE X Too K. pneumoniae P.rettgeri SOVHRBTRTFYAIN—F 3t LT
DEEERWERED 95% 1%, 0.78 pg/ml © T-2525 THIFE %, T-2525 i Fig.8,9,10,11 0 k< HilRoO KA
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Fig.9 Cumulative sensitivity of 42 strains of
P.vulgaris to T-2525, ABPC, CEX and

CCL
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Fig. 10 Cumulative sensitivity of 54 strains of
M. morganii to T-2525, ABPC, CEX
and CCL
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Fig. 11 Cumulative sensitivity of 29 strains of
P.rettgeri to T-2525, ABPC, CEX
and CCL
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B-lactam X D AT WHFE IR Lico S. marces-
cens, C.freundii, ¥ XU E.cloacae = %43 % HiEEH
b, Wb B 3 i cephem T HHE R L
(Fig.12,13,14), E.cloacae wzxf LTix%Z D MICs i

Fig. 12 Cumulative sensitivity of 48 strains of
S. marcescens to T-2525, ABPC, CEX
and CCL
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Fig. 13 Cumulative sensitivity of 48 strains of
C. freundii to T-2525, ABPC, CEX
and CCL
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Fig. 14 Cumulative sensitivity of 45 strains of
E. cloacae to T-2525, ABPC, CEX and

CCL
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12.5 pg/ml TH - koo H.influenzae =xt3% T-2525
DOHENEHDTHL, Fig.15 :khTRTOE
K5 BERR DY 0.05 pg/ml LAUF CHEFAHIE S huic, Lo
L, A.calcoaceticus 1= %3 % T-2525 o HEIL,
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Fig. 15 Cumulative sensitivity of 24 strains of
ABPC resistant H. influenzae to T-2525,
ABPC, CEX and CCL
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Cumulative sensitivity of 49 strains of
A. calcoaceticus to T-2525, ABPC, CEX
and CCL
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Fig. 17 Cumulative sensitivity of 49 strains of
P.aeruginosa to T-2525, ABPC, CEX

and CCL
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Fig.16 o Ltk hehZE L Y'F b, P.aeruginosa =3}t
LTIk DX B-lactam X h B 1AL DD, £ D
MICs % 200 pg/ml % & % fc (Fig.17), X. maltophilia
iR LA LB 2R i (Fig. 18),

ABPC

Fig. 18 Cumulative sensitivity of 29 str;unS‘Of
X. maltophilia to T-2525, ABPC, CEX
and CCL
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Fig. 19 Cumulative sensitivity of 47 strains of

B. fragilis to T-2525, ABPC, CEX and
CCL
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WMIANEE B. fragilis i3, Fig.19 otk b T-2525
2 ABPC X h B AHENTH - 10

2. T-2525 @ B-lactamase i=¥f3 2REH

T-2525 3. PCase # B-lactamase, -$+7/c3>% Rich-
mond £3¥® IIb, III=TEM, IV, LIV VEEZC
LTt Fig.20 ik hL{mkIBINicv, £
DOREMHL cephamycin © LMOX O % hic PLfk Lo
L2 L Fig.21 o &3 bh CEPase B S-lactamase 0 %
% Richmond 7% Ia i RETH 543, Ic REEE
Y BE MK S, CER % 100 t+5% Re-
lative Viaxy THJ 80% %7 L7o

T-2525 (3% < @ B-lactam FHIFEKE X. maltophilia
TIZ LA ERENERE eV X maltophilia 1 #h
LIS LIHEERRIC X B T-2525 ooy, o
B-lactam DX LHBT 5 &, Table 1 © & 35 b puksy
RHE\ DT, FFID X. maltophilia \ el LB rc\
DX, T OEDIFDHBRIe f-lactamase 1= X b 3 < kMR
Th Bl Lbhols,
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CHEMOTHERAPY 20

Stability of §-lactams against various penicillinase-type §-lactamases

B 1 b( PmirabilisJY 10)
M=TEM( E.coli CS 2/RK1)
'V (K. pneumoniac42)

1V (E.coli CS2/RE45)

ABPC CER CEZ CMZ CPZ CTX CZX CMX LMOX T 252

Fig. 21 Stability of B-lactams against cephalosporinase-type S-lactamases
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Table 1 Hydrolysis of various #-lactams by
B-lactamase of X. maltophilia

B-lactams amounts hydrolyzed («moles/hr/ml)
T-2525 291.5
monobactam 12.0
CTX 206.4
CEZ 450.9
CER 433.3
ABPC 1313.6

3. T-2525 n&MEME PBP wwxt 7 5 &4 EME

S. aureus 209 P @ PBP izt 3 A A B Y B AR
AERTHANSD L, Fig.22 DLk h xR E Lo CCL L
h PBP2 itxid 2 HMM A& A H 5, PBP
3 1wt LTIk CCL 0Fhs A B HAs 12 Bl S.
aureus DHIFABESBILAD PBP 13 PBP2 L 3ThH
B ENHLRTLAEHR, FHohL hEETH B
BABETH B, EBED MIC A 643 E, CCL ohh

- Cal
ABPC CER CEZ CMZ CPZ

o1 n
CTX CzX CMX LMOX T-2525

Fig. 22 Competition of T-2525 and CCL for
penicillin binding proteins of S.au-

reus 209 P
T-2525 CCL
PBP0.1 0.5 2.5 12.5 0 0.1 0.5 2.5 12.5ug/ml
1 C— - - e I

2 - ]

4 A A D V. AU AU SO>I e

T-2525 X h EFHEHHHE

E.coli NIHJ JC-2 & PBP izx¢3 % T-2525 S
BiFntEix CCL X bz B2 iy (Fig. 23), Hic @kl
R DB s v, Y RIEEFE TH 5 PBP1Bs %
0.5 pg/ml DIEBETIT LA EBFIT H2EE L, AKHF
M OBEIX LV BREEERRF O ERRB LTV 5,

S. marcescens 13 © PBP &>\ T % T-2525 |1
Fig.24 ot bh CCL X b\ EABMMEE LR L1, B
iz PBP2,3, X0 1A icxf+58FfEAs CCL L b



30 CHEMOTHERAPY

APR. .- 06

Fig. 23 Competition of T-2525 and CCL for
penicillin binding proteins of E.coli

NIH]J JC-2
T-2525 CCL
PBPO0.1 0.5 25125 0 0.1 0.5 2.5 12.5ug/ml
1A .
1Bs === ey w——
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4~ e e — ——
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Fig. 24 Competition of T-2525 and CCL for
penicillin binding proteins of S.ma-
rcescens 13
1-2525 CCL
PBPO0.1 0.5 2.5 12.5 0 0.1 0.5 2.5 12.5ug/ml

1A S smie cvoe e o o — S~

—— m — - .
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Fig. 25 Competition of T-2525 and CCL for
penicillin binding proteins of A.cal-
coaceticus 5

CCL
. 0.5 2.5 12.5ug/ml

Ehoto

A. calcoaceticus 5 © PBP jzxf LT, T-2525 (3 X
D\ BfER Fig.25 LB R LIcH, TOBEIX
FEETEAN OBOBEICHEEOHE N LR st
WEHEEL TS,

4. T-2525 ok & OB NIHREER

BTz E. coli NIH] JC-2 O »#x %
ELE, bEEE (0.75 units/ml) & 20% b b MiE, I
X% 50% HRERAIEE D T-2525 (0.219 pg/ml) *3EHF
X# 5L, Fig.26 DL hBIWREFAERT. T
b b RMAMEEERE T T EERDW 1/100

Fig. 26 Change of viable cell numbers of E.coli
NIH]J JC-2 in the presence of 1Ds T-
2525 (0. 219 ug/ml) with or without 20%
human serum and 0.75 units/ml guinea

pig complement

(cells/ml)
1010-
108 -
10° |
e
'/
lol -
102 + a control
a complement(0.75u/ml) & human serum(20%)
e T-2525(subMIC)
o T-2525(subMIC), complement(0.75u/ml)
& human serum(20%,)
0 1 1 1 £ n
00—y 3 5 #31

Time (hr.)

ETF Lo Lo LEsRI & &SI 500 e BHMiD R T
b, 24 R OEEEIL EFERTFET CHER
ThicBELhPhnbon, MEDOEIIIER 3~ 5H5MH
. PYURINY-X QSR
5. T-2525 k= R¥E%K Mo L DR RERESF
A
< AKED HIEH Mg % L b conditioned medium
wminc & b EHE(E Licd DI, E.coli NIH] JC-2 %K
Rxenl, 1~3BMBIIIRET AN BER
4BERILL LoD & Fig. 27 ot b, k% Mé (344N
B EDNHFI I T-HEI MBEATHMEL Mo 2B
BLUTHERT 5, = 0BF T-2525 % 1/2 MIC 3t#%
X¥BHE, EHoOKET filament {b Uil BE%EE
4FEf7-o & Fig.28 otk bh X< ABXh, L2
M¢ NCEMBEAHEIR, FD@MN53L b, Mg
REE ICRIB TR B, 1/4 MIC o T-2525 F4
T Fig.29 0Lk b filament {k LM OB
{E23EXR, 1/8 MIC HEETTH 7 Mg i X b Ml
PAEHEI AT CRELTES, D Hh 5 (Fig. 30),
. & » Y |= )
O A% cephem REIAEME, T-2588 D4 TH 5
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Fig. 27

Fig. 28

Fig. 29

Death of mouse macro-
phages phagocytizing nor-
mal cells of E.coli NIH]
JC-2 grown without drugs
at 4hrs after the incubation

Digestion of long filament-
ous cells of E.coli NIH]
JC-2 grown with 1/2 MIC
of T-2525 by cultured mouse
macrophages at 4 hrs after
the incubation

Digestion of long filament-
ous cells of E.coli NIH]
JC-2 grown with 1/4 MIC
of T-2525 by cultured mouse
macrophages at 4 hrs after
the incubation
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T-2525 ¥, P.aeruginosa #Brx% 75 sBHEEIH 7
7 sEECh s EVWHER EBVCHENEZT L
BHEOMNRA B-lactam IH| L BT % &, S. aureus,
S. epidermidis T3~ MK T ABPC 124 - 1ohi,
CCL X BN T B0 D AWIRRIERETH - o
L LEMmMEY v+ BRE R S prneumoniae V2 (%
ABPC @525 5\ xA%EOHE N %KL, CCL %
B OMMRA cephem X h ik Bhh @i T,

75 ARatEE T 12 R-plasmid #f%F E.coli, K.pneu-
moniae, P.mirabilis, P.vulgaris, M.morganii, P.
rettgeri, S.marcescens, C. freundii, H.influenzae % 0
BER LUBEERCTES LEBEVCHENRRL, £0
TREHADOVHYP 5 & 3 #X cephem D% b ITE
Lico % -MSHER B.fragilis ot LTH ABPC ki
FEREOHEN2FHOZ Lalbhrot, L L T-2525
1% A. calcoaceticus ext+ HHE b EETH Y, P
aeruginosa 23§ LCi253<, X. maltophilia w212z L A
EfER LB7eh 2 1o

T-2525 ¥ PCase %! B-lactamase D3 ~XTiz4< M
KB ich - t-h5, CEPase % f-lactamase @ 5
Ic REERTHREEI KBIhico ¥ X maltophilia
DIE 545 Bk B-lactamase Titfhd oxime #| cephem
Rk HEMESCBEINIS,

fERRTH B PBP T R ABMEL LA D &,
77 naEE O PBP i L CCL X b &y Btk &R
T Ehibn B,

U ERBAaT S E T-2525 0 77 slatEBcs+ 58
RIHESL, B-lactamase T 2EVWKEK LER
A PBP iwats RFM BB IZC LM EXLL R
60

ABLBEME D BEF IO WTIRSEKE LTV a2,

Fig. 30 Digestion of long filament-
ous cells of E.coli NIH]J
JC-2 grown with 1/8 MIC
of T-2525 by cultured mouse
macrophages at 4 hrs after
the incubation

T-2525 o 7 {flgic 2-aminothiazole AFELHT\%
DT, MOMEHIS 3 HR cephem AR, REFISHEE
BERFH-TEY, ThiFHo@mhic s 7 ABRERKC
T AHBEHEEFLTBTHS 50
T-2525 (3544 1 #{8 cephem CCL <K&k PC o
ABPC It 5817 ¥ v BREFAIcInG, EHAE3
4% cephem 2 iF % LWRIK THRVHL 7 7 A RERE
ERYRH->T\5 5%, #EkLOBHHBREFRACAR
BREDOBIMAEREFAL Bh 50T, T-2588
FEOHEEcHYED T-2525 hifihicRIRIh, 0
Friepefl MY THNE S ORPECEA L BERY
BErToerfiesh s,
X [
1) HXREEREFS: BPREHLERE (MIC) 3
Etto, Chemotherapy 23:1~2, 1975
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A NEW ORAL PRODRUG OF 3RD GENERATION CEPHEM,
T-2588 : ITS ANTIBACTERIAL ACTIVITY, AFFINITY TO
B-LACTAMASES AND PBPS, AND SYNERGY WITH
THE COMPLEMENT AND MACROPHAGES

TakesHt Yokota, Eiko Suzuki, Kyoko Arar and Hisayo Kato

Department of Bacteriology, School of Medicine, Juntendo University

T-2588 is a novel oral prodrug of T-2525 that is a cephem antibiotic with broad spectrum. T-2588
is converted into an active form, T-2525, after being absorbed from the intestine.

The antibacterial activity of T-2525 was compared with that of other oral f-lactam antibiotics, i.e.
ampicillin, cephalexin, and cefaclor.

MICgo(ug/ml)s of T-2525 to 22 to 59 clinical isolates of S.aureus, S.epidermidis, B-streptococci,
E.coli(RY), K. pneumoniae, P.mirabilis, P.vulgaris, M. morganii, P.rettgeri, C.freundii, E.cloacae,
S. marcescens, A.calcoaceticus, H.influenzae, and B. fragilis were 6.25, 50, 0.025, 0.39, 0.39, 0.1,
0.78, 1.56, 6.25, 3.13, 50, 6,25, 50, 0.05, and 6.25 #g/ml, respectively.

T-2525 is stable against PCase type B-lactamases. Although the antibiotic is also stable to the type
Ia B-lactamase, it is hydrolyzed by the type Ic S-lactamase in some extent.

T-2525 binds to PBPs of S.aureus at the same level as cefaclor. This antibiotic, however, mani-
fests much stronger binding affinity to PBPs of E.coli, S.marcescens and A.calcoaceticus than cefa-
clor.

Addition of the complement and serum results in enhancement of bactericidal effect of T-2525.
Filamentous cells of E.coli induced by sub MICs of T-2525 are phagocytized well and easily digested
by mouse cultured macrophages.

T-2525 would be a useful antibiotic if its safety and pharmacokinetic are satisfactory.



