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1. HEH  SARERSBEE 2 AV T MIC 2 RIE L,

Ciprofloxacin (CPFX), Ofloxacin

(OFLX), Norfloxacin (NFLX) 7¢ & DftiE] & leBeiRkE L1z, 7c¥s, Bacteroides fragilis =B L
Tiz kR0 3FDftiz Metronidazole (MTN) # LLEZIEANIC & 21T » 7o, JRIEIS LU 100 f&
FIREWER TIT » 7228, Enterococcus faecalis DX THEEEBEOE LW HERRD LI
Motee UTFEEEBICOWTDONS, Coagulase % Staphylococcus (24 #%) T 0.05 LLTF»
B 0.20 pug/ml ZHH L, izt L TRERICHE %R L, Coagulase (& Staphyloco-
ccus QTHE) TiL 0.05 LATA 5 0.10 pg/ml 4L, RV EBEIBERCHENITH-1 E
faecalis (27 #) T3 0.39 75 3.13 ug/ml 1z # L, CPFX & iai¥F@% ©, OFLX, NFLX X
h BRI PE N TH »7Tco Escherichia coli (27#k) Tix 0.1ug/ml 0 1#k&xDZE, £T
0.05 ug/ml LT CHED TENICIHE N %R Lico Klebsiella pneumoniae (26 #£) T 0.05 LIF
725 0.39 ug/ml =4 % L, Enterobacter cloacae (24 %) Ti30.05 LA FA5 0.78 ug/ml i/
L, Pseudomonas aeruginosa (25#%k) Tit 0.20 75 1.56 ug/ml 1=/ L, CPFX & i3i3@E%
THbh, OFLX 3% XU NFLX X WEhicHIE %R Lic, B. fragilis (234 2xf LTix 0.39
76 3. 13 ug/ml AL, MTIN Li2iZA%, TOMOEF LD EbDTERIENER L,

2. BERHE : AREETTESREE 22 Ik 2ES L, BRDR S LU EIERIC2WT
BE L, B%EEIZ1H 450mg & L, BHEAR 482510 B TREGEIZ 1.8225 4.5¢
ThHotloo BESG, RREMERE 4G, BIRE3F, ToM7HITH o BEBRHEIL 22 TN
TERHTHH, BEE 100% THoTo BIFAL LTHRBEECETTHRIFAXEDICORT, £

Dt BB KA BIEBILERD 78 2 1o
Key words : T-3262, #{E /1, ARG

T-3262 3H Y Vv r L X VvBREORERATE O
e Figl Rt k5w, 1,8-775Y v vBOD
L7k h FRHEFLW 2,4-v704r7 2= 1HS
LU B-73/¢nv=AEXETHLDTH B, AH
77 ABHERYR LD /5 AT, BRIEECHL
TERBELHEAN 7 b 7 24 LAEVWHEEERAL, &
iz Coagulase [t Staphylococcus sp., Streptococcus

sp., Entevococcus sp. s ¥ D 75 oBEE, 7N
JEREE V7 A[RYERE, Peptostreptococcus sp., Bac-
teroides fragilis @t L THRKDOEY Vv I LEVER
FUEAL VB CHEIERT L IR B, T-3262 0ff
KOEREHCNT 5 HE Y MIC fEc X v BRET
% & & iz, Ciprofloxacin (CPFX), Ofloxacin (OFLX)
¥ X ¢t Norfloxacin (NFLX) 7 Koo fli#| & Rzt L

* TI73 RARMRAE AR A _ERT 30-1
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(+)-7-(3-amino-1-pyrrolidinyl)-6-fluoro-1-(2, 4-difluo-
rophenyl)-1, 4-dihydro-4-oxo-1, 8-naphthyridine-3-car-
boxylic acid g-toluenesulfonate hydrate
CwH:stN.chqHsO;S-Hzo

MW  594. 56

Fig. 1.

SOsH-H20

Chemical structure of T-3262.

foo Fio, B EERDEARKRE 22 lcRA RS
L, *0BEEKNEDERS IOREHZ O VTHRH LI,

I. &% 8 /5 &%

1. SRR FEC T2 HED
FER /R 7rE8 Coagulase (B Staphylococcus (24
#), Coagulase [&tf Staphylococcus (27 #%), Ente-
rococcus faecalis (27 £), Escherichia coli (27 ),
Klebsiella pneumoniae (26 ), Enterobacter cloacae

(24 %), Pseudomonas aeruginosa (258) ¥ X vt
Bacteroides fragilis (23 %) 2%, HA{L¥EEy
SEHEEVCEL, FRFEFEC L H T-3262 0 MIC j
EwRT -1 EEEEIRRER L 100 £HREKES
DO TIT o7 To¥k, REBFIZ CPFX, OFLX %
XU NFLX iz & ofiFlicounTd MIC JlEaiTuvhi
&_&%} Lto

2. BERe%RE

BARFERFETRBREEA=/1EL BEBABRE
¥ LOVNERBRIC ST 6149 A X hIERAI62 44
B ¥ cofliciini sk X U AREE TCoABEERK
HAMRRIE 22 Pl FFIZERA L, BRORH % T-
Too ERONRILHEE 8 G, RRYPMEMIE 40l BIRY3
Bl, T 7B TH T, FhUL 18 BADL 79 HET
T, HHEKE 14 B, THE8BITHB, BESHHKIXL
@ 150 mg T, 10 3E&EL & Lic, BERSHROHIEE
#iz, AFBREE 5 BUACEMERROBRY DI
LorER ThUEZEBLTITEECIEBELLY
ORERE Lichs, Tofl, KB KEOEHELE
BL, FRELHE LI,

Table 1. Sensitivity distribution of clinical isolates of

coagulase(+) Staphylococcus (24 strains) MIC (zg/ml)
<0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100  >100
xX1| 11 8 5
T-3262
X100 | 14 6 4
x1 4 15 2 3
Ciprofloxacin
X100 1 12 6 4 1
x1 6 11 7
Ofloxacin
%100 16 4 4
X1 5 11 3 5
Norfloxacin
%100 3 12 3 2 4
Table 2. Sensitivity distribution of clinical isolates of
coagulase(—) Staphylococcus (27 strains) MIC (ug/ml)
<0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100  >100
X1 17 10
T-3262
X100 | 25 2
X1 6 5 15 1
Ciprofloxacin
X100 8 12 7
) X1 1 8 13 5
Ofloxacin
%100 6 12 9
) %1 2 13 10 2
Norfloxacin
%100 3 18 6
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Table 3. Sensitivity d

istribution of clinical isolates of

Enterococcus faecalis (27 strains) MIC (pg/ml)
=0.06 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
X1 9 12 5 1
T-3262
X100 21
X1 3 17 7
Ciprofloxacin
X100 6 21
X1 1 26
Ofloxacin
X100 3 24
X1
Norfloxacin 15 10 2
X100 8 19
Table 4. Sensitivity distribution of clinical isolates of
Escherichia coli (27 strains) MIC (zg/ml)
<0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100  >100
X1| 26 1
T-3262
X100 | 26 1
X1 21 6
Ciprofloxacin
X100 26 1
X1 14 2 10 1
Ofloxacin
X100 21 1 4 1
X1 12 3 12
Norfloxacin
X100 12 4 9 2
Table 5. Sensitivity distribution of clinical isolates of
Klebsiella pnewmoniae (26 strains) MIC (ug/ml)
=0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
X1 17 7 1 1
T-3262
X100 | 24 1 1
X1 10 11 4
Ciprofloxacin
X100 | 25 1
X1 5 3 16 1 1
Ofloxacin i
X100 16 7 2 1
X1 1 9 14 1 1
Norfloxacin
X100 3 16 6 1

ROV TR E RS & DB R (B D ZET)
KOWTHRE 24T » 12,
II. R Ei
L SRS T 5 B
HEIKHED Coagulase [k Staphylococcus 1z o\
Cix (Table 1), F¥#HSE T 0.05 LLFA 5 0.20 ug/ml

RATEL, 100 £ REVEEME T2 0.05 LIFA2 5 0.20
uglml CHF Lize ZhILBE LI RAMA L H & &
MR TH - o, Coagulase Kt Staphylococcus
¢% (Table 2) JR, HBWEREL L120.05 LI Fa b 0.1
wg/ml 3 FE L, & R ERMAN U b e pK
TH o1z E. faecalis i1 (Table 3) Eixs#EfE T 0. 39
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Table 6. Sensitivity distribution of clinical isolates of

Enterobacter cloacae (24 strains) MIC (ug/ml)
<0.05 0.10 0.20 0.39 0.78 1.5 3.13 6.25 12.5 25 50 100 >100
x1| 21 1 1 1
T-3262
X100 | 22 1 1
X1 22 1 1
Ciprofloxacin
xX100 22 1 1
X1 1 10 9 3 1
Ofloxacin
X100 9 13 1 1
x1 3 8 10 2 1
Norfloxacin
X100 6 10 9 1 1
Table 7. Sensitivity distribution of clinical isolates of
Pseudomonas aeruginosa (25 strains) MIC (ug/ml)
<0.05 0.10 0.20 0.39 0.78 1.5 3.13 6.25 12.5 25 50 100 >100
X1 5 15 3 2
T-3262
X100 12 10 3
X1 12 10 2 1
Ciprofloxacin
X160 18 5 1
Oftoxact x1 1 12 1 1
oxacin
100 5 11 8 1
X1 11 13 1
Norfloxacin
X100 7 9 8 1
Table 8. Sensitivity distribution of clinical isolates of
Bacteroides fragilis (23 strains) MIC (ug/ml)
<0.05 0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100  >100
X1 6 11 6
T-3262
X100 2 15 6
X1 2 9 6 3 2 1
Ciprofloxacin
X100 6 9 3 1 3 1
X1 7 9 3 1 2 1
Ofloxacin
X100 3 16 4
X1 2 17 1 3
Norfloxacin
X100 2 17 1 3
x1 6 6 11
Metronidazole
X100 11 11 1

26 3.13 pug/ml, FRETI2LkH 0.39 ug/ml TH pneumoniae | (Table 5) Bk, HREEREL H10.05
%, CPFX L2 ¥M#E, OFLX X b 1M, NFLX LIF A5 0.89 ug/ml (2534 Lizo &hid CPFX Lz
I 34 BIEENIRE T - 1o E. coli Ti3 (Table  F1%, OFLX 3 X0f NFLX i LTBRIHABNTH
b B, EFRwEE b 0.10 ug/ml 0 1#kE O EWT ~7zo E. cloacae i3 (Table 6) B, #FKEMTO.05
fBiz 4T 0.05 ug/ml LUTFOBEBRIHETH >0 K. LLF 22 & 0.78 ug/ml w4 4i Lz, CPFX L A%,
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Table 9-1. Clinical efficacy of T-3262

. . . . Side
No.|Name| Age | Sex Diagnosis Organisms Dose Efficacy effects
1 |Y.N.| 21 F | Felon N.T. 150mgX3X7 days Good —
Felon -
. 150 mg X3 X 10days Good -
2 |MK.| 77 F (Incision) E. aerogenes 50mg ays
3 |kk| 18 | m |Feon S.aureus 150mgX3X7 days | Good —
o (Incision) S. epidermidis
s|1x| o | F |Felon P. vulgaris 150mgX3%8 days | Good -
(Incision)
s |sH| s | F |Felon N.T. 150mgx3x8 days | Good -
(Incision)
6 | K.I.| 45 M | Felon N.T. 150mg X3X7 days Good —
7 | K.H.[ 34 F | Felon N.T. 150 mg X3X4 days Good —
S. aureus
Felon S. epidermidis _ _
gXxX3X ? Good -
§|T.Y.| £ M (Removal of the nail) S. saprophyticus 150mgx3x5 days 00
P. asaccharolyticus
Infected atheroma . L.
9 | T.T.| 49 M .. S. epidermidis 150mg X3X7 days Good —
(Incision)
10| T.y.| 20 | m | [nfected atheroma B. fragilis 150mgx3X7 days | Good -
(Incision)
11 | K.U.{ 45 M Infe(.:t.e d atheroma Corynebacterium sp. | 150mgX3X6 days Good -
(Incision)
12| AK.| 42 | wm | Infected atheroma N.T. 150mgx3x7 days | Good | Somach
(Incision) discomfort
13| MA.| 20 M | Wound infection S. aureus 150mg X3X7 days Good —
14(S.S.| 30 M | Wound infection P. cepacia 150mg X3X5 days Good —
15| TM.| 50 M | Wound infection Pseudomonas sp. 150 mg X3X5 days Good —
16 | TK.| 37 F | Wound abscess P. cepacia 150mgX3X5 days Good -
17 |MK.| 79 F | Abdominal wall abscess | S. haemolyticues 150mg X3X7 days Good —
18 | H.U.| 39 M Abdgrfunal wall abscess P. aeruginosa 150mgX3X4 days Good -
(Incision)

N.T. : Not tested

OFLX % X0 NFLX X b Bhi-fiBH TH -1 P ml &% L, Metronidazole (MTN) »i2i3R% T3
aeruginosa T3 (Table 7) EiE T 0.20 725 1.56 ug/ D, oY VYL RVvBRAEAL Y EhbdTER
ml, FFRE T 0.20 75 0.78 ug/ml TH o Foo = BN 2R L,

hix CPFX 1i32u¥E%, OFLX % X8 NFLX I h{E 2. BEIRRUR

AT 12, B. fragilis (Table 8) wxf LT}, BEET SAEHBE I R R E 22 Bl A KR ER L
0-39 2% 3.13 ug/ml, HWHET 0.20 » 5 1.56 ug/ (Table 9), HEOWFRITFHEE 8 G, RPIERH 4 4,
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Table 9-2. Clinical efficacy of T-3262
. . . . Side
No.| Name| Age | Sex Diagnosis Organisms Dose Efficacy
effects
19 | K.T.| 39 F Omphalitis N.T. 150 mgX3X5 days Good -
F ! S. aureus
20|O0M.| 2 | M runce S. simulans 150mgX3X5 days | Good -
(Incision)
P. acnes
Periproctal abscess
21 | MY.| 40 M . N.T. 150mgX3X7 days Good —
(Incision)
Periproctal abscess S. hominis
T.| 2 M .- 150mgX3X7 days Good —
2| YT o (Incision) B. fragilis
N.T. : Not tested
Table 10. Bacteriological efficacy of T-3262
No. of Bacteriological response Eradication
Isolated organisms
cases | Eradicated Decreased Replaced Unchanged Unknown rate (%)
Staphylococcus aureus 4 4
Staphylococcus epidermidis 3 2 1
Staphylococcus haemolyticus 1 1
Staphylococcus hominis 1 1 91.7
Staphylococcus saprophyticus 1 1
Staphylococcus simulans 1 1
Corynebacterium sp. 1 1
Enterobacter aerogenes ‘1 1
Pseudomonas aeruginosa 1 1
Pseudomonas cepacia 2 2 100
Pseudomonas sp. 1 1
Proteus vulgaris 1 1
Peptostreptococcus asaccharolyticus 1 1
Propionibacterium acnes 1 1 100
Bacteroides fragilis 2 2

BIRRR 36, T 7HITH T, BEHAEIL4 BAL
10 B, %5812 1.8g 5 4.5 THolo 22 fEF
FTRTEHTH Y, BRI 100% TH-lco RIZEHD
HERICOWLTHRB & (Table 10), BMREY, BEE
Pl LIRBWEERTH -1 BIFRICOWTIIEED
BIMAREDOERD 1 U HBL Licht, ERES vk
THrZ i, BACERMEREAI, TOMCEEEH
L ERIBIERIZRD bhisd » 1,
1. % %=

T-3262 | MftSEE Y @l 77 2BHE, 75 LBk
Bioa LUARBAIEA N7 b LEBWHEEEYE
L, Hic 77 ~BHHE, MEEECH LTREROEY ¥
vANL K VBRIER X VB WHENERTEEh T
B, SMEHERABEE % AL, T-3262 » MIC #HIE L,

CPFX, OFLX % X0t NFLX o MIC & § H#cha
L7

FWids XU 100 f57% RS 1€ ©fT » 7cad, Coagu
lase [B# Staphylococcus, Coagulase [tk Staphylo-
coccus, E.coli, K.pneumoniae ¥ L U° E.cloacae
TR LA LEBRBEORERRDON 2 o 1 P
aeruginosa ¥ LU B. fragilis T3 1 BRBEOKE
DG N, E. faecalis T3 1~2 BHSEEOHEN
b bR T 5o EEBEBED Coagulase [tk Staphylo-
coccus (XEMEME, ARMEEL L 0.05 UT2b
0.20 ug/ml HH L, MFICH LT EhdTELER
B HE R Lico Coagulase [a¥ Staphylococcus IR
W, ATWERET 0.05 LLFA & 0.10 ug/ml w27
L, ik LEb>TER T\ oo E. faecalis 115
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SoEEEEONENH D, REEETO.39 225 3.13
pg/ml, HRETI3LT 0.39 ug/ml THH, BE LK
EHHBLENRIHENE R L, E. coli TIIFRR,
AR E b 0.10 ug/ml O 18k% DF T2 T 0.05
wg/ml LIFCREIE LT3 b CPFX L i3iFA%, Zofh
DEF L VENILMNENTH %, K. pneumoniae Tid
EWEE FREEbiC 0.05 TS 0.39 ug/ml i@
H#iL, CPFX LiziEA%, TofioFERL b rikd
BMWHEHTH B, E.cloacae T CPFX rizigA%

OHENRTL, 3 & A E DB 0.05 ug/ml LITFT
PHIE LT3 b, OFLX, NFLX L h Eh - HEHTH
~tco P.aeruginosa TLJR¥K T 0.20~1.56, FHFREK
T 0.20~0.78 ug/ml T, Ziutr CPFX li3iZRAI%Z,
OFLX % XU NFLX X bR HEN TH B, B. fra-
gilis wx LT3, BT 0.39 »» 5 3.13, HFRWT
0.20 5 1.56 pg/ml L43HL, MTN L i2ixR%D
b TENHEN®RL, CPFX % X0 OFLX X
h 3~4 BIEEN, NFLX X hEEEERI-HEHT
Boteo LIk X b Coagulase pE#: Staphylococcus,
Coagulase [&t% Staphylococcus, E. faecalis, E. coli,
K. pneumoniae, E.cloacae, P.aeruginosa 1t ¥ OIF
S5 ABHER IO 7 5 ABREEECERISEIIE
B T& 5 & &b KK s 7 A BHEED B
Sfragilis Wi+ TES L5 BRI,

AEH B B ERRYE 22 Bl ARIA S L, K
BER LOBIEA R L, #5821 150 mg,
1H 450mg BE5%FAE L, EABT 4D
10 THEE 1.8g 226 4.5g TH ot HESH,

By 4 5, BIRE 3G, o7 6T, ERHE
B 22 61T, BHR 100% TH-1o Zhid, Bx
DI I BERD €Y ¥y £ v BAREA OBRIER
BEELHBR L TERCEETH RS, Tk, SED
EFACEEERBE,LFEEDLOTHY, HHED
95.5% HALTEYH, ZhiBHE 1004 Lisote—
HeEEz b5, BIFERIZ2WTY 1 A0 B HAERED
A TEOMCERCBEMENLEIEALRZDbRLh -
Too BMEEGMASRE CLEEREDL S, REMEEH
M BHINRTHWBZ ETLHHY, ARERCEDH
DTERBEREEZ 5,
b4 K
1) # 34 BEXRLEREFSHEARITRE, HE
vvHRTYy L, T-3262, HEx, 1987
2) HA(EREF¥S: BOREHHEIEEE (MIC) R
EEBFHEITICOW T, Chemotherapy 29(1) : 76
~79, 1981
3) SAHEE, KERESE BH X B R B
EE, FEHET KRB #: ABERCET?
AM-715 o E@H9 - BRI ¥ T, Chemotherapy
29 (S-4) : 639~648, 1981
4) BHEE, MA64) : ABEKC I % DL-8280
DEBN - BERWN K 5, Chemotherapy 32 (S-
1) : 810~821, 1984
5) EHEE, hQ4£8): SBHEKRC 1+ 5 Cipro-

floxacin (BAYo 9867) o XEERY - FERKAIB ),
Chemotherapy 33(S-7) : 851~860, 1985

6) BHEE: ZAHEHE—TOBECRE L PIERF
H— AR, LEREOEK 2(8) : 62~70,
1986
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T-3262 IN THE FIELD OF SURGERY
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Touru Nismikawa, Koumer Kato, Yosuiakr Cuisamma, Izumi Sato, Hiroko Sakar

Kazuro Takamatsu, Takasui Tanaka and TAxkasHr SAKABE

Third Department of Surgery, School of Medicine, Nihon University
30-1 Oyaguchi-kamimachi, Itabashi-ku, Tokyo 173, Japan

Satoya Usuio
Department of Surgery, Ushio Hospital

Yosuio Kosart and Kazuyukr Tomioka

Department of Surgery, Kobari Hospital

We investigated T-3262, a new pyridone-carboxylic acid derivative, basic and clinical studies. The
antimicrobial activity of T-3262 was bacteriologically evaluated by comparison with ciprofloxacin,
ofloxacin and nolfloxacin, with the following results. It was stronger than any other new quinolone
against Gram-positive and -negative bacteria, including anaerobes.

The range of MIC values of T-3262 against clinical isolates was 0. 05-0. 20 ug/ml (coagulase-positive
staphylococci), 0.05-0.10 pg/ml (coagulase-negative staphylococci), 0.39-3.13 ug/ml (Enterococcus
Saecalis), 0.05-0.10 ug/ml (Escherichia coli), 0.05-0.39 ug/ml (Klebsiella pneumoniae), 0.05-0.78
ug/ml  (Enterobacter cloacae), 0.20-1.56 ug/ml (Pseudomonas aeruginosa), and 0.39-3.13 ug/ml
(Bacteroides fragilis).

In the clinical study, T-3262 was administered at a daily dose of 450 mg in 22 cases mainly of
skin and soft tissue infections. Clinical respose was good in 22 cases (100%). No serious side effects
were noted, and only one patient complained of slight stomach discomfort.



