CHEMOTHERAPY DEC. 1988

T-3262 DXEBER - B KRARFE
—F & L TRBRBRPIEC BT 5 FRAEORN—

TR FAN-HREFT-FEEX

EIWWHHE -FINRX-BEF B

BLUER XK F-JIRER
Bl & M E

J B EE B K R 2R YR
(** : 7 Infectious Disease Service, Memorial Sloan Kettering Cancer Center
1275 York Avenue, New York, New York 10021, USA)

# L\~ pyridone-carboxylic acid RERIEA] T-3262 oo\ TEBR, BROBRA ZTVELT
D81,

1) Staphylococcus aureus =2\~ Tt AAF| » MIC © — 7% 0.05pg/ml T, ofloxacin
(OFLX), ciprofloxacin (CPFX) 1zl;5 & D TH » ko Escherichia coli iz o\ Tix OFLX L[
& CPFX 1238 5K TH » oo Proteus mirabilis Ti% OFLX, CPFX 124 %73, Klebsiella,
Serratia marcescens, Pseudomonas aeruginosa T3 CPFX t@E%Z T OFLX &ixff- T\ oo

2) Chlamydia psittaci =xf$+% T-3262 o MIC i3 0.025 pg/ml T, minocycline (MINO)
L@ T, erythromycin (EM), CPFX, OFLX 1z - T\ oo Chlamydia trachomatis T
13 0.05~0.1 pg/ml @ MIC T MINO 1ziXo%4% 5 h\MBFICIIBESD L D TH - oo

3) MERARRRGME 27 Bl R AF % 1 B 225~600mg, 72 % L I1k4 3 T 3~14 S
LiciER, BRFEFREEN 25 GITORBDRL, EH10, Brh 18 fl, CXHLH40), £FH2

BID 76.0% TH -7

BIfERIT 27 flirp 4 Pi2iBd7c, EORRITIRE L AR, BN, lMEER %

& 1P THbe 1z, 2P TEED Transaminase k5F,

141 LDH nBEER,NHRLIT,

UEDFER, T-3262 1EHR ICEBUTREBRIECERLER EEL bR,
Key words : T-3262, v Y FY L X VvBRERHES, WRERLIE, 775 I C7HEN

T-3262 B EUMLFETE (B HETFRAT THREIL
7o L& A pyridone-carboxylic acid A& RELEH
<, Fig 1 WiRT#HEZHET . KA 77 25k, &
HECBAVCHEEE 2R T2, FiEko mREHM
HETEE D EDs » 7= Streptococcus pneumoniae <
Streptococcus pyogenes fr ¥ OEPIRE BT BN 1
W H%RL, *ofb Staphylococcus aureus % Ps-
eudomonas aeruginosa # XK ET5 7 ¥ o BEIERE
75 ARMRE S B\ x Chlamydia 7e Yic b BEFEORK
A ExbsHEEEERTEIRTWEY,

H-HRBRC SV TR PR b H R T < & Rk
NHREXIRTEIY, SEB A =0 T-3262 izon
T, ZEEHEKRAEEE S X Chlamydia o+ 5 HEH
FREL, IORFRBRPERE 27 Alrize LT
FOBKRPHRLOVICELELBRF LD TUTZD

DN NN -cm@som-mo
Y

Fig.1. Chemical structure of T-3262.

BREz8ET 50
I. ® B 5 &%
1) HEH (—REE
IR B EE B BE S, aureus 209 P JC-1 ik, TEera-
JiMa B, Escherichia coli NIH] JC-2 #, Klebsiella
pneumoniae ATCC 27736 k¥ X U\ ERFEDEEKS

* T701-01  AEHIAES 577
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BERkS. aureus, E. coli, Klebsiella sp., Serratia marcescens
% 50 ¥k, Proteus mirabilis 47 ¥, P.aeruginosz 49
t, Pseudomonas cepacia 9 ¥k, Acinetobacter calco-
aceticus 50 BTH . CIM ORIEL AR LEREFS
EEECE-T, FRERETH V©, BEEEIT 10°
cellsiml & Lt:. RKC ofloxacin  (OFLX),
floxacin(CPFX) o MIC #{JIE LHEHKE L1,

2) Chlamydia 543 HE N

[EREY Chlamydia psittaci DEE¥ERE MP $k3s L O
BEHTE X D4/ BE LI Izawa, Nose, Yoxovama Fk
» 3%, Chlamydia trachomatis (YIBUEFRE F XU L,
H‘i%ﬁﬁb‘fio

Culture dish well §» 10% 4fafrinE (FCS) &F
Eagles MEM £ TitZ LB B McCOY fif@ic, &
% 107~108 inclusion forming unit/ml © Chlamydia
wiEfE L, C.psittaci 3.3~ 6 BEIOBERS, C.tra-
chomatis 13 600xg T 1K DEORE #1T > TREHR

cipro-

é’ﬁtﬁé‘h"‘ko

B, % well A~ 2% FCS &% Eagles MEM 5%
HCREFE LicHEMER &N L, C psittaci (237
°C, 5% CO, 1 v o ~X—x—PJT 30~48 BfH, C.
trachomatis 13 35°C, 5% CO, 4 vF 2 X—2—HT
48 BEREOEER, Miak=x/-ATEEL, C psit-
taci \3%¥ »FYtt, C.trachomatis 2 — V& THRE
L, BE#SET CTHAGUROBE LR L, HABHER
DH BN\ RINEFIBE Y MIC LHTE LI

RSz minocycline (MINO), erythromycin (EM),
norfloxacin (NFLX), OFLX, CPFX o MIC *§IE
L, H@ssed Lic,

3) FRRHyE

®EIT, 1986 4E 8 Ah i 1987 48 A ¥ T2JIEFER;
KEFRBAR TS Lic 27 EFT, B 15 4, &
Meo12 f, SERRIT 18 BE~T4 %X, F¥y 57.3 ETH-
o

Table 1. Susceptibility of T-3262 and related drugs against clinical isolates

No. of MIC (zg/ml)
Organism | Drugs |strains| <o 95 005 0.1 0.8 0.39 078 1.5 3.3 6.25 12.5 25=
tested
| | J ] | | | | | |
T-3262 23 25 1 1
S. aurcus OFLX 50 29 18 2 1
CPFX 2 34 6 6 1
T-3262 48 1 1
E. coli OFLX 50 47 1 1 1
CPFX 4 34 10 1 1
T-3262 4 37 4 3 1 1
Klebsiella sp. | OFLX 50 3 1 22 15 4 3 1 1
CPFX 15 25 3 4 1 1 1
T-3262 2 11 31 5 1
S. marcescens | OFLX 50 1 11 33 4 1
CPFX 13 34 2 1
T-3262 1 7 33 3 3
P. mirabilis OFLX 47 3 26 16 2
CPFX 20 21 5 1
T-3262 2 4 6 15 9 8 1 4
P. acruginosa | OFLX 49 2 3 3 10 16 8 3 4
CPFX 4 5 19 12 3 3 3
T-3262 4 2 3
P. cepacia OFLX 9 1 2 2 4
CPFX 1 4 3 1
T-3262 16 27 6 1
A. calcoaceticus | OFLX 50 1 8 23 12 3 1
CPFX 2 4 16 19 6 2 1
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LOINFER T, REDOARIZBERE 2 G, Mz
36U, FHCEBEE 1§, BHEKEZR 10 7, BHEIRE
KEZR20), UEAMNMASIESEZL20, MXREL
B, REwtt-7olE 1 flk LOKREIREDHEES
FIOWTR G FRBRERBIETH > 7

T-3262 (21[E 150mg © 1H3E$ L 1H
150~300mg » 1 H 2 ElDORHMRE L, 3~14 ARE
L1,

EERRZER LR BN, X, WA, Ml T Fic & DHRKIE
R, BBMXHAR, RikiE CRP &, HMmMERMDOEFL
TV LIIHED BEALSITBLED HEO BEITX
b, ZE%h (Excellent), H%p (Good), #<°H%) (Fair),
&% (Poor) 0 4 BFEIZHITE L1z,

EHRAFREF OB EER, BEROBKRE
BEEBE L, ZBEEZOWTHFHE L,

II. & *®

1 HHEH (—EE8)

S. aureus 209P JC-1 #k, Teraiima £, E.coli NIHJ
JC-2 ¥, K. prneumoniae ATCC 27736 Hrizxf3 5 T-
3262 o MIC 134 4 0.025, <0,025, <0.025, 0.025
pg/ml TH -1,

ZIEEER DR OBUEIT Table 1 1278 L T S. au-
reus 50fk T T-3262 (X 0.05 pg/ml LIF T 48 &%,
96% DIBFE#MIEL, OFLX, CPFX iz 2~ 3 Bk
DB TH -~

E.coli iz o>\ THAFD MIC o — 7% 0,025 pg/
ml LIFT, OFLX L[k, CPFX 1Zix 1~ 2 BxfiRs -
T,

Klebsiella, S. marcescens %& 50 kT3 MIC o v — 7
1% 0.05, 0.1pg/ml T OFLX X 9»Bsh, CPFX Li1[
£EThHotl,

P. mirabilis (=>\T¥% T-3262 ©» MIC 3 0.05~
0.78 pg/ml =4 1 L, ¥ — 7% 0.18 pug/ml ThFhic
2~ 3BES > T i,

P. aeruginosa 49 £ Ti: MIC % 0.025 ug/ml 5
3.13p¢/ml kR L, CPFX LiiZFREOHMET

Table 3. Susceptibility of T-3262 against
Chlamydia trachomatis

Strain

Drug E L2
T-3262 0.1 0.05
CPFX 1.56 0.78
OFLX 0.78 0.39
NFLX 12.5 12.5
EM 0.78 1.56
MINO <0.025 <0.025

(McCOY Cells) 10’ ~108IFU/ml

BT,

P.cepacia TiX 0.18~3.13 pg/ml iz MIC D4 fipia
bh, A.calcoaceticus TiX MIC o' — 713 0.05 re/
ml T OFLX, CPFX iz 2~ 3 BFéBs » T\ 7o,

2) Chlamydia =xt3 5HEH

C. psittaci 1zt % T-3262 & MIC {3 Table 2 257
<, WIFhd 0,025 ug/ml THY, MINO Lizig
AZE0MWEELRL, EM ® OFLX, CPFX it 4
BB AR TH 1. C.trachomatis TH E¥T
0.1 ug/ml, L, #T 0.05pg/ml ®» MIC #5R%L, MI-
NO wixET4H 5, FICIXA UL 3~ 4 BMELIER
- T\ (Table 3),

3) HReRE

T-3262 5 EGIDOFER, t, MR, ELH B5E
e OO HEFR, BIRMZIRE%Y Table 4 R LT,

G 1, 2 OZMRHED 2, WITh L HEEEER
TRAEXHEONMTTEI» -7, BIETIXLA 450
mg, 6 HED{ETEHTH>To Lo LEELRHK
DFEF, BROBHATR bHERT, 38°C AORMLE
DT bR &l Lico AFNIZ D% MINO s
THEEB I,

fEQI 3~5 offiZix, 14/T1[E 150mg, 1H 3,
26|T1E 300mg 1H2EDHEE LA, ER L
B2 D 100% DEMEBTH -7, TrSER 3 TR T-

Table 2. Susceptibility of T-3262 against Chlamydia psittaci

Strain
MP Izawa Nose Yokoyama
Drug
T-3262 0.025 0.025 0.025 0.025
CPFX 0.39 0.39 0.39 0.18
OFLX 0.78 0.78 0.78 0.78
NFLX 3.13 3.13 3.13 3.13
EM 1.56 1.56 N.T. N.T.
MINO <0.025 <0.025 <0.025 <0.025

(McCOY Cells) 10"~10°IFU/ml
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3262 JRFEBAMAE, TBHIVERETIR, 2BH XY AR
OFzHDY, WThIBETH-c 4 BB X HFH
oEEEWHE (150mg, 1H2ED) L, Z0KIhL
DERITECHICHEE LTW5, AFOEIFREE XD
hto

=G 6 DFfLIBEEE, T-3262 1 H 450mg TS5 HE
R LR, M8, CRP HoHERBF LIS, Bl
X8, FI(E BOERELEITETHH, KERAKR
BCED, FHOFMMICLPEYITE b, ABEE,
FEOFE LRI N, YEr bESHIC X 316 H
BTHTEEXLDNBEGITH -1,

FER 7~16 DIEMKEZ LD 10 Flk LTEES 17,
18 DIBMEIBESELZLD 2 HTIX, £#1H 300~
450mg DHET, HZ 11, RLBFR 1 ORI
BohTwb, RRERHD 16 GEF 12) X, P.aeru-
ginosa VT X ARCEIEER T, A%I1 H 450mg 14 HFH
DR TIERILEHE Lich T4 T, BEHBOBEHE X
b S.prneumoniae H: 10° aFBd LI Icicdh R F ) &
B Lico T, FEGI9 T, EEKRBDREIEHNTH-
to s, BEH OGRS, preumoniae DT A TLD T
Wico

fEB 19, 20 OV ¥ AMAMIEL RO, £~ S
pneumoniae, P.aeruginosa pERE TH - 1ohs, T
N FF 5 CERCIAD THh - . FEF 19 134K
FI1E 150 mg 2 EIPIARES, MR OB OEHRA LS
h, BEAAMWRRCI AWM EZRETSH Y, EHk
THHLMLERL, BLHIEEYR Smg wHEL2
BERA &G 18, RASEOEA AL B & LT3 H
THRIELTW3,

S 21 OFFSEDO_REEIY, Y%K L b Flavobac-
terium sp. HHHE I N T, K1 H 450 mg 14
AEORES THEAL, BMENEROHZZLBHLLT
BRHEEL ORI,

fEGI 22 13, TREBRREF-IHETHo1c2d, M
BEREOB O IBIICZ UL, BIRSDEHTED I3k
ﬂ‘ L‘f:o

FEG 23~27 DRKREZILRIE DRGHEELN, FEH 24
LR U BRI OBRILCZ L\ b it IED BT
Lichd, fluddsh2, 881, EH1 OEETH-
o BRID 2 BT T h P.aeruginosa 17 X % RG]
Thotedd, BRYECK LTEIVLTFhIESHE LT
oo WIZRRBR OISR 26 13, Haemophilus influen-
zae, Klebsiella 1Y% Lichy, BEEROWELTRTH
THo 1o

LIE 27 BIpzh B HERTEE © 25 §l T O BEFHR
&, EZL1G, B 18 fi, ©XFL4 G, EH2HIO
76.0% T#H -1 (Table 5),

BIfERW 27 fiF 4 i B bhic, PIERILEER 1 TD
Bl EAERR, S 3 DABMRIR, MR, fEF 16 TO
B R L OVES 19 © B TH B, WiThd B
E, —BET, AFOHED D\ IZESHIETER,NC
BEEH T D,

Table 6 i3 AFIE AR OEERBRERS 2T Lico
fEfI2 T LDH oBE LR, fEFI3 T GOT 0RE L
7, fEFl 12 T GOT, GPT OBRE FF¥RDI-H, %
RS AR L % LB D RELEBIIA O hich -
oo SEG 22 TOIFMIREL S X O FHEIEREE, &4
RS LOFELECD £330 ThH B,

II1I. * s

NFLX [DIRE, AHKk\TBAF X7z L\~ pyridone-
carboxylic acid FRARHEHIL, REFRLBRRCK
WUBLERZh TR Y, —BREEEo25%30&
ErxbhdY, BRBEEIEIC T, S aureus,
Haemophilus influenzae 3 %\ 3 Branhamella catar-
rhalis 7 ¥ Dpenicillin * cephem &, #RED
FITOWBBEX B XL & 7eh - o P. aeruginosa BLgusE

Table 5. Overall clinical efficacy of T-3262

Number Evaluation Effi
Diagnosis of cacy
cases Excellent Good Fair Poor rate

Acute tonsillitis 2 1 1 50 %
Pneumonia 3 1 2 100 %
Pulmonary abscess 1 1 0 %
Chronic bronchitis 10 9 1 90 %
Chronic sino-bronchitis 2 2 100 %
Diffuse panbronchiolitis 2 1 1 50 %
Pulmonary emphysema 1 1 100 %
Bronchiectasis 4 2 1 1 50 %
Total 25 1 18 4 2 76.0%
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I FDFRBHEIIERD TEVY,

&mEEt Lis T-3262 1, Profeus sp. 7o &—ixE
WTHOHBENIEED OFLX % CPFX LREI%MH%
hx EFbaR@ELR L, B2 methicillin fitEk% &
1 S. aureus R, PERABRFLOEROFHLLEL DR
T &7 S. pneumoniae 5o Streptococcus pyogenes ig &
Ao HEEENTR IR TS,

THITHADHEE T B b2 ickkic Chlamydia (=3t
THHEH LML, Hiz C. psittaci Ti tetracycline 12
dICET AEEE LN T i, FE Chlamydia R
BREELEB IR TE D, 75 2BHREF TOBA
THBEBERICL T, 2 D& S b RFIOFR 2R KYAE
ERTAEREIIRLESALDLEE L bR D,

B2 DSEDOBEKBRBZTIE, 77 2BEREIELAE
LHRELBLOZL TN 2HDRTH-1eh, ZTOWT
NYERMECIBONEY TH - 1o LEEFHEY T
b S. aureus, S.pneumoniae = X %W BRYFE T K 4
100, 89.2% DHEHARHIRINTH HEERMET 5,
Lo LB A DIEGITIX 2 Gl S. pneumoniae © HEH
FDHLNh Tk bh, T-3262 13 NFLX % OFLX &L
S. pneumoniae T xt35 HEEIEN BB TV 52, &
B EXRKOEF R ZE T2 BRI S pneumoniae O
BREIERILETHS, T P. acruginosa Yy
ETXERE 45.7%, BRER 22.1% LEXT, Rx
DK TH 46D P. aeruginosa BHfE T 50% O AF
BHRE25% DBRERICTEi

W4, P.aeruginosa © NFLX % OFLX 5] D
MAZEBITIL - T DAY, & Wb iARANC b 3227
ERTELLOEHADIDEEL bh B, Lnl, in
vitro DEERIHENH LR B E VICHEVEDR, B

BRTHD, AFID 150mg BEMARKO HEmFE
Bz, 0.55pg/ml EMEVIR T 5B, Zhid OFLX
200mg BRRBOBEITIL, 1/4~1/5 BELLPE
, LEEFHBHE" O KK|D P.aeruginosa \Zitt 5
MIC, 0.78 ug/ml % FEdo» T\ 5, E- T P.aeru-
ginosa ERERK T HAF O 1 EHEEHE 150 mg (1%
RRRTHDEEX DN D, FVARFNL M AR EF BN
MR 4SRRI LR, Z0E2HH 1[E300mg 1 H2
B 5% F 12 P. aeruginosa REEIIIBIL TN & Tl
T EEXbNRS, 1 H 600mg #5045 ET 244
BIOKE DS Tk bY, EIfFAHERY 4.9% &
450mg BHHD 3.5% wH LEELALRERWVL LS T
550

T-3262 1 XPRBREPEDCFERFERTH S S. preu-
moniae, S.pyogenes 2 B\ ¥ S.aureus TR L X b
NicHEBERELRE L, 7, Chlamydia oxf LTI te-
tracycline Z#-3'% MIC %J/r% 7¢ &, pyridone-car-
boxylic acid RERIEADFIREME ¥ X HizED 5 EH
LEFM A B, P.aeruginosa RREECR LTI, X
DIC M KRR - BRI 2T OLELH B EEX
bhic,

X Bk

1D % 34 MAFRCFEREELZAHAXINRE, FE
vy Ry A, T-3262, 1987,

2) BEIBME, ZAFA, EBEIER: FOREFAOR
R EBY, Progress in Medicine 7(S-1) : 2157
~2165, 1987

3) MHEEZE, EEKx, Bl=f EA % K
FA, BIEWE : IIBFERKEABRERCRST S
HEHEDERRR L GRS O BB, (L¥R
B DI 3(7) 1 94~99, 1987



628 CHEMOTHERAPY DEC. 1988

BACTERIOLOGICAL AND CLINICAL STUDIES ON T-3262
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Kuninort Tsukivama, Yosuidisa Nakacawa, Jiro Hino,
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577 Matsushima, Kurashiki-shi 701-01, Japan
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We carried out bacteriological and clinical studies on T-3262, a new oral pyridone-carboxylic acid
derivative and obtained the following results.

1) The peak MIC of T-3262 against S.aureus was 0.05 ug/ml, which was superior to those of
OFLX and CPFX. The antibacterial activity against E.coli was almost equal to those of
OFLX and CPFX. Except P.mirabilis, MICs of T-3262 against Ggram-negative bacteria, such as
Klebsiella, S.marcescens or P.aeruginosa, were almost equal to those of CPFX and superior to those
of OFLX.

2) The MIC of T-3262 against some strains of C. psittaci was 0.025 pg/ml, which was almost equal
to that of MINO, and superior to those of EM, OFLX and CPFX. MICs against C.trachomatis
were also as low as 0.05-0.1 gg/ml.

3) T-3262 was administered to 27 patients with respiratory tract infection at a daily dose of 225-
600 mg, b.i.d. or t.i.d, for 3-14 days, and clinical efficacy was evaluated in 25 cases. The efficacy
rate was 76.0% (Excellent 2, Good 17, Fair 4 and Poor 2).

4) As side effects, anorexia and insomnia, itching of the anterior chest wall, abdominal fullness
and cough were noted in one case each; and, as abnormal laboratory findings, slight elevation of
liver enzymes (GOT, GPT, LDH) in 3 cases.



