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EERERIC 1T 5 T-3262 O&KE

EEsERICR TS T-3262 O&EBMN, HEKNOKRE

W OB OB H-k OH Kk OB
BABRMKE AR EHE
(FEf: RERBHED
C* o BRIUAEESEBEERFEHE)

CY Ry p LEVEBROF LWARMER TH 2 T-3262 O Staphylococcus aureus (S. aureus)
TR AHES, ARNEE ERRRECNT AERDE BIFRIR O WTRE LS

1. HED: EERLREL D B L S. aureus 252 FRIZXT 5 MIC % 10° cells/ml #8# T
HIE Lo BB & LT ofloxacin (OFLX), ciproflexacin (CPFX), enoxacin (ENX), norfloxacin
(NFLX) #f\ i, £FDOE—7 & LTk T-3262 1% 0.10 pg/ml, OFLX » CPFX % 0.39 pug/ml,
ENX » NFLX 12 1.56 pg/ml Th -t

2. 5., MEPRE : HT o, bic T-3262 100 mg/kg B RS (EHEFE) LCBE&D 30 4,
1, 2, 4, 8 BRI OMmMBEN, KEREERL 2.43, 2.84, 3.15, 1.84, 0.41 pg/ml, 0.46, 0.90,
1.43, 1.21, 0.40 pg/g QBEE) (n=4) THh- T,

3. ERERRUER s 4, WEE LG BE16, BEEX 16, SRERTRE M. 2a%k16,
BEEGELL, BRENE40, SENBEL FESEFEL 1A, —kER2HA, ITFEAHE
IBE 1 FIoE 20 BI{ER Lic, EAEIL 150mg 226 450mg 2R 2~3 0k & Lico EX)8
Bl, BR5H, LELHAG, EXHLH, B - BE20TH o BIFRARL L. BRREER

BLFBR ) vAROHEMN MEESR REEOHRI1H, FEHEROEMA L, GOT O EF

R1ADE 3FITH > 1o
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T-3262 BHLLBEARBINL €V F v L F VEBRO
ARAEATH B, AFT 7 5 2BHEREILD, /7
AlatEE, MEAHECH LEEELCHEARZ 7 2%
AL, BWHIEHERT LSRR TW3Y, §E, EEH
RRTORHFLITI>BELBLOTUTRERET %0

I. 8 & F &

1 RERYERE X h B S hic Staphylococcus au-
reus (S. aureus) xt3 % MIC

RERLREL D5l LT S aureus 252 k% £/
L BREEFRESES EERMCE L T, 108 cells/ml
BEREE o MIC % T-3262, ofloxacin (OFLX),
ciprofloxacin (CPFX), enoxacin (ENX), norfloxacin
(NFLX) @2\ CHITE Lo HEMEEHL & LT Heart
infusion broth (H7K), REMHEEH & LT Heart infu-
sion agar (AK) %\ i, $7r7 5 v 8 — 1T CHE
BxfT- 1,

2. 7, biBlFA T-3262 OMmE, KEREEOR
&t

200g Bk Wistar RS » + O FPHC T-3262

(100 mg/kg) ®#&BH T — 7 M TZRERK RS L, &
RRycliEn, RERNEBELZRE L, 54K 30 4,
1, 2, 4, 8RR, ZEM4EX 1L LC=—-T
WREF T IcmE s O KE % R Lico ML EL L
% MEXDE LT ERRIE Lico REZT Y bOE
HEEL T VICTHEREBRELUCEERL KT
Felbia ~v TR L, O vl HEAY:
AHIRTTEBRT AT LA L, 258D 0.1M
Phosphate buffer (pH7.0) =i X%, Polytron
REXFFAF I THhES T4 XL 1 BREBE LK
EEEIE (4°C, 22,000G, 10 43) %47\, O LiFE%R
B D #kH & Lic, Bioassay ¥ & LT Escherichia
coli Kp B #EHE & L, Paper disc 32 THIE Lo
TR EEAREBEIMRE LEEBROBMBERS DI
WE L, TR ErEMigA O T-3262 gy, MEMNE
EREDBIIIER 7 v b DMiE FEAEERE OB
1/15M Phosphate buffer (pH8.0) THER&1T» 720
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BAERI K ¥ EE TR 61 8 Anb 62 F£9 7

* 8151 MR AT



1336

CHEMOTHERAPY

DEC. 1988

¥ COMIER LIES 5, WEELS, BE10, %HE
W16, SREETEEL1M, BSaX146, SFEE
B, RREIE 45, £EMNEE 16, EREERHE
K161, kB2, IFARES1 MO 20 flic
£/ L

1 HERE (A% 13 150mg % 270 MRA 4 41, 300
mg % 24yHRA56 ), 450 mg % 3 &3fRAS 9 B, 300 mg
253 RA 6 450 mg 3 APRICHEE Lcb o1 TH -
7o

HBEHE IR E LT BREDOTBA BT LD
HEIhi, YITEELE LT B BEE B BER
4%, FA% “RERRTISHBI CCERAHEYE
%, HELEL CPUBLCCEY BEHR LI
WERESHE L 7HE (5 HERHEINLCD DK
) CREBHELEY HEEOCEL, Thllst
BE L Lic, BEMEE SREERTERE BN
B, RENEE REEaARS TARERETILT
BB CRERRFLEY BELEL PPHELL
2h%, tkELLIFCIEELESY 14 HE (THHE
CHEI NS ORERL) T EBRELYRL KE
wRRFR, ThUSRESE Lico ¥ RBRICEARR
Lz X 2 BEREIER R X OB ERT& DERREB O
BT OV THBRE L

1. #& g

1. ERERYYRE X Y oBEEI NI S aureus RT3

MIC

100,

80r

Fig.1 iz T-3262, OFLX, CPFX, ENX, NFLX o
MIC (10° cells/ml #8) %53, T-3262 i3 <0.05 i
5 6.25 pg/ml AL, E—27i% 0.10 pg/ml THo
7o OFLX 2 0.10 /% 25 pg/ml 2L, €= 243
0.39 pg/ml TH o tzo CPFX % 0.20 #25% 100 pg/ml
AL, ©—27 4k 0.39pg/ml T oi-, ENX 13
0.20 2% 100 pg/ml A L, ¥ — 7% 1.56 ug/ml ¢
Hotco NFLX (30.39 225 >100 pg/ml K3 fi L,
— 7% 1.56 pug/ml TH - 1o,

2. 5, bkiFn T-3262 OME REREE

Table 1 5 X0 Fig.2 125 » M KITBEFOME,
KEREBERRT, 30 4, 1, 2, 4, 8 REKOMEAN
BEIAETETERLH 2.43, 2.84, 3.15 1.84,
0.41 pg/ml, REAEE L 0.46, 0.90, 1.43, 1.21,
0.40 pg/e (BEE) THH, ©— 71 ambE KEHNEE
EHIT 2 BRI H - 1o

3. ERRERE

Table 2 IZEEIRE—B LR T 20 BlCfER L, 23
fEMTR SIS 18 BiThH Y, BELH8H, BRSO PF
B4, EEH1BITH-Tco B - BiE 2 BIORRIL
FEB 8 X EBR B T PRIBRERE 2B » Il bR L
L, ES 17 13 BIEREED A T LAEERER T B L L
o

1 B{EAERITH B &, 150mg (4-2) PR 41T
EZ8 16, Bxh2H, B%E 16, HZHEK 100%, 300 mg
(5r2) ARG BITIX, EXSH, BRH16 GEF I8

X
g 60
=
2 o——e T-3262
2 ~— OFLX
3 o——o CPFX
E e-——-¢ ENX
g a0k x==—--x NFLX
4
0 g
MICTug/ml)[0.05]0. 10]0. 20]0. 39]0. 78]1.56[3. 13]6.25[12.5[ 25 | 50 [100 [>100
T-3262 54 {169 2 51 2 1
OFLX 1] 2 |126]102] 16 | 4
CPFX 7 1109|7543 14 2
ENX 1 1 [551124/33 (25| 8 2
NFLX 3 8 1126{36 | 30 )13 | 2 3
OFLX:ofloxacin ENX :enoxacin

CPFX:ciprofloxacin

Fig. 1.

NFLX:norfloxacin

Sensitivity distribution of Staphylococcus

aureus (252 strains, 10% cells/ml).
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Table 1. Serum and skin levels of T-3262 after oral administration of 100 mg/kg to rats (n=4)
Time (hr)
Item No.
1/2 1 2 4 8
1 2.30 2.25 3.00 1.50 0.66
2 - 3.10 3.10 1.14 .30
Serum
concentrations 3 2.70 3.10 3.30 2.90 30
(ug/ml) 4 2.30 2.90 3.20 1.80 0.36
Mean+ SD 2.43+0.23 2.84+0.40 3.15%0.13 1.84+£0.76 0.41£0.17
1 0.46 0.80 1.76 0.68 0.54
Skin 2 - 0.48 1.40 1.48 0.42
concentrations 3 0.50 1.16 1.30 1.76 0.29
(ug/g) 4 0.42 1.14 1.24 0.90 0.34
Mean+SD 0.46+0.04 0.90£0.32 1.43£0.23 1.21£0.50 0.40+0.11

Test organism : Escherichia coli Kp.

) Test organism : Escherichia coli Kp
®
8
N
g
g
g I
Q
o
0
Time(hr)
Fig.2. Serum and skin levels of T-3262 after

oral administration of 100 mg/kg to rats
(n=4).

EEMNEE LD 20 & HE), FHE 100%, 450
mg (33) WIRIBITIZ, E%20, 20, 2F
36l 16D BRIL1GN, BEHKS0%, HWEL TIX
RREL 1B, EHK 0% TH- 1o

SEEBE L L Tk S aureus H5%Ek, Staphylococcus
epidermidis s 4 #k, Staphylococcus hominis 751 #k,
Propionibacterium acnes (P.acnes) »:6 ¥k, Peptostre-
btococcus magnus H 2 Bk, Morganella morganii »%2
B, Acinetobacter calcoaceticus 52 #, Proteus vulga-
7is 931 ¥k, Enterococcus faecalis hs1 ¥, Streptococcus
equisimilis 731 ¥k, Enterococcus avium »\1 £k, Bac-
teroides fragilis 731 BRRH S hico BIfFA B3 bhix
Brotedt, FEH 10 TR (09—3%) R LY v e
iR (28-53—48%) oWy h AH & ORI,
MFEEE (7.0-5.8-6.6g/dl) ¥ LORILE (1.027—

1.014) DR A% b AH & OBIFRITEEH L EEF 14
TR (2—11-4%) o, FEH 19 T GOT 17—
291U/1) D TH DB RRDIITEKE L OEERITEED
LA, fER 14 32 0% ORE CIEFIWCE LI

III. # =

T-3262 @ S. aureus iZ¥3 % MIC (108 cells/ml) (X
<0.05 % 5 6.25 pg/ml ZHAL, FDOE— 713 0.10
pg/ml iz b, OFLX % CPFX 1kt L 2~3 %, ENX
2 NFLX it LW 4BEIERIFTH Y, DY Fv
AR VBROTER L 25T ST

T-3262 %5 » b iz 100 mg/kg BREBE LB DM
M, REREERR 2RI 2722 bh, IFE
NEECHT 52 EERBE I 0.19~0.98 (-7
B 0.45) To - teo CPFX 13— 7B 1.13 (20 mg/kg
BER, KEAIBE 0.45pg/e)¥, OFLX (2v— 75
0.77 (20 mg/kg 5k, KEMIBE 2.61 pg/g)? TH
b, T-3262 | 3fbFICIE LHEMHEEABTLIE L&
Ex 50 LML, S awreusizxtd s MIC ONMxEX
B n s, BERMHERBRTHED T-3262 2 HEIZ
BITLTWS EBbRh B,

FR R BB THxBR At - 7% 2 Bl a B < 18 BIhE R 8 fl,
B 5 FITHEMUALEDERRIL 72.2% Thoto §H
D TIX 150mg (43 2) B X0 300mg (5 2) &5
BTIXERER 100% TH 5013t L, 450 mg (4 3)
BERTEYR b0 44.4% i h DERE L
T2 THIZRRE RIS LOER S Gk, EEMA 1 OB X
U P.acnes H{LEERYED 3 B»H b, P.acnes 1%
T-3262 3 MIC 75 0.78~3.13 pg/ml & D/ Bitkizt
LEL, ZoZiFHpRE ETIe—HEBbh
%o
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DERREMEREB ICE LT, T-3262 3P LTELR
KELBbR B,

X 8
1D % 34 BEXRCEREELTARIRRE, FE
v Ry a, T-3262, iR, 1987
2) MICRIEXKITERL BRI REMELERF

3)

4

(MIC) g2\ T, Chemotherapy 29 : 76
~79, 1981

WWARRE, MEBRS, FTEKS: REBERCS
% BAYo 9867 (v 7w 7 m*v v V) oftp
89, EERAIRF, Chemotherapy 33 (S-7) : 966
~969, 1985

I ERE, MERS, FTEHAKE: ZESERCS
5 DL-8280 o xw@Efy, BEERAI®H, Chemo-
therapy 32 (S-1) : 997~1000, 1984

BASIC AND CLINICAL STUDIES ON T-3262
IN DERMATOLOGY

Masami Ikepa and Jiro ARrRaTa*

Department of Dermatology (Director :

Prof. J. ARATA), Kochi Medical School,

Kohasu, Oko-cho, Nankoku-shi 781-51, Japan
(*Present address : Department of Dermatology, Okayama University Medical School)

We studied antibacterial activity against Staphylococcus aureus, tissue concentration, clinical effi-
cacy in skin bacterial infection and side effects of T-3262, a new pyridone-carboxylic acid.

1) Antibacterial activity : MICs (108 cells/ml) of T-3262, ofloxacin (OFLX), ciprofloxacin (CPFX),
enoxacin (ENX) and norfloxacin (NFLX) were determined against 252 strains of Staphylococcus aureus
isolated from the lesions of skin infections. The MIC peak of T-3262 was 0.10 z#g/ml, those of
OFLX and CPFX were 0.39 zg/ml and those of ENX and NFLX were 1.56 gg/ml.

2) Tissue concentrations : Serum and skin levels of T-3262 after oral administration (100 mg/kg,
fasting) were determined in rats. Serum levels were 2.43, 2.84, 3.15, 1.84 and 0.41 pg/ml, and

the corresponding skin levels were 0.46, 0.90, 1.43, 1.21 and 0.40 pg/g (wet weight) at 0.5, 1, 2,
4 and 8 h respectively, after administration (n=4).

3) Clinical efficacy : T-3262 was used clinically in 5 cases of furuncle, 1 furunculosis, 1 carbuncle,
1 cellulitis, 1 multiple subcutaneous abscess, 1 folliculitis, 1 acne vulgaris, 4 infected atheroma, 1
acne conglobata, 1 perifolliculitis capitis, 2 secondary infection and 1 periproctal abscess. The do-
sage ranged from 150-450 mg/day, divided into 2 or 3 doses. Results were excellent in 8 cases,
good in 5, fair in 4, poor in 1 and exception in 2. No side effect was observed. Slight abnorma-
lities in clinical data were observed in 3 cases.



