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1) HED : BEMED & D8 L7 Staphylococcus aureus (S.aureus), Escherichia coli
(E. coli), Klebsiella pneumoniae (K.pneumoniae), Proteus mirabilis (P. mivabilis), Pro-
teus vulgaris (P.vulgaris), Morganella morganii (M.morganii), Serratia marcescens
(S. marcescens), Pseudomonas aeruginosa (P.aeruginosa) 1o ¥ DEAKEHE 203 Fric o\ T
F#F| D MIC #HE L, RRDOHEH TH% ofloxacin (OFLX), enoxacin (ENX), ciprofloxacin
(CPFX) DA &tz Lic, AFIL S. aureus, S. marcescens i3t LT OFLX, ENX % CPFX
I W EREME %R Lico E. coli, K.pneumoniae. P.vulgaris. P.aeruginosa {Zxf L Tl
OFLX, ENX X hEh, CPFX LRZEDHE N TH T, P.mivabilis, M. morganii =3 LT
1z OFLX, ENX X hEh %2, CPFX X h43HEITH-1H

2) BERREORBE : SMERHL 10, SHREZL3H, Mik40l, BEKEZRX KM
REL R, PEERERERSCHES BESERIESERES §I, M 1 S0 14 filic T-3262 %2
FEAL, MEErBR< 1B OAYDEHERNSRE Lic, BIROEIER 16, AN, B2 6,
|1 HIThH BRI 76.9% RRERL LR 92.3% ThoTco MEFMFHRIL, VIAK
NHREZRBITD P.aeruginosa HBE I hizh o1, BIfFA & LTEHBER1 Gl BRTR
100, BERRABRYE L UCIFBREREML 6, GPT LR 2HAMRLRIAVThIBEE TH- o
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Fig. 1. Chemical structure of T-3262.
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1. RREATEN

PRAI584E 1 B2 HEBFN 59 9 A ¥ TIME THBER

W i- Staphylococcus aureus (S. aureus) 27 £, Esc-
herichia coli (E. coli) 27 #k, Klebsiella pneumoniae
(K. pneumoniae) 27 ¥k, Proteus mirabilis (P. mira-
bilis) 27 ¥k, Proteus vulgaris (P.vulgaris) 27 ¥k,
Movrganella morganii (M. movganii) 22 £k, Serra-
tia marcescens (S.marcescens) 20 ¥k, Pseudomo-
nas aeruginosa (P.aeruginosa) 26 iz >\ THXK
{LFBREFLSERE) X b T-3262 0 MIC %JE L,
AFZDOHEF TH 5 ofloxacin (OFLX),
(ENX), ciprofloxacin (CPFX) DOR#E & He#E Uiz, 1
EE R 108 cells/ml TH %,
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B, HEEE, BIfFRT oW TIRE Lic,

D XNREH

BEXRIEI 61 F 11 A2 LR 62 F3 A T

enoxacin

* T467 FEERMHITHAEXMAEET)IE 1



576

CHEMOTHERAPY

DEC. 1988

BEBHUAREEXTE—NER LOBEERKETH SR
HEHIREREARNCSRER X R AR L, RBES
MOREXB 14 fITHB, B 10 B, LE4HIT
WL 23~88 B (B 57.1 &) Thbo KEDAHR
BEERME LD, BMEKEZRIO, M6l Bt
KEZK, CEAMNAKESZ LR, FEERNLETH
S SERRESEES §, %1 Aot 14 f
Thh, MiEErEk< 13 AIzHRHATHSREE L, El
fERS IUBEKRREBRE OBRGHILMERE L L,

2) BEERIOEEHE

1 58X 450mg (£3) 22 13 I, 1AHEE
600mg (42) A 1HITHY, 1B IE{RETILEAR
30 2, 1 H2ERETIHEAES XIUS A% 30 01T
BE L, #BERRUL 4~21 B (¥ 10.4 B), HL#H
5811 1.5~9.45g (¥ 4.7g8) THhoToo

3) HEHITHLE

PRAT IR R L MEFHPR o TRE L,

BRRZREE, BH, BWROER IUHER, Bluv
1%, QmERE, CRP, IR ELRE OHELEELLT,
WD X5 e L h FEBREIHE LI

2% (Excellent) : AFFEH 7 B LI B M EHRT
RoZELuvE#ENZOhIcd D,

HZh (Good) : FHI 54 7 B LA BfUEHFT RO
o0 eEN R LRI D,

LH%) (Fair) : XFEH% 7 B LA B MERT
RoOBEOHENZ LRI D,

&% (Poor) : AFH 5% 7 BRI BMEMNRT RO
HENZ ORI 2T D D,

HIZETRE (Unknown): FEIRZIR ZHE TE I\ Do

HIBEFMZ R HBEE O B X v & (Eradica-
ted), #4 (Decreased), HEZXIL (Replaced), A%
(Unchanged), 7"B§ (Unknown) 1ZHIE Lico

II. % % &R &

1. RAREATNEN

1) S.aureus

Fig. 2 =R T X 51z T-3262 o MIC 344 0. 05 ug/
ml e Lico OFLX (% 0.05 ug/ml LIF ~0. 39
pg/ml ZHHL, £TOE— 2% 0.2 ug/ml Th -7,
ENX X 0.2~1.56 ug/ml ©@/fL, D€ — 7k
0.78 ug/ml = % » 7=, CPFX % 0.05 ug/ml LA TF
~0.78 ug/ml ZHAHL, TDOE— 271 0.2 ug/ml 2
otco T-3262 IXfFIIC I U THER BB TH - 7

2) E.coli

Fig. 3 1”3 X 51z T-3262 o MIC (344 0. 05 g/
ml LT/ Lize OFLX % 0.05 ug/ml [JF~0.1
pg/ml ZHFL, FOE— 2k 0.05 ug/ml LITFIZ 5

80)

inhibited

-3
b=

:T-3262
:Ciprofloxacin (CPFX)

20, :Enoxacin(ENX)

Cumulative percent
-~
(=]

:Ofloxacin(OFLX)
(el 1 1 L ! L ! ! 1 L !
MIC(yg/ml! [£0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100[Total
T-3262 27 27
CPFX 2 4 17 3 1 27
ENX 2 11 12 2 21
OFLX 1 2 16 8 21
Fig. 2. Sensitivity distribution of clinical isolates

of Staphylococcus aureus (27 strains). (108cfu/
ml)
(%)
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e———e:Ciprofloxacin(CPFX)
r e—-—e:Enoxacin(ENX)
o—:Ofloxacin(OFLX)

inhibited
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D
P=3

[
S

Cumulative percent
'
(=]

TC e ml [S0.65 0.1 0.2 0.99 0.8 156 8.3 6.55 1.5 2550 100>100[Tota
T-3262 | 27 7
CPFX | 27 27
ENX 12 11 4 27
OFLX |21 6 27
Fig. 3. Sensitivity distribution of clinical isolates

of Escherichia coli (27 strains). (10%cfu/ml)
(%) T-3262
-cloogr T, .
2 r
22 ol ,
S’z 80
== /
£e
£ gof
£
= 40- —:T-3262
g o-—-e:Ciprofloxacin (CPFX)
3 20 e—-—e:Enoxacin(ENX)

" o——:Ofloxacin(OFLX)

WIC g/l [<0.05 0.1 0.2 0.39 0.8 1.5 3.13 6.5 125 25 50 100> 100[Tota]

T-3262 | 27 21
CPFX | 26 1 27
ENX 4 21 2 27
OFLX 18 9 21
Fig. 4. Sensitivity distribution of clinical isolates

of Klebsiella pneumoniae (27 strains). (10°
cfu/ml)

ot ENX (3 0.05 ug/ml LIF ~0.2 pg/ml 4%
L, FOE—21%0.05 ug/ml LSFiedh»7zo CPFX X
2% 0.05 ug/ml LA Fieo# Lk, T-3262 i3 CPFX
CEZEOHEHTHY, OFLX, ENX L tEh T
B TH -1

3) K. pneumoniae

Fig 4 R+ X 51 T-3262 o MIC (244 0.05 ug/
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8) P.aeruginosa

Fig.9 wirT X 5w T-3262 o MIC % 0.05 ug/ml
~0.39 pg/ml wHHL, FOE—21%0.2ug/mlicdh
»1-5 CPFX i1 0.05 ug/ml JAT ~0.1 ug/ml 57
L, FoE—21% 0.05ug/ml YUFEH-7T, T-3262
12 CPFX rA%Zo#EHTHH, OFLX, ENX icitl
’C&hﬁ:ﬁi@ ThH T

4) P.mirabilis

Fig.5 T X 51 T-3262 o MIC % 0.05 ug/ml
AT~ 1.56 ug/ml 2/ #i L, £DE—2%0.1ug/ml
15 »teo OFLX i3 0.1~3.13 ug/ml & #iL, D
¥ — 713 0.2 ug/ml i - to ENX i3 0.2~1.56 ug/
mlizHfL, FOE— 2% 0.2ug/ml THs7
CPFX i3 0.05 ug/ml LI F~ 0.39 ug/ml w43 fi L,
FDE€—71% 0.05 ug/ml LITiICH » foo T-3262 1%
CPFX X b 1 RREBES 5%, OFLX X b 1 Bfg, ENX
I 2BRHBREENRIHE TH - 70

5) P.vulgaris

Fig. 6 &R+ & 5 1< T-3262 o MIC 3. 0.05 pg/ml
LAF~ 1.56 pg/ml @f#L, D E—7% 0.05ug/
ml JTFiedH»to OFLX 13 0.05 ug/ml LIF~ 3.13
ug/ml WHAFL, FOE— 7% 0.1 ug/ml iTH -1,

(%)

_0100‘
=2
o 2

2 80
£z
g
3 60
g 2 / o——:T-3262
g ! o———e :Ciprofloxacin(CPFX)
3 40F e—-—o :Enoxacin(ENX)

o——o :0floxacin(OFLX)

ENX % 0.1~3.13 ug/ml 2L, £DE— 211 0.2
ug/ml 123 ~1o CPFX i 0.05 ug/ml LIF~ 0.39
ug/ml THFL, DO E€—21% 0.05 pg/ml UTizs
7o T-3262 % CPFX :@% T, OFLX X 1B,
ENX kb 2 EEBREENIBE TH -1

6) M.morganii

Fig. 7 iz $+ & 5w T-3262 o MIC (X 0.05 ug/ml
F~ 0.2 ug/ml zH#L, £HE—71i2 0.1 ug/ml
T % » 7o OFLX 3 0.05 ug/ml LIF~ 0.39 ug/ml
cAFL, FDOE— 211 0.1 ug/ml TH -t ENXIZ
0.1~0.39 ug/ml THFL, * D E—7i% 0.2 pug/ml
ot CPFX 134#k 0.05 ug/ml LIF /i Lico
T-3262 (3. CPFX X b4 54, OFLX, ENX X h 1B
FAEEBENICHEE TH» 10

7) S.marcescens

Fig. 8 1oiT & 51c T-3262 @ MIC % 0.05 pg/ml
LT~ 6.25 ug/ml igli { % Lizo OFLX 1% 0.05
pg/ml NF~ 12.5 pg/ml iBIK < 44 Lico ENX &
0.05 ug/ml LA F~ 25 ug/ml 1B/ < 434 Lico CPFX
1% 0.05 ug/ml LIF~ 6.25 ug/ml igA < 7 Lo
T-3262 |3 CPFX, OFLX I b 1~2 BEEEEN,
ENX I b 3EEEREENRIBETH 1

(%)
r.e
510 ctrx

28 ol
§ _E 80
8‘ 60_
£
s 4 o—:T-3262
g e———e :Ciprofloxacin(CPFX)
S 20 o—-—e :Enoxacin(ENX)

o— :Ofloxacin(OFLX)

1
!

1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1 1
MIC(,¢/ml] [€0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100Total MIC{,/ml) [€0.05 0.1 0.2 0,99 078 L5313 6.5 125 25 50 100 S100[Total
T-3262 [ 7 14 5 1 27 T-3262 | 5 15 2 22
CPFX |18 5 3 1 27 CPFX | 22 22
ENX 16 10 1 27 ENX 10 11 1 ) 22
OFLX 7 17 2 1 27 OFLX [ 1 16 4 1 22
Fig.5. Sensitivity distribution of clinical isolates of Fig. 7. Sensitivity distribution of clinical isolates of
Proteus mirabilis (27 strains). (108 cfu/ml) Morganella morganii(27 strains). (108 cfu/ml)
@ %
2 5 %
EQ 80 EE 80+
L) =
g' 60 = g0k
= / ¢
=40 o——e:T-3262 = 40p ol o
g o———e Ciprofloxacin (CPFX) z 2yl 13262 cacin (CPFX.
5 g ¢/ e—-—e Enoxacin(ENX) E gyl == e———s Ciprofloxacin (CPFX)
° / o—o:Ofloxacin(OFLX) ° g o ‘Bnoxacin(ENX)
Lo . . . ., o—=o:Ofloxacin(OFLX)
MIC(,g/ml) [<0.05 0.1 0.2 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100]Total] MICT,@/ml) [£0.05 0.1 0.2 0.39 0.78 1.5 3.13 6.25 12.5 25 50 160 >100[Total
T-3262 | 18 6 1 2 27 T-3262 | 8 2 1 3 1 4 1 20
CPFX |22 3 2 27 CPFX | 4 3 2 4 3 3 1 20
ENX 9 10 5 1 2 27 ENX 2 2 2 2 1 4 1 4 2 20
OFLX [ 6 14 1 4 2 27 OFLX [ 5 3 3 3 1 4 1 20
Fig.6. Sensitivity distribution of clinical isolates Fig. 8. Sensitivity distribution of clinical isolates of

of Proteus vulgaris (27 strains). (10 cfu/ml)

Serratia marcescens (20 strains). (10% cfu/ml)
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Table 1-2. Results of clinical trials with T-3262
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g
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=
S A o—:T-3262
E 20l e—~—e:Ciprofloxacin(CPFX)
O e—-—s :Enoxacin(ENX)

d | o—o:Ofloxacin(OFLX) |

MIC(,g/ml) [£0.05 0.1 0.2 0.39 0.78 1.563.13 6.25 12.5 25 50 100 >100/Total
T-3262 2 8 11 5 26
CPFX 5 4 7 9 1 26
ENX 3 8 12 3 26
OFLX 1 1 5 11 7 1 26

Fig.9. Sensitivity distribution of clinical isolates
Pseudomonas aeruginosa(26 strains) (108 cfu/
ml)

ml T ## L7, OFLX (% 0.1~0.2 ug/ml 12 7
L, FOE—710.1ug/mlich-7c, ENX 12 0.1
LT~ 0.39 ug/ml w3 fi L, £DE—271%0.2 pg/ml
2% 7o OFLX (2 0.1~3.18 ug/ml &L, D
€— 713 0.78 pug/ml 1= B » 7z, ENX 1% 0.2~1.56
pg/ml ZHHL, FOE— 2712 0.78 ug/ml 125 » 7o
CPFX % 0.05 ug/ml LI T~ 0.78 ug/ml /%L,
Fov— 7% 0.39 ug/ml Tk -7, T-3262 % CPFX
LR%Z T, OFLX, ENX I 2 BHEEEL -RET
ot o

2. BEeKA9#iEr (Table 1)

1 BREE

SHRBED 1 GILER), [EIEZRD 3 OILEH
BE), WMiR4AGIIBERHIC, OB 1IHATHD IHED
IR B RERIE DR RIL 87.5% TH -1
EHERES R, UFABAMKESZ % PEERFC
EHES BESERRESHHEES OITIEH 36, ®
REH1G, EH1HTHHEDHRL 60% Th-1to
IR D 1 PLIEIEREE & Lic, & TRHEHERR
13 BIFEZ LG, BrHIG, LEZ2 6, mHh1 F
THbh, BERIL 76.9% Tho1o

2) MR

AR EINCEEE R S 7o oIk Case 10 o *
FAMNARELZ LD 1 GIORTH » tooP. aeruginosa
DOBEINICARARE X VBREIhieh o 1o, FRIK
FNTILRCR B TH » oo

3) EIfFA

T-3262 REREE2 b b EEMREIER & L TR
FERAH 1 B, BRHRES 1 fld Shicpinh b Ry
SR TH » T BERICH LTI A5 3 vHIDH
SV AARERT 4 B HdEL, * 220TE
TR LTI ABE T 5 & & KB ERT 2 Bikic
bi&% L‘/‘C_o
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EERBREERE & U CRMMFMERE AL 1 ) (Case
8:0—-10%), GPT EF»'2 fl (Case 2 : 23—40, Case
13 : 21—45) ZAbhichvTFhd BETH -7 (Table

2o
REF OB
Case 1 41 &, 5Bt, ftERbkx

2~3BEING 39°C 50 Rk X O IEEMNFRL
Kbz, AF 1@ 150mg, 1 H3E#HEE X b 3 B
BEEHL, WRBELIHRELL, 7 BHZEC I hBEOR
¥i% 9,400—7,500, CRP X 6+—+ &7c h ZEHHey
FE Lo

Case 4 52 /%, &ik, RUEREZR

SETMET THREED 38°C 0 R L & b ITIEE,
BRNZONEFZHRE L e, XFI1E 150mg, 1H
3E, 7HMBEE X » BEERHEL, CRP » +—
— L hERHEHE Lic,

Case 8 88 %, Htk, Mi%

BIEREC CHRERPRE, W, BRE2ELLE
8 X-P e TATHEFCRBEELRDEALEE L,
A% 1@ 300mg, 1H2M, 10 BMIkS X b G¥E
R, BE2HR, Wi X-PArRazEL, CRP X 5+-+
LR DB EHTEL Lo

Case 11 72 7%, 54, BHESERRESHHE

VCEAEAMIE IR CHRRF3 AR b BBzt
WIEROBELY & o L pREEEEL 1, AF1ME
150mg, 1H3ME, 21 AM&EER X b @#h, FHREYE
BEL, BROEROHES 25N, EmREE 20,500
—8,500, CRP i 6+—2+ &7 b H&EHTE Lo

I11. % ®

T-3262 3 1,8-+ 75V o vEBD 1,7 M FRFhG
LW 2,4-C70Fr7 =2 EBIN3-731/RrY
T2 VERETD, FiLLEY Fya R vEERITER
TH%Y BESTERIHEDOZEE KD W TAF D
HIEN % HE LRRDOHEH TH % ofloxacin (OFLX),
enoxacin (ENX), ciprofloxacin (CPFX) o#Fh &
BHRE Lo AFN S. aureus, S.marcescens 12k L
T OFLX, ENX % CPFX X W BEh-HE %R L,
E.coli, K.pneumoniae, P.vulgaris, P.aeruginosa
R LTk OFLX, ENXX hfh, CPFX LRZ0H
BN TH ot P.omirabilis, M. morganii =it LT3

OFLX, ENX X h@Eh32, CPFX L h4AMEHT
Hoteo FRMIBIIBT LTV AEANTI A F2y
vt D S. aureus,
Haemophilus influenzae, Branhamella catarrhalis,
BRI LTHRVCIENYA LTV LHESh
T B, Figd bARR X PRI RELEE DR 5B O K
B h A= HIEHALHEAS 7 F 5 AR B LTS
LEHT ENTE S,

ZOXS BRI THEN R oFFOBKE TOER
HEERET A O EERKE L7, SEKETL 30
ftize 4 6, BHEKEZL, CEAMAASES S HE
ERBFIr i 5 B RERRRIESHERES 0, kst
16IDEr 14 SlOAEPREBRPECHER L, TLT
s ER < 13 BIRRRAIEN R L L, BIfEAOHE
REfERNRE L, TOBR, EHRHkE KT
XK, gt & OEMEOFRBRLIE TOBEERIZE7.5
% LRLFAOBRIABEANRBEI NI &EZ bR
Too BHEKIERPMESHHEE TIEHRIL 60% TH-
T ERREYERThHIRENE VAR E VX 5,

HWBES¥EIX, P.aeruginosa DSBEE I R e ds » 1o
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LABORATORY AND CLINICAL STUDIES ON T-3262
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The antibacterial activity and clinical effect of T-3262, a new pyridone-carboxylic acid derivative,
were investigated and the following results obtained :

1) Antibacterial activity : Antibacterial activity of T-3262 was investigated against 203 clinical iso-
lates, including Staphylococcus aureus, Escherichia coli, Klebsiella pneumoniae, Proteus mirabilis,
Proteus vulgaris, Morganella morganii, Serratia marcescens, and Pseudomonas aeruginosa, and
compored with that of ofloxacin (OFLX), enoxacin (ENX) and ciprofloxacin (CPFX). T-3262 was
superior to OFLX, ENX and CPFX against S.aurens and S.marcescens. Against E.coli, K.pneu-
moniae, P.vulgaris and P.aeruginosa, T-3262 was superior to OFLX and ENX and was equal to
CPFX. T-3262 was superior to OFLX and ENX against P. mirabilis and M. morganii, but was inferior
to CPFX.

2) Clinical evaluation : T-3262 was administered to a total of 14 patients : 1 case of acute tonsillitis,
3 of acute bronchitis, 4 of pneumonia, 5 of acute exacerbation of chronic respiratory infection and 1
of pulmonary tuberculosis. Clinical response was excellent in 1 case, good in 9 cases, fair in 2 and
poor in 1; the efficacy rate being 76.9%. The case of pulmonary tuberculosis was not evaluable. The
efficacy rate, including fair, was 92.3%. Becteriologically, P.aeruginosa, isolated from the patient
with acute exacerbation of diffuse panbronchiolitis, persisted. As side effects, itching and anorexia
were observed in 1 patient each, and as abnormal laboratory findings, eosinophilia was noted in 1 and
elevation of GPT in 2 cases. All were however, mild.



