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T-3262 DX - ERRKBRE

NERE BEHEX - =Z=HRS5-BEHF =
NepEZ BAEELA-FAKRX-®HFE™
BHAEMRKFRRBHERE
**: UK B RFEFBUBREDEHE)

FLWEY FryarivBRIERITH % T-3262 &2\ T, *DHBRAM %Y Pseudomonas aeru-
ginosa x5 2HEN B LOCBEKOHEL SR LU T OBREEB .

1. RREBEFED P.aeruginosa T 1981 FEIHBEI N 55 £, 1986 LK HEEI hic 76 #
X35 T-3262 OB L ofloxacin (OFLX), norfloxacin (NFLX) iz lllt L BRI BT\

o

2, T-3262, ofloxacin, norfloxacin |Zx}3 7% 1986 F LA I/ EEXic P. aeruginosa DR
M, 1981 fEizfrskXhic P. aeruginosa B LET LT o

3. T-3262, ofloxacin, norfloxacin 1Z¥1} % P.aeruginosa O RTFENTE I NI,

4. SHEEMMEBERZ 6 fIn 5 b UTI HERREN 5 Flied T 2R AFRRIL 100 TH-1,

5. BMEEMMERBERPE 10 Sl 328 F BRI 70% Thoto, i, MEFHRE
T, BEERIL 83.3% Th-1chs, P.aeruginosa 13 ¥k 2 BihVEESE L1,

6. EIfFAELEXOhDHEMEIFERILZL,

o

1w Al-P, CRP, Mito RE»BDLA

Key words: ) F vy AR vEERHTER, BMHMEREEGE, SiEHEMERDEK, XM

T-3262 XHFHLLBAR It ) FYy aAr R VBRI
BHRTHD, 1,8+ 75V o vBD 1,7 ik X h Fh
F#ile 2,4-v70d e 7 2 A ERIV 37 IR
YO AERFL TS, 20 T-3262 175 »BHER
HrRLd7r7 s, MIEBECY LARHELRNE
ARZ VFAREFELTE Y, 4w Staphylococcus au-
reus, Streptococcus, Entevococcus iz &' dD 75 » Bk
&, P aeruginosa #*R&ELTH7VUEIREES 5
ABHRE, b UTESEE D Peptostreptococcus,
Bacteroides fragilis wxfLTHFEDO LY FvHI LK
VRBFRHEAL VARCHENERTY chboZ Lk
hARFNIRBRAEC ST 5HAELEC LAHFR
ha0T, FACERHELBRF LK,

¥ 7 P.aeruginosa v ) ¥V AL FE v EBRIVEA
T AL A BREER ShTw 50 T, 1981 4
B XU 1986 FELVRCIREE & v SEES e P aerugi-
nosa R T HAMEIXRE L, ML RBETHER
NELNDENEIRHF LT

I. A =
1. PR
1981 4EICIRER & D D BES s P.aeruginosa 55 t,

1986 LB UBZIC TRE X b HBEX hic P. aeruginosa
76 HRizxtd A AFOTE N & RE Lico XMBEHEL
TRAFEAROE Y Fvi ik vBRAEK CRCE
RE9EH A FEIL X T\ 5 ofloxacin (OFLX), nor-
floxacin (NFLX) #BRL, #EN % MIC THEIL
too {HFIIEHITEE Az Miller-Hinton Broth(Difco),
WARZ M RIEAA 1= Miiller-Hinton Agar (Difco) %
AV, WEFERBRMEREFESEERICHE -7

2. FRIKEYIRGT

1986 £ 9 A5 5 1987 4E 7 B ich i TUBEI R ER %
F% UIcsREE 15 6, ABREE1FOGH 16 fIOK
BRYSE IR L, AFREORE BT T-3262 ¥its
L, THECIBEDHEL & b UTI EHmHE
N X BHE &IT - 1o

T-3262 (X 75mg % foi 150 mg SHEF LA, &
MBS SRE RERE S 6 ik 1 B R 150mg 42, 3 AME,
BB B4 10 izt 1 B & 300-450 mg, 4 2~
3, 5~7 BHOABENRE R, iak, £,
OHEFI DAL fTh ik » too EREHE X LT
z7chs, UTIL 3ERhaplistsec £33 5 O at B
PERBEBE 2 T 6 Btk 5 6, 1BMEBHMEMERED Tk 10 £

* T910-11 FEHEREEIRMERITEA 23
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R8I TH 1o BHEEHEN BB 10 Bl 5 UTI aeruginosa 1349 1.1 FORZVEDET %7~ L1z (Fig.
FHFmERCATK Ui 260 7 BB SESICOV 4), OFLX iexf LTI HEETEANCHE Tik/g\ 23, 1986
T UTI EHmEREC UL THET 5L &L EL#D P aeruginosa 3 MIC OF#HTH 0.7 EORK
o FHOETERL, MIC, THETH L 1 EDETDAR
II. # g

1. EEEARGT ()

1981 24 BEX Nic P. aeruginosa 55 BRIZR+ B4 100
#o MIC OF#iL 1.10 pg/ml G, OFLX o 6,01 pg/
ml, NFLX o 2.89 #g/ml iz {t#: L BEIC Bh T\ i
(Fig.1), 1986 ELI\E I/ BE & iz P. aeruginosa =X}
+24# 0 MIC @ F #% 2.67 pg/ml T, OFLX o
9,65 pg/ml, NFLX @ 6.34 pg/ml iz tkXEEIZENR T
Wwic (Fig.2), 1981 iz X ke P. aeruginosa -
1986 FELIBIC/EEX Wi P. aeruginosa D &IEF|icxt ) £
T 5 REM R FA G THRE Lic, T-3262 12545 1986 MICi'ml) [£0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 =100

(A) 1 4 18 14 6 2 4 3 0 1 2

e——e strains isolated in 1981(A)
{o—o strains isolated after 1986(B)

AIB t=2.3885(¢=129)
P<0.05

Cumulative percentage

FELHED P. aeruginosa DREZHIL 1981 £ D P. aeru- (B) 3 W 14 116 4 2 6 0 _0 19
ginosa WX, MIC DFHTH 1.3 EDETFERL Fig.3. Sensitivity distribution of Pseudomonas
(Fig.3), NFLX 1zxf LT3 @i 1986 E£ L%k D P. aeruginasa to T-3262 (10%cells/ml).

(%)

o——eT—3262(A)

100
{--—-oﬂoxacin(B) (%) - .
4——anorfloxacin(C) 100 ®— strains isolated in 1981(A)
& - o——o strains isolated after 1986(B)
8 ~
g k]
& t0=6.0174 (¢=108) £
2 S0 P<0.001 2
kS 1C =3.5402(4=108) a
E ! P<0.001 o Sor AIB tr=4.44624(9=129)
5 / A=1.0963 = P<0.001
© B=6.0092 = A=2.8931
C=2.8931 E B=6.3419
0 . Vs L e . ©
MIC(g/ml) |£0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 =100
T—3262 (A)] 18 14 6 2 4 3 0 1 2 0 0 . . s . ! L ) .
ofloxacin_(B) 0 0 19 12 6 6 4 1 7 MIC(m/ml) [<0.10 0.20 0.39 0.78 1.56 3.13 6.25 _12.5 25 50 =100
norfloxacin 0 18 11 8 7 7 1 0 3 TA) 0 0 0 18 11 8 7 7 1 0 3
B 1 0 "3 4 16 8 13 7 3 3 0 35

Fig. 1. Sensitivity distribution of Pseudomonas
aeruginosa isolated in 1981 (55 strains, Fig. 4. Sensitivity distribution of Pseudomonas

108 cells/ml). aeruginosa to norfloxacin (108cells/ml).

(%)

100r o—e T—3262(A)
m———-a ofloxacin(B)
~——a norfloxacin(C)

100y e——e strains isolated in 1981(A)
( o—o strains isolated after 1986(B)

L
&
s
1= L
o &0
o <
g 5 g
3 o A!B t0=3.5703(¢=150) S
e P<0.001 & g
E A:C t0=2.3151($=105) 2 ‘B to= 8(p=12
E _ P<0.05 E AP B s o1
Q A=2.6664 =
B=9.6496 £ A=6.0092
C=6.3419 3 B=9.6496

0 =T
MiCie/ml) [<0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5. 25 50 =100
T-3262 A 3 11 14 11 6 4

2 0 0 0
ofloxacin (B[ 0 0 4 7 15 7 7 8 0 1 27 MIC(/mD) SO’IU 020 g L . - L L L L
borfloxacin ©] 03~ 4 16 8 13 37 3 2 0 5 é ) 0 2 L 7 6A625 1%5 z T g“;EII
(B 7

0- 0 4 7 15 7 7 8 0 1 27]

Fig.2. Sensitivity distribution of Pseudomonas
aeruginosa isolated after 1986 (76strains, Fig.5. Sensitivity distribution of Psexdomonas
108 cells/ml). aeruginosa to ofloxacin (108cells/ml).
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Table 2. Overall clinical efficacy of T-3262 in acute uncomplicated cystitis (75mgX2/day, 3-day treatment)

Symptom Resolved Improved Persisted
Effect on |
Pyuria Cleared | Decreased | Unchanged| Cleared | Decreased | Unchanged| Cleared | Decreased | Unchanged bacteriuria
Eliminated 4 1 5 (100%)
Bacteriuri Decreased
acteriuria (Replaced)
Unchanged
Effect .on . . 4 ( 80%) 1 (20%) Patient
pain on micturition
total
Effect on pyuria 5 (100%) 5
Excellent 4 (80%)
Overall effectiveness rate
d
Moderate 1 5/5 (100%)
Poor
(including Failure)
THoHH, MICyp TRIFDETHAEDOLIIK (Fig. WHEERTH -7 (Table 6), EHHHFEL 10 fif

5), ¥z T-3262 > MIC A% 100 pg/ml L %R TEE
MBI 4 T OFLX, NFLX 123\ T% 100 pg/ml u\
Eo MIC %75 LT,

2. BRBUR

SPERMIMEBEREL 6 Bl BB EBREHE T ER4
B, %2 HICHEHRIZ 100% T H - fo (Tablel),
UTI ZE3heHME#ET 43 L 5 FlTo LABKRSRIZ
Z 445, Bl HITERKRI0% Th -1 (Table 2),
BER BRI 2 T Escherichia coli TH b #5104
EHEHE L'f\'.o

BB BB 26 D RAIZ EREHITE TR 4 41,
BR30, REH1IO, EH2HTHH HHEK 70%
TH-1c (Table 3), UTI FRhaFHEEE ¥ T 2 HTE
TIEL 4G, AR 30, EHIPTEHR 70% TH
»tc (Tabled), ik UTI EBAmERAIC LS &, &
BERRCIEYK 66.7% Thh, HEERRTIE
BB L DR THBNEY ThHoteo H T —F LEE
EGRE I BRSIOEBOE 2 16, SF2Medi
5, EH1D, B 1GITEHR 10 THo1oo H4
BOEL 2 Glik & b R ERTBERE» P. aeruginosa T
5Y, MBEFRETH-1 (Table5), MEFHHET
377 AIBHEERE S 38k, P.aeruginosa 3#EESir
7 ARBMEAREE 9 BRDE 6 BifE 12 B BRI h
A, D5 10 # (83.3%) AEEL, Th»THE

34 (30%) »H 3IB%BDLI T2}, TORFUL Sta-
phylococcus epidermidis, Flavobacterium sp., Candida
DEXIBRTH T,

3. ElfEA

AE G Lic 16 flo B MEMEIER oW THRE
Licnd, BMENEIERAREBDbREIr-7 16
(Table 3, No.2) &\ TMKE(CEARE L BT L
AL DOTE (21-70 mm/hr. ), CRP OBE#EAL((£)—
(G+)) BXV AP 0 EF (270324 1U/D) HigED Hh
FF L 0BRSS H D L Bbhich’, fomEkls
FRECE BRERRD T, FEOREKRTH, Mmik,
CRP, AlI-P L HIRIEEEICHE L,

II1. = =

Y Fuh R vBRITETNC X35 P.aeruginosa
DOFEEIP B E /s > Tk b, EEFSY 11 OFLX,
NFLX, enoxacin (ENX) o 3#lic %35 P.aerugi-
nosa DI ERERIZEI LT in vitro THE LTx b 37
DEE VTR MUEL DB &, Lo ABBIR
THERRETHDZ L EWRE LTV B, 2 TREHEEK
D P. aeruginosa =xi+ % T-3262, OFLX, NFLX o
PiE % NFLX, OFLX »mREh 5 LETo 1981 4£
& i P.aeruginosa , NFLX, OFLX H#IR
INTHED 1986 FELIEITHBEI - P. aeruginosa 1=
0 TR Uic, 1986 SELIEE D P. aeruginosa \wxt+ %
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Tzble 4. Overall clinical efficacy of T-3262 in complicated UTI
Pyuria D d Unch d Effect on
Cleared ecrease! nchange bacteriuria
Bacteriuria
Eliminated 4 1 5 (50%)
Decreased
Replaced 1 1 1 3 (30%)
Unchanged 2 2 (20%)
. 5 o Patient total
Effect on pyuria 5 (50%) 2 (20%) 3 (30%) 10
Excellent 4
Overall effectiveness rate
M t
oderate 3 27/10 (70%)
Poor 3
Table 5. Overall clinical efficacy of T-3262 classified by the type of infection
Overall
No. of .
Group . Excellent Moderate Poor effectiveness
patients
rate
1st group
1 0,
(Catheter indwelling) 1 100 %
2nd group )
(Post prostatectomy) 1 L 0 %
Monomicrobial | 3rd group
infection (Upper UTI)
4th group o
(Lower UTI) 7 3 z 2 1.4%
Sub total 9 3 3 3 66.7%
5th group 0
(Catheter indwelling) 1 1 100 %
Polyrhicrobial |6th group
infection (Ca&eter not indwelling)
Sub total 1 1 100 %
Total 10 4 3 3 70.0%
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Table 6. Bacteriological response to T-3262 in complicated UTI

Isolate No. of strains | Eradicated (%) Persisted*

Staphylococcus aureus 1 1 (100 %)

Staphylococcus epidermidis 1 1 (100 %)

Enterococcus faccalis 1 1 (100 %)

Escherichia coli 5 5 (100 %)

Proteus retigeri 1 1 (100 %)

Pseudomonas aeruginosa 3 1 ( 33.3%) 2
Total 12 10 ( 83.3%) 2

* Regardless of bacterial count

MIC ¥y, T-3262 3 X8 NFLX T, 1981 0
P. aeruginosa w3t LTHECEWMEX R L, OFLX i
BT BEET A 1986 ELIE% D P, aeruginosa
ZE MIC %R0 L Ts H, MEIEFER
Ehooh BT ENFREEIhi, T-3262 » MIC 73 100
pg/ml L EARTEEMMSE X OFLX, NFLX T3 £
T 100 pg/ml ko MIC #3771, T-3262 i3 OFLX,
NFLX L XRME%d FTHEExL bR, Lh LEA
® P. aeruginosa X3 AHE 1L OFLX, NFLX &
HBELERTE D, o, 77 2BHEHE, 77 2BE
HEICx LT o 2 FiCRBIF L HENEE LT
AU ok 5 rAFIL wide spectrum T, HDORIER
REHOHBEINBEZ LOES WL TOREBITK LTHEW
HEAPTRIEOAERN E LCERBRETSEELDR
o

DX ECHENNERDRICED L S KRB
RTWaBLERRE L &L & 5, SHBMMERENEA TS
Fida 5 ] (100%), #1 % t REEEFSET 10 Fis 7 4l
(70%) DEBHRERL, FOWERE L UL EECE
NEEETH B & Bbhilc, Sk BB ORI
AF|OMCHEN LEEDORENLATHBTE KR
ThHoHEEZD N Too BHMERBEPIED KEFDHR
70% FL&EHEHYD 70.7% (300mg/H, 72 &HE5F),
75.4% (450 mg/B, % 3#¥EHE), 77.3% (600mg/H,
SoBER) LHEIL, BRITA%ZEELhLH, 36D
WIER DR SR HEE X & T P.aeruginosa Th -
too ThbD 3B SLHEEI NI P. aeruginosa X3
BAH|DO MIC 1314 4« 0.78, 25, 3.13 pg/ml TH Y,
0.78 pg/ml DORRIZEGHBERA L, 25, 3.13 pg/ml
D 2HRLTERE LTco fEfE LTc 28k MIC A3 HEERAVENE
ThHICLDhbbTHE LM Fo D, 1H 300
mg, 4 20RENThbhTWic EXBEBETRLEEL
Hh, &E#EH T P aeruginosa DRI 300 mg/
H T 41.2%, 450 mg/H T 55.9%, 600 mg/H T 77.3%

ERERICHAI LT HEEAR, B LdEEN D1,
Z D X 5T P.aeruginosa 3\ R EFHBETHHHEAEK
ETHYDUEIEVCEIZR%E 5T B, in vitro TO P.
aeruginosa X35 PIEN MF X v BR TR EH
ERTHLOEBHZXETE LDHIOTIRVE
Ex bhi, ¥2ESEHC BT 5 FHO FHRL,
OFLX®, NFLX? 0 80.8%, 71.1% L i35 LiziE
ﬁ%—c’b el ‘f:o

MEFAZE T 6 BfE 12 B SRy h,
P.aeruginosa O 28k &R { 6 10 Bk 2K L
83.3% DBEWMERY BTEY, 77 L1BEREOA
oF 77 ABHRE S EESBAHEA L LEE
TREZELTHY, HKIH wide spectrum FH LT
BT M LIcERbhis,

EIfEBIL 16 BlhAFIC X 5 & Bhh b B EAEIE
Fr@slb o1 flb i, HREEETE AP,
CRP, MyticZEb i fEGIA: 1 HIFFZE Licd 00K
e sk LD ABO S DTk -1,

L EnfEREN 5 T-3262 BRI S Eh B ET
LE&HLEL, BAEE THETE 5EMLELD
i

X i

1) % 34 EAXEFEFLRAXZIRES, FE
vvxryw s T-3262, i 1987

2) FHE—:x/mv (€Y FY) ArEVERE
HKIfittE, Fabk & fk44 14 : 135~142, 1987

3) ME ¥, Hh=s, EAEA EKRX TE
=N BREOFF/ » ‘/ﬁjm%t(rlobfo %
35 @B R{LEREFES (BE), 1987

4 BARCEFEEYES: ROREHELERE MO W
EEBEHR T o T (1968 E£HIE, 1974 FX
7)o Chemotherapy 29(1) : 76~79, 1981

5) UTI Bies (fosk : k8 IF &) : UTT KHFE
£ (& 3 ), Chemotherapy 34(5) : 408~
441, 1986

6) EE—Er (6 HR) : HMERE RRECHT
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% DL-8280 o E#FF (Mo WIRITE 30(9) : 1307 4+ % Norfloxacin(AM-715) & Pipemidic acid
~1355, 1984 D2EETHRABRE K X 5 L BE#HE, Chemothe-
7 FEEkE, (9 MR BEMY R RRECH rapy 30 :1182~1211, 1982

FUNDAMENTAL AND CLINICAL STUDIES ON T-3262

Hironosu Akino, Tomoniro Fujita, Yosuir Miwa, Manasu
Okano, Kojt Muranaka, Yusuke Kanimoro, Yasuo SHimizu
and Yuximicur Kawapa*

Department of Urology, Fukui Medical School
23 Shimoaizuki, Matsuoka-cho, Yoshida-gun, Fukui 910-11, Japan
(*Present address : Department of Urology, School of Medicine, Gifu University)

We studied the usefulness, in vivo and in vitro activity against P.aeruginosa and clinical efficacy
of T-3262, a new oral antimicrobial derived from pyridone-carboxylic acid, and obtained the
following results.

1) T-3262 had significantly stronger antimicrobial activity against two groups of P.aeruginosa
isolated in 1981 and after 1986, from the urinary tract, than those of ofloxacin and norfloxacin, with
which it was compared.

2) The sensitivity of P.aeruginosa strains isolated after 1986 to T-3262, ofloxacin and norfloxacin,
was lower than those of P.aeruginosa in 1981.

3) Cross-resistance among T-3262, ofloxacin and norfloxacin was suggested.

4) Overall efficacy rate of T-3262 in 5 cases of acute uncomplicated cystitis was 100%.

5) The overall efficacy rate of T-3262 in 10 cases of chronic complicated urinary tract infection
was 70%. In a bacteriological study, the eradication rate was 83.3%, and 2 of 3 strains of P.
aeruginosa isolated before treatment persisted.

6) No subjective side effects were observed, and changes of AI-P, CRP and blood sedimentation
rate appeared in only one case.



