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BRI OEBIRE &, ERABIERIECHTHEKRGE, BIFASYRIA L, UToER
w181,

1. HE : BRSO EEE 18 B 355 thic oW TR/INEBIEEE (MIC) ZEIE L, ofloxacin
(OFLX), norfloxacin (NFLX), ciprofloxacin (CPFX) % X0 ampicillin (ABPC) &t L7,
Fo MICg (%, 75 2BHE TR L Tix 0.2~3.13 ug/ml, 75 sAEME IR LT 0.05~25
pgiml HESHEEIZR LT 1.56~3.13 pg/ml T, %< OEBECH L THEER X b ER-HEE

xR LIS,

2. WY, BEM: A H 150mg EoHEEOMBFREEDOC— 7 B 4 FEE Bichbh, 0.5+
0.31 pg/ml TH b, 8EFRIHIT 0.21+0.11 pg/ml AR D B h 1z, R 8 BERHILIAK 16.8+

3.8% »iBRft T hic.

3. HMBTH :150mg EORSHRO BRAEBHEENEEY 1 ~IBRCbichAIEL, F
BOIRMFFZE 0.81 pg/ml, P ITHRE 0.58~0.98 pg/g OBITARD bRl

4. BIRBUR : ERARESBRPERCRBERPE 20 i L1 B 150~450mg 45T
FEIR 100 DEEIRZIR, HEE 94.7% OHEFHIBRERD, ElIfFRILRbh -7,

5. LILEDOHEREEN OERABEROBRIGE KT 5 T-3262 OFRMEATZD bt

Key words : T-3262, i@ ARl A&BT, W - PElt, HEH
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I. RREAREAN

1. 5 &

T-3262 O RBRENAED 12, ERARRRPESR
(1985~1986 SE43 1) DESIRS HRAERE 18 8, 355 KT
SN, FEHEEIT 10° cfu/ml OBE R LEEE
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T-3262 4112|181 25 T-3262 315|2 10
OFLX 112|184 25 OFLX 1|17]2 10
NFLX 6|12(4 |1 |11 25 NFLX 2153 10
CPFX 6 (13|51 25 CPFX 1/6(3 10
ABPC 1 111)1(2)2{3]|2|3|3|2|4]| 25 ABPC 6|4 10
(-lactamase-positive: 22 strains) 10° CFU/ml (3-lactamase-positive: none) 10° CFU/ml

OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Antibacterial activity of T-3262 against
Staphylococcus aureus.

Fig. 1.

50

Cumulative percent(2%)

OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciproﬂoxacin,
ABPC:ampicillin

Fig. 3.

Antibacterial activity of T-3262 against
Enterococcus faecalis.

Cumulative percent(%)

Mm& w5010z [us]ors o sn || % 5 | o] Toral pplCipg 12 b 0as 2w [0t [0z Jon]on e onss] 23] 5 [ @ | pin] Tor
T-3262 31421 |10 T-3262 |8 |11{1|3]|2 25
OFLX 2(5 2|1 10 OFLX 9(11|1 2 25
NFLX 2|5 2 1 10 NFLX 711003(2(2(1 25
CPFX 2(4|3 1 10 CPFX [7111{2)2]|2]1 25
ABPC 1)1 1112 1]1|1]|1f 10 ABPC 1010 1 4| 25
(p-lactamase-positive: 8 strains) 10° CFU/ml (-lactamase-positive: 4 strains) 10° CFU/ml

OFLX:oﬂo:_(acin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig. 2. Antibacterial activity of T-3262 against

coagulase-negative staphylococci.

FRAEFE? ww X h MIC JERESH (KRB 2ERAL,
RIMEER 10°cfu/ml OB XA VIl RBEREE
MIC JIEE iwk b GAM EXR#E# (HA) RFEAL
T BRARFHLERE (MIC) 2 H%E L, ofloxacin
(OFLX), norfloxacin (NFLX), ciprofloxacin (CPFX),
ampicillin (ABPC) % HBE3E# & L TH#E L, 8-
lactamase D@4 LR, penicillin G (PCG), cefazolin
(CEZ), »#B L35 acidometry #Y, cephalosporin
87/313 #&XH L35 chromogenic Y X O F = » 7
Lic,

2 B M

Staphylococcus aureus 25 ¥ 22 ¥ (88%) » B-
lactamase EART B B 2%, T-3262 o FEEHILS

OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig. 4. Antibacterial activity of T-3262 against

Escherichia coli.

b b Bh, F0 MICgh 12 0.2pg/ml THot:
(Fig. 1),

coagulase negative staphylococci (CNS) 10 gkizo\»
TILED 88k (B0%) »' p-lactamase BEEAKRTH 5 55,
FH O HEEEE SHIPRD Eh, 0 MICy (3,
0.2 pg/ml Th -t (Fig.2),

Enterococcus faecalis 108k 3, &£k p-lactamase JEE
4HR T, ABPC ORZH RS RS, T-3262 XRAFRE
FleEd B BT MICy i3 1.56 pg/ml TH ot
(Fig.3),

Escherichia coli 25 #rh B-lactamase EE4RRIT 4 £k
(16%) THBHA, LTOHEEML CPFX LizLA LR
BET, £D MICg X 0.05ug/ml TH » 7= (Fig.
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100,

50

Cumulative percent(%)

MIClug/ml) 5[ 0.0 [0.2[0.39(0.78]1.56|3.13[6.25 [12.5| 25 | 50 | 100 [>106| Total

ABPC

Cumulative percent(%)

o oo 0 o /) % oo o Toz oo oe s [ons o s s 0 Tow ool o

Ta262 [10[8 421 25 T3262 |1]4]7]3 5
OFLX 411117)1(1|1 25 OFLX 5|/6[3(1 15
NFLX 419]19(1|1]1 25 NFLX 3|47 15
CPFX | 6115 2 25 CPFX |5[6|3]1 15
ABPC 1]2]3]6]13] 25 ABPC 2[6]2] [1[4] 5
(-lactamase-positive: 25 strains) 10° CFU/ml (p-lactamase-positive: 15 strains) 105 CFU/ml

OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig.5. Antibacterial activity of T-3262 against

Klebsiella pneumoniae.

100

50

ABPC

Cumulative percent(%)

s Ci/mi=  Toordo.0s] 0.1 o2 [o]os L oo s] 2 | 3 |10 [o1o] Totat
T3262 |6(5(9(3]|2 25
OFLX 719(5(3]|1 25
NFLX 6(7|7|3]|2 25
CPFX (886|221 25
ABPC 1]11(2)2 19| 25
(3-lactamase-positive: 25 strains) 106 CFU/ml

OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig.6. Antibacterial activity of T-3262 against

Citrobacter freundii.

4,

Klebsiella pneumoniae 25 FRizoW\Tik 5K T-
3262 DHEEMEI RS RL, D MICs i 0.05 pg/
ml TH -7 (Fig.5),

Citrobacter freundii 25 ¥Rizxt LT, FF|OHEE
Ptk CPFX 1wk &, % ® MICq i3 0.05 pg/ml ¢, —
BT SChicRER LR L (Fig.6),

Enterobacter cloacae 15 Rkizxf LTIy, EFOHMEE
1% CPFX k¥, % d MICq 1% 0.05 pg/ml TH -
72 (Fig. 7)o

Enterobacter aerogenes 10 $Riz o\~ Th, AHFOHE
&ML CPFX Itk ¥, £ D MICg 1% 0.1 pg/ml T
> 7 (Fig.®),

OFLX:ofloxacin, NFLX :norfloxacin, CPFX:ciprofloxaci
ABPC:ampicillin protoxach

Fig.7. Antibacterial activity of T-3262 against

Enterobacter cloacae.

100

50

Cumulative percent(%)

o/l vl [o]os 2] 5 | % [ o] Toal
T-3262 10
OFLX 10
NFLX 10
CPFX 10
ABPC 1|1(1|7] 10
(3-lactamase-positive: 10 strains) 10° CFU/ml

OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig. 8. Antibacterial activity of T-3262 against

Enterobacter aerogenes.

Serratia marcescens 25 ¥Rizxt LTI, AFOMERE
#i3 CPFX itk ¥, OFLX, NFLX tRIZRABET,
MICqo 1% 25 pg/ml T 7= (Fig. 9o

Proteus mirabilis 25 #Txt LTk, FEIOHEESE
ER 4 EFIR, &d MIC 2EVH, LoEE,
T, MICq % 0.39 pg/ml TH -7 (Fig. 1000

Proteus vulgaris 25 ¥rizo\Tik, Ao MIC i
FRESAHFES & <, MICq ik 0.39pg/ml THoT
(Fig. 11),

Morganella morganii 25 Hgieo\Tiy, AFIOHE
W OFLX ki3 ¥ ABRET, MICy i 0.2pgml
TH-1c (Fig. 12),

Providencia rettgeri 10 ¥zt 5 A&# 0 MIC &R
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o Miﬁ‘lﬂ'ﬂ'g‘fv;:-’msous ooz fose]oms|rs]aszs]izs] 5| 0 o S| Total Dml"c‘ﬂ/"“)gmsa,azs 0.05|0.1]0.2 [0.390.78 1.5 (313 [6.25]12.5 | 25 | 30 |100 [>108] Total
T-3262 2|12|3|5[2(2!3(4|1]|1 25 T-3262 619|611 25
OFLX 1]4l2]6(215]2[1]1]1 25 OFLX 708]7]2 1 25
NFLX 3(2(3|2|3|1(|3|4]1|1(1] 25 NFLX 5161012111 25
CPFX 1(4(3]3]3 613 1 1 25 CPFX [8(410{1]|2 25
ABPC 1|1(3|2[18f 25 ABPC 2 2|21 25
(p-lactamase-positive: 25 strains) 10° CFU/mt (-lactamase-positive:25 strains) 10° CFU/ml

OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig.9. Antibacterial activity of T-3262 against Fig.11. Antibacterial activity of T-3262 against
Serratia marcescens. Proteus vulgaris.
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T3262 61261 25 T-3262 1/6[8l8]1 1 25
OFLX 110|195 25 OFLX 161116 1 25
NFLX 1]8]10]s 25 NFLX 7[10] 7 1| =
CPFX |1 [10[10]4 25 CPFX |5]13]6 1 25
ABPC 13| 9 3| 25 ABPC 2|3[44(12] 25
(p-lactamase-positive: 3 strains) 105 CFU/ml

OFLX:ofloxacin, NFLX :norfloxacin, CPFX :ciprofloxacin,
ABPC:ampicillin

Fig.10. Antibacterial activity of T-3262 against
Proteus mirabilis.

FREH LIz LA EEBET, MICg % 0.05 pg/ml TH
-7z (Fig.13),

Providencia stuaritii % X 0% Providencia alcalifa-
Ciens 15 BRiz 3 2 AF| 0 MIC RRREH RIS
WA, ZDEIENTH b, MICg iX 0.2 pg/ml TH
-7 (Fig. 14),

Pseudomonas aeruginosa 25 fgiz 53 5 A OHEE
B RRER S, HLER, MICy (X 0.1pg/ml TH
272 (Fig.15),

anaerobic gram positive cocci (GPC) 10 #: (Strepto-
coccus intermedius 6 %, Streptococcus constellatus
28, Streptococcus morbillorum 2 ¥k 1% & ¥k p-la-
Ctamase FEEALET, AFIOPEIEMILFAREHF TR

(A-lactamase-positive:25 strains) 10° CFU/ml
OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig.12. Antibacterial activity of T-3262 against

Morganella morganii.

BbB<, MICg (2 1.56 pg/ml TH -7t (Fig.16),
.ﬁfptostreptococcus spp. 25 #kd £tk B-lactamase JE
EERT, FFl0 MIC S MRARERF TRLER,
MICgo 1% 1.56 pg/ml TH 7= (Fig.17),

Bacteroides spp. 25 ¥k I3 & £k B-lactamase EARL
T, FEIOHEESEIELER, MICqh (3 3.13 pg/ml
T#H -t (Fig.18),

AFID MICq 1 0.05~25 pg/ml /A Lichs, 18
B 13 BEA 0.78 ug/ml LT TH- 70

II. % 4%, B Gt

1. F &

Ff - BREEEE S ARES 6 BiCHH 150 mg ¥ RE
30 piENHE L, miE RPBREXIE L1,
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100

ABPC
50

Cumulative percent(%)

100,

ABPC
50

Cumulative percent(%)

- N PR PSR R S B L PR L "

g ig/mls o005 ] 0.1 [0.2 [0.3 0815 30365 125 % | 50 |10 >10) Total S e S N A ) R S N R
T3262 |1]|5]|2]1 1 10 T-3262 4|7/9]3 1 I3
OFLX 3|42 1 10 OFLX 3/2(6(9]|2]|2 1 25
NFLX [1]6[2]1 10 NFLX 1]5|3[11{1 1 25
CPFX |7]2 1 10 CPFX 3/8|6]4]2|1]1 25
ABPC 1]111(1|2|4] 10 ABPC 25] 25
(8-Tactamase-positive:10 steains) 10° CFU/ml (-lactamase-positive: 22 strains) 10° CFU/ml

OFLX :ofloxacin, NFLX :norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig. 13. Antibacterial activity of T-3262 against.

Providencia rettgeri.

1007

Cumulative percent(%)

o Al |2 o elarozoninislnlsslis] 5 | o | o] T
T-3262 4 411 1 15
OFLX 6|53 1 15
NFLX 45|41 1 15
CPFX |5|4 (5 1 15
ABPC 3(2(3|2|5 15

(/3-lactamase-positive:15 strains) 10° CFU/ml
OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig. 14. Antibacterial activity of T-3262 against
Providencia stuartii and Providencia
alcalifaciens.

BERANSEET, E.coli Kp BA&EHEETH— 21—
F 4 ATENT X DEIE LT,

2. B &

IMmyEggEex Table 1 RO Fig. 19 R+ X5, %
£% 30 H~ 1 BRIPICIIRINZ A5 Y 23550, 2
EBFRALIREIE Fhatie{ e b, ©— 7 fHiX 4B/ D 0.55
+0.31 pg/ml ThH, 8EEIEIIL 0.21%£0.11 pg/ml
HERD bt

Rtz Table 1 RO Fig. 19 iR T X512 ~4
BRI PR EY B &<, MEFRED BT —
L, 8EMPOHEIRIE 16.8+£3.8% TH -1,

OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig. 15. Antibacterial activity of T-3262 against
Pseudomonas aeruginosa.

100 ABPC
I >
d & [NFLX
50t T-3262 o
1501 [02 ; alns] 5 oo

CPr X

Cumulative percent(%)

wmcq,ymnsmz:nuzseas 039[0.78 1.5 [3.136.25[12.5| 25 [ S0 [ 100 >;m Total
T-3262 1(6/(3 10
OFLX 361 10
NFLX 3|52 10
CPFX 2(44 10
ABPC 32|41 10

(g-lactamase-positive: none) 108 CFU/ml
OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig. 16. Antibacterial activity of T-3262 against
anaerobic Gram positive cocci.
(Streptococcus intermedius 6, Streptococ-
cus constellatus 2, Streptococcus morbil-
lorum 2)

III. BRAMSESNRE

1. / &

FEEADL, HBEREOETRAMEBAGHNBTENE
Thicnd, FEGBETTELMHHGTEE 12 £
T-3262 150 mg #i& N5 LT, —ERMg e E
H Lk, 5% ORI, #E5E, TR FERIRE RN
L, AR, FEBR MR Sk L TR
Lico BB, Moy SHERL, —20CK
BRI LT ’

HER, FE% 1/15M (pH8.0) D) ‘/@&ﬁi&%‘
Mi, HEoFAF— TEGIF L L, BOBLEE
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o V. B K B B

3 f\BPC 1. MNERUFHE

3 - FER 61 4£6 A X 0 62 5 § % TORCIBRAZE
13 A BHBOE M35 1 3B LA BRI ABHRIE 20 Dl ff
o 50 & FBlio 205 bhF R FEREL 96, FEAELR
Z S HEBZ L0, <ty RIBEL G, IVE% 10, 4
§ RIESS 2 Bl FUERZE 3Bl SUEEHLPERMLZ 3 01T

I e s e ) e ) ) X I ) ) By
T-3262 3(9(7)6 25
OFLX 31210 25
NFLX 2|6(10|7 25
CPFX 2[5 (14| 4 25
ABPC 205 25

(g-lactamase-positive: none ) 108 CFU/ml
OFLX:ofloxacin, NFLX:norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig.17. Antibacterial activity of T-3262 against

Peptostreptococcus spp.

100p

50

Cumulative percent(%)

g 57 f,,;zs ol 25 Total
T-3262 1|5(5/8 |4 2 25
OFLX 1/6|8|6]|2 2 25
NFLX 1/5|6(6(3|4| 25
CPFX 1 416(1012 |11 25
ABPC 1/3]2|5]|5|3|6]| 25

(p-lactamase-positive:25 strains) 108 CFU/ml
OFLX:ofloxacin, NFLX :norfloxacin, CPFX:ciprofloxacin,
ABPC:ampicillin

Fig.18. Antibacterial activity of T-3262 against

Bacteroides spp.

RT T Ui,

T-3262 ORERFES, E.coli Kp aBEg L+
BR=R—F A THEN X DT o T,

2. R &

H#Rn : FEBROOMEFRERY, FE, HE
BEMOLOMBAIZE % Table 2, Fig. 20 127 Uiz, B
BRI & FEBROOMEFRELIZIE—F LT n,
DY - 7 {H% 3B 09 4> D ElR M 0. 90 rg/ml, F
EBIRM 0.81 pl/ml T2 - 70, MAMRED, 1 R AT
BT <0.1~0.58pg/g 2 S h, BE{ER 3BT 09
A0 0.58~0.98pg/le TH b, 68EI LR EE AN?
0.10 pg/g LITF &g o7

Bo EFPL1E 150mg, 1A 2~3EAKEEY
HUEL LI, BESIUBENKAL1E 75mg, 1H2
~3ERBEEE L LI, thOMBERIHEE Lich -7

2. BRYEHLEE

SRS DHIEL UTI ERHRMELES 125 - 7,
fLDOBABIIPIME RS, SMESRREVEIY, BABEONE,
BfEAER, RERFELELSLAMCHEL, 38
PICEDHE &R LOER, REFRLZEHSEINL
BErEDE L, EROBFCETRULOBRXE L
bOwHER, BUEEROHAZFOHS,H Tl b DORE
e Lico MBEEMBRIL, B —HEE (R,
BRI, TE, THOS5EHECHE L, BIfFRIRES
B D Bl EER S L OCMBFAIREERIC L - THE
L7

3. ZEEFIEERSE (Table 3, 4)

TERBERIIGIS D, MEEH 1M, ATiHED R
FRE26 I8 TR T B, Shicd LTAAI4~9H
ERTROED TH 7o FENBLFMBELD 1 FI
EATIHRFEFMEOES T, &K 4 BRERE CTE
Th 1o JRE Y (case No.7) 1%, A#|8 BRI L CH
MRIERSTUEINE TS -t SHEBRRYSE TIT
Y RRIRE LG (SIBADERD), SMEIRE 2 i b,
FHEI4~9BBRETENT H » 1o LB D 3 G,
4~13 AEEZ G CTYBAT A L < BREL, B TH-
7o Eio, BMEEMIEEEN X UTI ERET3FE LA
B ETH -7 LIk, Table 4 1WRT X5, 745K
BEF 20 Gl L, 20BEHL EDOERE B,

4. RBFIME¥A%E (Table 5)

ERD L5, 20 fidh, MEEMHELHETERD
%14 JIT, £05BIEMEL 12 §l, 51 0, ERR
1P1THY, £EDHEKRIX 92.9% TH -1,

5. RAEFIEEYIIZNE (Table 6)

BEMUBE SN EISHEE 21 T, +05 b
SECHRERERO 2B 19 BRXETRD X5
T, RO L o TIaNE L 17 5, B 1k RE1#
T, WIET S LML & B R B eRIT 94.7
% Thot,

6. EIfER

FRFERC LD, VP37 LA -RIECERESE
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Table 1. Serum level and urinary recovery of T-3262 after oral administration of 150 mg

1. Serum levels

Serum level (ug/ml) at

No. Case

0.5 1 2 4 6 8hr
1 T.O. 0.35 0.25 0.205 N.T. 0.069 0.047
2 M.I. 0.23 0.24 0.185 0.13 0.089 0.063
3 1.Y. N.T. 0.225 0.50 0.32 0.195 0.11
4 Y.S. 0.41 0.24 0.22 0.14 0.093 0.062
5 M.O. N.T. <0.039 0.048 1.75 1.00 0.72
6 S .K. N.T. 0.19 0.22 0.39 0.32 0.23
Mean*S.E. 0.33£0.05 0.23+£0.01 0.23+0.06 0.55+0.31 0.29+0.15 0.21+0.11

N.T. : Not tested

2. Urinary recovery

Urinary recovery (%)
No. Case
0—2hr 2—4hr 4—6hr 6—8hr Total (0—8hr)
1 T.O. 3.3 2.4 0.8 1.1 7.6
2 M. 1. 3.3 3.4 1.3 1.3 9.3
3 I1.Y. 11.7 6.7 3.5 1.3 23.2
4 Y.S. 4.0 2.8 1.2 1.3 9.3
5 M.O. 0.1 7.4 8.7 14.0 30.2
6 S.K. 3.5 6.1 6.5 5.3 21.4
Mean+S.E. 4.3%+1.6 4.8+0.9 3.7t1.3 4.1+2.1 16.8+3.8
— 70
0.9 Fasting n=6 + Fasting n=6
25+
0.8 E\Q, “GOD
=0.7F 3 -
E S 20 450 £
~. ] S~
Xo.ef & 2
N S 440
0.5t =15 g
il : g =
«0.4F ] g / 80 2
S & o
T . 101 g
Eﬂ 0.3r i g / Jsg ©
£0.2F 5 2
g o T {/ 10 £
- - o)
o0t ] S
T
0| | E 0
L 1 1 1
051 2 4 6 8 5% 0z 71 a6 o8
Time after administration (hr) Time after administration (hr)
Fig.19. Serum level and urinary recovery of T-3262 after oral
administration of 150 mg.
e EDBEIERILENCERD I T, ¥, REMBRE V. # ®
ALEEDI S fehs » 1o (Table 7), T-3262 3B ILIMLA T2 (M4 P4 © %S hic

ULEDBRBUR 15T 5 &, T-3262 (%, ERAR  HFLVCY FYrr £ BRAERHTH b, FHOHE
FURORRYIE K L, BERSE, HMEFRENEDS NIHESHEE YA 7 5 A BNE, Bt LTER
h, BIERXeh -1, WHEARZ P LBAREEAYEL, £ 0EMET
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Table 2. Serum and tissue concentration of I 3262 after oral administration of 150 mg

Concentration of T-3262 (ug/ml or g)
Sampling |  Uterine
No. | Case . Vi Porti .
0 time arterial enous Endometrium| Myometrium | Cervix O.r 10‘ Ovary Oviduct
serum vaginalis
serum
1 |M.S.|1lbr 8m 0.13 0.125 0.14 0.58 <0.10 0.16 0.16 <0.10
2 | R.S.|1hr 13m 0.05 0.043 N.T. <0.10 <0.10 <0.10 <0.10 N.T.
3 | K.O.| 2hr 10m 0.46 0.40 0.46 0.36 0.53 0.28 N.T. N.T.
4 |M.T.|2hr 10m 0.235 0.22 N.T. 0.27 0.215 0.26 N.T. N.T.
5 | T.H.| 2hr 43m 0.36 0.32 0.49 0.24 0.20 0.21 N.T. 0.17
6 | K.T.|3hr 9m 0.81 0.90 0.83 0.78 0.58 0.73 0.98 0.63
7 |M.I.|3hr 14m 0.18 0.18 0.41 0.18 0.16 0.12 N.T. N.T.
8 | K.A.|4hr 30m 0.64 0.64 0.58 0.48 0.44 0.48 0.60 0.39
9 |H.S.|5hr 7m 0.135 0.125 0.30 0.17 0.15 0.16 0.11 0.13
10 | M.K.| 5hr 43m 0.51 0.44 0.58 0.26 0.54 0.27 N.T. N.T.
11 | T.N.| 6hr 15m 0.073 0.083 <0.10 <0.10 <0.20 <0.20 <0.10 <0.10
12 | M.H.| 9hr 3m 0.135 0.130 0.20 0.11 <0.10 0.24 0.24 <0.10
N.T. : Not tested 102 or 20% homogenate
Uterine arterial Endometrium Myometrium Cervix
I'OF serum 1.0 1.0 1.0F
0.9} 0.9¢ 0.9+ 0.9-
So.8- * 0.8k ° 0.8F . 0.8¢
Eo_']_ 0.7¢ 0.7+ 0.7F
Hogt ’ 0.6F . 0.6 - 0.6F
'50.5- . 0.5 K 0.5+ o 0.5F .
50.4f 0.4 0.4F 0.4F
Zoal 0.3 . 0.3+ . 0.3t
=3 . . L ¢ - e (o)
So0.2k . 0,2-. 0.2 . . 0.2 ..
0.1-° ° . ¢ 0.1+ (® 0.1F @ C] * 0.1F @ (0
M | [ T I NS N N T I N N I
T35 6789 0123456789 0123456789 0123456789
Sampling time (hr.)
Portio vaginalis Ovary Oviduct
1.0 1.0 . 1.0
0.9F 0.9 0.9¢
0.8F 0.8f 0.8F
=07 ° 0.7F 0.7+
% .
o 0.6F . 0.61
So.5k . 0.5F 0.5F
<
50-4 0.4F 0.4 . ( ):<0.1 pg/ml
g0-3‘ H . . 0.3r . 0.3f or<0.2 xg'ml
Sozgr, e o, 0.2t
0.1f@ 0.1r® * @ 0.1F (® ()
N T Y O T T | T N T A | 0 R O I Y |
123456789 0123456789 0123456789
Sampling time (hr.)

Fig.20. Serum and tissue concentration of T-3262 after oral administration
of 150 mg.
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CIES o S5 RNUEIN:-PIbIR: 2 O GR-E 10 Y P ™

:3 i, S.aureus, Streptococcus spp., Enterococcus Spp.
%“ 3 3 3 T RED 77 ABHE, 7N VERREE S 5 Al
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Table 4. Clinical efficacy of T-3262 by diagnosis

Diagnosis I\CI:'S;: Excellent Good Poor of fiizz;cjl% )
Endometritis 9 9 100
Endometrit_'_is ) . 100
1-Salpingitis
Salpingitis 1 1 100
Bartholin’s abscess 1 1 100
Vulvar abscess 2 2 100
Mastitis 3 3 100
Acute simple cystitis 3 1 2 100

Total 20 1 19 100

Table 5. Bacteriological response to T-3262 by diagnosis

. Eradication*®
Diagnosis No. of Eradicated Decreased Replaced Not clear ra 1caolon
cases rate (%)
Endometritis 9 5 1 3 100
Endometritis
+ 1 1 0
1-Salpingitis
Salpingitis 1 1 —
Bartholin's abscess 1 1 100
Vulvar abscess 2 1 1 100
Mastitis 3 2 1 100
Acute simple cystitis 3 3 100
Total 20 12 1 1 6 92.9

* Lradication rate (%)= ((eradicate+replaced)/(total+not clear))x100

Table 6. Bacteriological response to T-3262 of isolated organisms

Organisms No. (,)f“ Eradicated Replaced Persisted Eradlcatlcin

strains rate (%)
Staphylococcus aureus 2 2 100
Staphylococcus epidermidis 3 3 100
Streplococcus agalactiae 1 1 0
Enterococcus faecalis 4 4 100
Escherichia coli 3 2 1 100
Klebstella pneumoniae 2 2 100
Gram-negative rod* 3 3 100
Eubacterium limosum 1 1 100

Total 19 17 1 1 94.7

* Xanthomonas maltophilia 1, Pseudomonas aeruginosa 1, Acinetobacter calcoaceticus 1
** Strains were not included in the table when no bacteriological examination was performed

after therapy.

*** Eradication rate (%)= _(eradicated+replaced)/total) X100
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Table 7. Laboratory findings before and after treatment with T-3262
N Bei‘f’::ror RBC Hb Ht WBC | Plts | s-GOT | s-GPT | Al-Pase| BUN | sr
o (10Ymm?) | (/D) | (%) | (Umm?®) | Q0/mm®) | (1U) (1v) (IU) | (meg/dD) | (mg/a)
treatment
| | Before | 302 11.8 39 10,700 | 11.0 2% 13 131 14 1.0
After 370 1.7 36 5,000 | 14.2 12 9 128 12 0.9
, | Before | 35 12.4 39 8,000 | 20.2 21 27 155 10 0.8
After 446 12.3 39 5,90 | 25.2 30 31 165 9 0.8
, | Before | 400 12.1 38 7,800 | 10.6 12 9 118 16 0.8
After 382 12.5 40 5100 | 12.2 13 8 122 15 0.9
, | Before | 35 1.7 34 8,000 | 12.9 9 8 62 12 0.7
After 345 1.3 34 5,000 | 14.2 12 10 67 10 0.7
o | Before | 307 11.6 37 7,90 | 16.7 12 10 186 10 0.8
After 386 12.1 37 6,100 | 17.2 14 12 173 11 0.8
o | Before | 361 11.5 3 8,400 | 12.6 10 6 128 13 0.9
After 396 13.0 34 6,200 | 14.3 11 5 132 14 0.9
;| Before | 414 9.6 29.9 3,600 | NT. 9 6 N.T. 8 0.8
After 445 9.6 3 5,800 | N.T. 1 12 N.T. 8 0.8
o | Before | 369 12.2 38 13,600 | 19.8 21 10 118 12 0.9
After 316 10.5 30 6,000 | 17.0 19 9 109 1 1.0
o | Before | 382 1.2 36 7,80 | 18.2 18 10 126 9 0.7
After 361 10.8 34 5,100 | 17.6 17 8 134 8 0.6
1o | Before | 3% 11.8 36 8,500 | 22.6 15 7 159 10 0.9
After 378 11.3 35 7,000 | 25.9 13 6 148 9 0.8
;| Before | 376 12.9 40 8,600 | 22.1 15 12 186 12 0.9
After 360 13.4 | 42 5,800 | 25.6 13 9 161 1 0.8
1o | Before |41l 12.1 37 8,900 | 25.5 20 16 87 10.0 | 0.8
After 436 12.9 39 7,400 | 34.3 14 15 9 9.9 | 06
13| Before | 431 13.5 38 8,100 | 17.9 15 15 136 11 0.8
After 400 12.2 37 6,800 | 28.4 8 6 122 12 0.9
Lo | Before | 42 14.0 40 8,900 | 19.7 15 9 121 14 0.8
After 425 13.9 40 6,300 | 21.2 14 8 114 16 0.9
|5 | Before | 392 12.3 40 9,000 | 13.4 12 9 126 14 0.8
After 386 12.1 39 6,000 | 12.8 15 10 132 16 0.9
Jg | Before | 351 10.5 33 19,600 | 22.4 15 13 161 9 0.7
After 283 8.9 31 6,30 | 29.6 13 11 138 8 0.8
Before | 448 13.6 | 42.8 | 10,600 14 7 9 0.7
17 T
After 420 12.5 40.0 6400 | VT 12 8 NT 8 0.7
Bef
18 A;ere NT. | NT. | NT. | NT. | NT. | NT. | NT. | NT. | NT. | NT.
Before
19 NT. | NT. | NT. | NT. | NT. | NT. | NT. | NT. | NT. | NT.
After
Bef
20 A?t::e NT. | NT. | NT. | NT. | NT. | NT. | NT. | NT. | NT. | NT.

N.T. ! not tested
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wHEL, Lnd Peptostreptococcus o MIC v — 7 fE
20 0.39 ug/ml THAHZ EMNEREh 3,

ERREIC oW TE, ERARIRRPIES L ORKE
e LT, BIFRERE, MEFRE BLAL
2 TRty vARC Y AR AEFREELRAER TS
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WHT ENTE B,
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W, ERABSIRIC R 5 EE M SR E I B
Ptz TETED, L LA, ARBEIEELS
BERBIENSE L5 ThD, ZDlcdd, —REIRA &
LTORANEAREELMNEY LD T34, Z0F
B, T-3262 1%, Zh¥ COERELEETS L,
ERAHBFECRT 2HRA%LESH LD EEEI NI,

VI. & ¥ U

HFLOVEY FyarXvBREA, T-3262 o\
TERABBRER TR 2TV, UTOEEYEB,

BROBECK LU, 77 ABHE, BHE %5
HEI L, BhIiciEEEER L, £D MICy 1%
0.05~25 pg/ml TH - foo

150 mg R EHROMBEFRED L — 7 {#EIX 0.55+
0.31 pg/ml A B HH T,

RepHEft R 8 BERAIPIIC 16.8+3.8% HIEE b AT,

MEBAMKPANTIZ1E 150mg £ 5 T, FE 0.58~
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BASIC AND CLINICAL EVALUATION OF T-3262
IN OBSTETRICS AND GYNECOLOGY

Nankun Cho

Department of Obstetrics and Gynecology, School of Medicine,
Showa University
1-5-8 Hatanodai, Shinagawa-ku, Tokyo 142, Japan

Kanco Fukunaca

Department of Obstetrics and Gynecology, International
Goodwill Hospital

Katsuakr Kunn
Kunii Hospital
Koicur DecucHI

Tokyo Clinical Research Center

A newly developed synthetic pyridone-carboxilic acid antibacterial agent, T-3262, was investigated
for its antibacterial activity, absorption, excretion, tissue penetration and clinical eficacy against obste
tric and gynecological infections, and the following results were obtained.

1) Antibacterial activity : the MICs of T-3262 for 355 strains of 18 species of clinical isolates from
the obstetric and gynecological feild were examined and compared with those of ofloxacin, norfloxa-
cin, ciprofloxacin and ampicillin. The MICg of T-3262 for Gram-positive bacteria was 0.2-3.13
pg/ml, for Gram-negative bacteria 0.05-25 p#g/ml, and for anaerobic bacteria 1.56-3.13 pg/ml. The
drug manifested stronger antibacterial activity against most of the causative organisms than did
other drugs.

2) Absorption and excretion : the serum concentration of the drug reached a peak level of 0.55+
0.31 pg/ml at 4h and 0.2140.11 pg/ml at 8h after oral administration of 150 mg, and 16.8+3.8%
of the drug was excreted into urine within 8 h.

3) Tissue penetration : tissue penetration of the drug into the intrapelvic genital organs was found
to be good, the peak level in uterine arterial serum being 0.81 ug/ml and in tissue 0.58-0.98 pg/g
after oral administration of 150 mg.

4) Clinical results: T-3262 was given to 20 patients with obstetric and gynecological infections
at a daily dose of 150-450 mg, and 100% clinical efficacy and 94.7% bacteriological response were
obtained.

No side effect was observed.

From these findings, we consider T-3262 to be a useful antibacterial agent in obstetric and gyneco-
logical infections.



