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RAFERIC T B T-3262 OFEBER, AR

KRAEXR -HEELF -AHBHTF

HR #-AUzHF
FRKFE MR

T-3262 DB A7 k Aid ofloxacin, norfloxacin LI LT, 77 +BHE BEEICES
FEEREYRLT L0 2L WHEHYER L. BRIRD#ED Staphylococcus aureus (S. aureus)
20 #ig 0.05~0.1 ug/ml REHS AR L, 0.05 pug/ml iz 14 £k 70.0% 235 - THH DL
w7t Lo

Pseudomonas aeruginosa (P.aeruginosa) 20 #kix 0.39~1.56 ug/ml 2445 L, 0.78 ug/ml
i 9kk 45.0% b - THMDW%ER L

BERBE R T-3262 base & LT 50mg/kg 1EEN#ES LT, HEAAN4RRHEZC 0.12
ug/ml © peak [ERENBTLTALR, ZDLEDOEMEIL 6.38% TH-lo BEBANL2
B R{E THMEERIZ 0.62~1. 46 uglg, FRPIERIC 0.03~0.92 ug/g or ml OBITREL A LD BT,

EEpEiaBay, IRERZS (9), BRMIBS (1), EHIE (10), MiRigZ% (17), SMHEEL (3), &
HEES (2), BEREES (8), AFEL (6) FIUAKREE (6) Dif 62 fliz2nTThh
foo AKI% 1@ 75mg 7k 150mg 21 H2~3@FAHFE LT EFH 14 AR 40 °FHE
w7, EEH1 OBEN 2 bhic, BXERILET. 1% TH - tco RIMBENEERLE 2 S. aureus (6/8)
75.0%, Staphylococcus epidermidis (15/15) 100%, P.aeruginosa (2/2) 100% DOBEZEH %
Bhico BIFERIL 1 I B R L& LT,

Key words : T-3262, v Fv A+ vEBRAEE, BEE HEN BREGREE

T-3262 3 EIL{L¥ETHE (&) THEMR AL, #HL
WEYV NV ILEVEBRHEYWE Th b, 77 aBiE
B BHEECHLTBEVWHEAR? b, ROEY
FyanfvBARBERAI VDL VWHENEZTT

RHOBRRRECSTHERTAD b, FERAK
bR H T TN L LTRRET
5o

I. £ & 75 %

1 HEAN7 A

PERFEGLAVC, KFIOTE % BARLFRE
FLBiFiIz k) MIC 2JE Lico HEEEL Try-
ptosoy broth = 1 FEHROVEEWREETH 5,

2. BRIRABEEGRCHT 2 EES

BREPERE X Y H B L 7 Staphylococcus aureus
(S. aureus) 20 ¥, 7r &V Pseudomonas aeruginosa
(P. aeruginosa) 20 iz 5T BAFOHE 1%, Wi
Rk LTRIE Lico

3. BRABT

BERRKEE (FE 2.5~3.0kg) AT, FHD
BABTOBBERE Lico AFNC 0.5 A Frtirm

— A%z THhELFAXLT, T-3262 base L LT
50mg/kg #FS5 bV IT—T AL HVEEREBEA
WS Lico HE5BERMNTHTE KK LU MK R L
T, BIEAAB LOCMBRBTRELRNE L 1
BR#s LT 2 REBICEREBE LT BAKNEBE
HRE Lo

BEERIE It Escherichia coli Kp ##&HE L L,
Heart infusion agar () 2BV TR —A—F 4 A
2 X DT Lico BAEDFER K X Ostandard curve
ik 1/15M v vEgEREfdTR (pH 8.0) #H 7o

4. BBKEB

ELRERZ (9), RERRE (1), ZHE (10),
BeiRiRze (17), BiERMEL (3), BEREX (2),

BHFEER (8), AEL (6) S IUEEES (6) ©
62 TH B, ThBHIZHLT, AFlx1E 75mg ¥
7212 150mg, 1R 2HEIERKBIENHZELT, K
REhE & Bethie o EHEt Lo
II. £ B &K &)
1. HEARZ L
Table 1 \Z/RT X 5 Th %,

* TO51 FmmiesTE—&HET 757
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Table 1. Antimicrobial spectrum
10%cfu/ml (ug/ml)
. No. of
Organism . T-3262 NFLX OFLX CPFX
strains
Haemophilus aegypticus 4 0.78 1.56 0.78~1.56 1.56
Moraxella lacunata 7 <0.01 <0.2 0.2 ~0.39| <0.1
Streptococcus pneumoniae 8 0.19~0.39|3.13~6.25| 1.56~6.25 | 0.78~1.56
Corynebacterium diphtheriae 4 0.05~0.78 0.39 0.39 <0.1
Neisseria gonorrhoeae 1 <0.01 <0.2 0.2 <0.1
Streptococcus haemolyticus 2 0.05, 0.19|1.56, 3.13(0.39, 1.56|0.2, 0.78
Streptococcus viridans 2 0.19 1.56, 3.13]0.78, 1.56|0.39, 1.56
Staphylococcus aureus 4 0.05~0.1 |{0.78~1.56(0.2 ~0.78 0.2 ~1.56
Pseudomonas aeruginosa 2 0.39, 0.78(0.78, 1.56|1.56, 6.25|0.2, 0.39
Staphylococcus aureus 209 P 1 0.05 0.78 0.39 0.2
NFLX : norfloxacin OFLX : ofloxacin CPFX : ciprofloxacin
(%) T-3262 OFLX NFLX (%) T-3262 NFLX OFLX
100 ey 100 [
’r
/ [
- ll =
g / 3
¢ r / g
g L ll a
3 v
2 sof / / Z 50
= ! ]
2 r ] [} 2
5 / 5
[SEE / / O
L | y
L /
/
TTC L sl / 1 ! ! 1 1 MIC . .
g/ m|0:025/0.05] 0.1 0.2 /0.39{0.78|1.56/|3.13|6.25| 12.5 ug/mifS0-2(0.39/0.78/1.56|3.1316.25(12.5| 25
. 4] 6 7194
T3262)  J0.0)|(30.0) T-3262 | (35.0)| 45,00 (0.0) .
5 13 1 1 5 8 4
NFLX (50650 5.0 | 5.0) NFLX wo|wolm ool
1 15| 4 6 6
OFLX (5.0)](75.0|(20.0) OFLX (00|60 w0
NFLX:norfloxacin OFLX: ofloxacin ( ):% NFLX: norfloxacin OFLX: ofloxacin ( ):%

Fig. 1. Sensitivity distribution of Staphylococcus
aureus (20 strains, 108 cfu/ml).

Haemophilus aegypticus (4) 0.78 ug/ml, Mora-
xella lacunata (7)<0.01 ug/ml, Streptococcus
pneumoniae (8) 0.19~0.39 ug/ml, Corynebacteri-
um diphtheriae (4) 0.05~0.78 ug/ml,  Neisseria
gonorrhoeae (1) <0.01 ug/ml, Streptococcus hae-
molyticus (2) 0.05, 0.19 ug/ml,  Streptococcus
viridans (2) 0.19 ug/ml, S.aureus (4) 0.05~0.1
ug/ml,  P.aeruginosa (2) 0.39, 0.78 ug/ml, S.
aureus 209P (1) 0.05 ug/ml TH - 71co

7 713 gt 58 © norfloxacin (NFLX)?, ofloxacin
(OFLX)® % J0* ciprofloxacin (CPFX)® L¥HLIL T

Fig. 2. Sensitivity distribution of Pseudomonas
aeruginosa (20 strains, 108 cfu/ml).

75 ARt BB KGHEARZ P ARRL
Too BN TRAMHYOEMT, FHIAT ChTWio

2. BRSMEEKROEAICHT HRZHE

1) S.aureus (Fig.1)

T-3262 o 0.05~0.1 ug/ml CBREMSHLRLT
0.05 ug/ml 1z 14 &, 70.0% 235 - THFDUERL
oo FERsIC#ZE L7 NFLX 3 X0t OFLX 0wt
~Npiz, T-3262 113 HESEE XhELV MIC #ic
B LT, EEREEERRTC ESEbRT.

2) P.aeruginosa (Fig.2)

T-3262 © 0.39~1.56 ug/ml 1A LT, 0.78 xe/
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( Rabbit
Serum T-3262, 50mg/kg p.o.

Aqueous humor
o~
- ~——
- -

-/ \

o
—

0.05

00— %%
.01 v

Hour

Tissue 1 2 4 6 8

Aqueous
humor 0.02 | 0.07 | 0.12 | 0.09 | 0.02

Serum 0.82 1.42 | 1.88 | 0.89 | 0.12
A./S.ratio
(%) 2.44 | 4.93 | 6.38 | 10.1 | 16.7

Fig.3. Aqueous humor and serum
levels of T-3262.

ml HFHDWAH Y 9#k, 45.0% 232 ok HDHTu
foo NFLX, OFLX itlt~R T X h BREFERZHH L
T PEWHENER LIS

3. BABT

BEXT T2 HEIROFHMETH b Lo

D #BEXREE (Fig 3)

FofE% 1 BT 0.02 ug/ml DFIEKABEI A
LHHRT, 2R 0.07 ug/ml, 4 BfS#% 0. 12 ug/
ml 0 peak fEASRI Mtc, LIk 6 BER 0.09 ug/ml, 8
B 0.02 ug/ml OBTREXTH Lico RABRIZHAIE L
MBI, 4 FRRI%IC peak fE 1.88 ug/ml 1z L

T, 8EEMIEIE 0.12 ug/ml TH o120 BIEAKRIEE/
mEREBE (B 13 4 FRI%IL 6.38% THo o

2) BRABNEE (Fiz. o

o5 2 RENCRIE LCIRABKRAIEBE L JHEX
MRk 0.62~1. 46 uglg DBITRERAR &, HBE
> BB > RIS > SR > AR DIR TH - 120 IRERPIFT
HERTix 0.03~0.92 ug/g or ml NALLEDLENT, 78
BRAGIE > TR ERR A S \HRE > B> v v X>RFHO
IBTH o teo MFEEREZ 1.45 ug/ml TH o 120

4. PRIKBUIE

BEix Table 2 125R Lo

EFI 1 ~9 LR 28 T S.aureus, S.epidermidis,
Flavobacterium sp. ie EAMBH S, 28I 75 mg
X2, fdF T 150 mg X2 PfRE LT, 3 flhicELD,
40IER), 2BRLBEHOREENZ bhis, R 10 ik
BRERIEE T AROEREZMAVGERRICS X WK Bk
BRI bht, AF%1H 150 mg 3EER#FE LT, 10
ARIPAMR L TEMEERIERE Lo BIESWOEET
S.aureus PRHE I TV 5,

FEM 11~20 (3ERIETH B, S.aureus, S.epider-
midis 3R T, 1A 6 P.aeruginosa piEH X
nic (FEF 11)o 1 H 75mg 2[EA 34, 150mg 2[E
256, 150 mg 3@EA2HIIiEEIh T, E%3 H,
BT O TLARHULETH > 7o

FEB 21~37 | XRRMRARS T, BEEDW, B LIRS
BTl BEY AR D1, S.epidermidis, Haemop-
hilus haemolyticus, Propionibacterium acnes 7gk
MR I hic, 75 mg 2[EKV 150 mg 2 HE 3[@E, 4
~14 BEOFE T, 3HIIXERD 13 BlicE %), 16
RRBHORM TH - feo FEH 38~40 13 2 HEREBEL T,

( Rabbit eye )
50mg/kg P.0., 2hours
} 2 ug/g or ml
Lid Al.41
Bulbar conjunctiva  PZ222Z2222222222221.05
Extraocular muscle [Z22222222230.68
Cornea v77727222220.62
Sclera Z1.46
Aqueous humor 70.05
Iris and ciliary body PZZZ22222227270.84
Lens 70.038
Vitreous body §0.03
Retina and choroid 7 o rzz0.92
Optic nerve v722220.38
Serum Z31.45

Fig. 4.

Ocular tissue concentration of T-3262.
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S.epidermidis, Pseudomonas sp. hiRHEhtc, £
A smg 2EHEREYD, 200CER 1HIITRAE
BORERTH - 1o

F61 41, 42 XEHFEEL T, BESEE O, EIE
Pk BEMA, Ef R oo RIS W & Acine-
tobacter, Propionibacterium H\EHE XN tc, 75 mg 2
Ei L 150mg 2[E 7 BRE®RE T, 26L& BOERT
BiethehhBhERRONT, EHER L,

ER 43~50 (MEHEREL T BIE WEXD b FXE
ThLBHS WY OFTE 4 LdTco KIS DIES TR
TELMERIT, D WHh B S. aureus, S.epidermidis,
JERFEH, Serratia marcescens (S.marcescens) Iy
ErgE i, 75 mg ¥ 7ot 150 mg % 2 JHE 3 [E#
1T 7~14 B T4 BIHRRIARES & e h BED
KIEA Lo ©Z b 3FITIIBHELD W ORMA 232 b
TRRERHDHETH - feo S. marcescens DIEFILIK
%fﬁ 276

G 51~56 AR TH B, BRMEYFx, AlESR

Bz kPO FAMBERY L & D 1o S.epidermidis,
FEREE L EPREIRT, 16275 mg2[@, Zoft
DIEMIZ 150mg 2 HEI@MEOHEE I, T~10H
Ho®E T2BEZCIER L,

fEBY 57~62 (XABIRIE TH 5. BR WE BES
Watfv, FEEOAEAGRTND E, AECEE R &
BDbhtc, S.aureus, S.epidermidis fr & DIFHIZYP.
aeruginosa 1 1 FliCH X i, 150 mg 2 HZE 3E%
7~14 BREE LT, 3MIAEME 0T ilE
BHLNTES), OZh3FLEHTH -1 P aeru-
ginosa DIER) 59 ik 14 BRI 6.3 g 25 LTED
%.’7?‘ L‘k.o

Pk, £ 62 AloRE—ERRT 5L Table3 0T
EXTH Do EZ 14, HLh 40, RFHT, EH1 O
BT E% BFHEDLETS4FILich, AHEE.1
% Thotoo

R BERIEE B PR b 12>\~ T Table 4 1Z7R Lo
S. aureus 8 B Tit 6§, 75.0% 1=K %, S.epidermidis

Table 4. Clinical effect of T-3262 classified by isolated organisms

Effect
Organism No.
+ + * -

Staphylococcus aureus 8 3 3 2
Staphylococcus epidermidis 15 4 11
Staphylococcus sp. 5 1 1
Gram-positive rod 3 1
Serratia marcescens 1 1
Pseudomonas aeruginosa 2 2
Pseudomonas  sp. 4 1 3
Haemophilus haemolyticus 1 1
Flavobacterium sp. 3 3
Acinetobacter calcoaceticus 1 1
Alcaligenes dentrificans 1 1
Nonfermentative
gram-negative rod 1 1
Propionibacterium acnes 5 2 3
Gram-nggativ{e rod + P 1 1
Propionibacterium acnes

Total 52 14 31 6 1
1 I Excellent + > Good + ! Fair — > Poor
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1x 15 QI B BRI TS - 720 P.aeruginosa 2 it &
YIERH R LT TOMD 75 AGH, BHERCLZ
HEREICIE A L oo S. marcescens O 1 PliCiT4E
%, Pseudomonas sp. 4 flicix 1 BIER) 3HeRe
BLHOBETH - 1o

BElfE L LT 16 (GEGI 12, 33 &% %) 1.6% &
WAL B Wtz 5% RIRMkGEAT 8 TEREERE
L BERTHEIBR L, TOfM7 VAF-RIGTeE
BRED BRI o o

III. = B

LAk, T-3262 #REREAECERIGAT A 0HIT-
Tx bhic KB, IRV Y, RO Y Fvan
F VERRPTEA & HEHRE L Th IV,

L7 7 ~BHE BEECL HBEERYRTC
L NFLX?®, OFLX®, CPFX*% {3+ %4, B
NEKREHOEBTIALRERD Y Vv n AR/ EER
HEHIDRTh o L3 DI W bR, ¥, B
K5 mED S. aureus, P.aeruginosa DOAFNCHT HRE
Ztix NFLX, OFLX izx3 5% X b BREZMIc/s 1
LT\

2 34 @A A CEFEYLTAFTTRE KT 25
EovRreya) oLELHIC X Rl S aureus 816
iz <0.05~>100 pg/ml DRSNS H xR L <0.05
pgl/ ml 2ot o W »t B b, P.oaeruginosa 607 Fkix
<0.05~>100 pg/ml @/ LT, 0.89 ug/ml w437
olupizbhtc, £ LT OFLX, NFLX & hERZH
iz b, FEDORBD ZTRLI LTV,

AHOBRABITIEOWTIE, FHRic T-3262 base &
LT 50mg/kg oL LTHIBEKAIC 4 BfE# 0.12
upg/ml © peak fEARIN, Fitiix 6.38% Th-
Too EITHL E 4 AVERE Lic OFLX® T, & 20
mg/kg ZEnfL LT 2REEIC 0.34 ug/ml DRTEK

RIBE D peak {HL, 8.95% DRFMIEAAL bhTuha,
BERHVHRET A0HIE L ZBTE iRV 23, T-3262
DRTEAA peak Bz OFLX X h k< hThbbhz
BEAAI DX DEDTH -1 BE5 2EMEORAS
WEE X OFLX X hEEX7TEATH - 1,
DX S RIBABTREY OFLX W HRTEEYR
Lich oD, FEHEECXT 258 N2 OFLX o
LHTEEO I W b, BRYGRYHT B LR
¥ELTLOTR RV EEL DR,
PRERHUE o3 B ERIRIRE Tk, A RSEERY
fEw 1B 75mg 74k 150mg, 1 H 2 HZE3EMHBEL
T, £ 62fEQId, ExH14, HZH40, ©XHHT, £
1 DR bRl ARHE 87.1% Tholo
BIfERIZ18l, 1.6% wBBEERLLDLAL,
FEY v RSy AV0LEEFIZ I T, 2899 Efc
Eo#s LT 83.1% DEHENL LA T3, EIfFA
13 3010 fE@I 88 fll, 2.9% ik DL T,
FE L ORBYE T 2 BROFHRTZF A
BUL, BfERRLAECE LTI VERTH 1,
Lk, T-3262 (3, REFOFEY FvarEvBRil
BRI LA BRRYGECK LCERED L) WHERT
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T-3262 had broad spectrum activity similar to that of ofloxacin and norfloxacin, and showed
antibacterial activity against a wide range of Gram-positive and -negative bacteria superior to that
of ofloxacin and norfloxacin. The distribution of sensitivity to 20 strains of clinically isolated Sta-
phylococcus aureus ranged from 0.05-0.10 x#g/ml, with a peak at 0.05 pg/ml (14 strains, 70%).
Twenty strains of Pseudomonas aeruginosa were sensitive to T-3262 at 0.39-1.56 pg/ml, with a
peak at 0.78 pg/ml (9 strains, 45%).

Intraocular penetration was examined after oral administration of 50 mg/kg of T-3262 to white mature
rabbits. The T-3262 levels in aqueous humor reached a peak of 0.12 ug/m] at 4 h after dosing and
the rate of concentrations in aqueous humor to serum was 6.38%. The ocular tissue levels at 2h
after dosing were 0.62-1.46 #g/g in the extraocular and 0.03-0.92 pg/g or ml in the intraocular
tissues.

In the clinical studies, T-3262 was orally administered to a total of 62 patients with blepharitis(9),
lid abscess(1), external hordeolum(10), meibomitis(17), acute conjunctivitis(3), acute dacryocystitis(2),
chronic dacryocystitis(8), keratitis(6) and corneal ulcer(6), at a dose of 150-450 mg b.i.d or t.i.d.

Clinical efficacy in these cases was assessed as excellent in 14, good in 40, fair in 7 and poor in
1, the efficacy rate being 87.1%. When evaluated for each causative organism, the efficacy rate was
75.0%(6/8) for Staphylococcus aureus, 100% (15/15) for Staphylococcus epidermidis and 100% (2/2)
for Pseudomonas aeruginosa.

As for adverse events, stomach discomfort was noted in 1 case.



