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Fig.1. Chemical structure of T-3262.
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- - - B I EOBRREBELHBL Lico 1121, €V Fyans
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5% | £ | E|E| £ 2 2 @hH
& . e “a = = AL LT, T-3262 o 150mg 4% 1@ 151 H
2 i 2@, FREEDHRS L, 7k, ERCELT, 150
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Table 2. Clinical summary of T-3262 treatment

Clinical effect .
£ :
Diagnosis Cases E fxca:; rate
Excellent Good Fair Poor (%)
Acute otitis media 5 2 1 1 1 60.0
Acute otitis externa 2 1 1 50.0
Acute sinusitis 6 2 100
Acute tonsillitis 12 9 3 100
Sub total 25 14 8 2 1 88.0
Chronic otitis media (a.e.) 8 5 1 1 1 75.0
Chronic sinusitis 1 1
Chronic sinusitis (a.e.) 1 1
Chronic tonsillitis (a.e.) 3 1 1 1 66.7
Sub total 13 6 2 3 2 61.5
Total 38 20 10 5 3 78.9
a.e. . acute exacerbation
Table 3. Bacteriolugical response to T-3262 treatment
. Effect Efficacy rate
Organisms Cases (%)
Eliminated | Replaced Reduced | Unchanged| Unknown 0
Monoorganism
Staphylococcus aureus 10 8 2
Staphylococcus epidermidis 1 1
Streptococcus pyogenes 2 1 1
Streptococcus anginosus 1 1
Enterococcus faecalis 1 1
Escherichia coli 1 1
Klebsiella pneumoniac 1 1
Haemophilus influenzae 1 1
Acinetobacter calcoaceticus 1 1
Achromobacter xylosoxidans 2 2
Pseudomonas aeruginosa 3 3
Pscudomonas sp. 1 1
Sub total 25 14 2 9 87.5
Multiorganisms 9 5 1 3 83.3
Total 34 19 1 2 12 8.4

TTFH 2.61g TH-T0

Table 2 ZEBFIBRBE LT LI DTH D, A
FEEBETR 250, E140, ARH8L, LLHEL2
B, E&H1HIT, 88.0% DEMEINEDLNI, Ei,
G REOEUMERCIL 1204, EH6H, HFLH2
B, =oHZ206, 20T, BFRHRIL 66.7% TH
o1e EIBEEE LG (BHBIALR) T, 20F

OB TH - 7o MEFAYRSL Table 3 KR T&
hThro Tihbb, 38 i, BEAETHD4ALER
X, 34GITIE, BMERH 25 6, BARKD IATH
stc, BIRBRZGI T S aureus »3, 10F LRSS,
WNT P.aeruginosa 3§, Achromobacter 24,
Streptococcus pyogenes 25, Staphylococcus epide-
rmidis, Streptococcus anginosus, E.faecalis, E.
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Table 4. Tissue and serum level of T-3262
Case Dose Time after Tissue Concentration Tissue/Serum
No. (mg) administration Serum (ug/ml) Tissue (ug/g) ratio
1 150 1h 30min 0.33 0.55 1.67
2 150 2h 0.12 0.13 1.08
3 150 2h <0.039 <0.1 -
4 150 2h 0.4 0.73 1.83
5 150 2h 15min 0.33 0.63 1.91
6 150 2h 30min 0.37 0.7 1.89
7 150 2h 55min 0.31 0.53 1.71
8 150 3h 0.38 0.65 1.71
9 150 3h 0.27 0.42 1.56
10 150 3h <0.039 0.17 -
11 150 3h Tonsil n.t. 0.44 -
12 150 3h n.t. 0.37 -
13 150 3h 0.275 n.t. -
14 150 3h 20min 0.4 0.6 1.50
15 150 3h 20min 0.3 0.55 1.83
16 150 3h 25min 0.31 0.5 1.61
17 150 3h 30min 0.41 n.t. -
18 150 3h 50min 0.48 0.90 1.86
19 150 4h 0.18 0.29 1.61
20 150 4h 5min 0.54 0.85 1.57
21 150 4h 30min 0.19 0.32 1.68
22 150 1h 30min <0.039 <0.1 -
23 150 1h 40 min 0.24 0.34 1.42
24 150 1h 50min <0.039 <0.4 -
25 150 2h Maxillary mucosa <0.039 <0.1 -
26 150 3h <0.039 <0.1 -
27 150 3h 0.4 0.35 0.80
28 150 3h 10 min 0.35 0.39 1.11

nt. . not tested

coli, K.pneumoniae, H.influenzae, Acinetobacter
calcoacelicus, Pseudomonas sp. B FrhFh 13>
RdbNt, MELHDHETIL, BHRLH T EHlE
BB, TE26), RBIFIT, BOBER (Hk+
EXR) 13 87.5% Thots i, BARRMTIL,
HES B, BHA16), TEB3HT, HEEL 83.3%
Thoto B, BATMELSHL, BHKARIL86.4%
Thot,

BIfFRCBI LTz, 18lckWT, BERCRERRD
Te (case 13), Zhix, AFIORMABAAL Y 7 B BICHT
WO—Mic Rt Ui, HERFELTRELLL A,
CORBILER THE L, WEEFILE LML
BYLBEL Lighote, i, BRBREBEOWTY,
BEOR% CRIE L 9 Blick\ TAFICERT 5 L%

2 bhBREBIELSBD ORI -1,

III. A # & 8 5
1. HERIUVHE
FHir BENC YR CARMBEZF T -BIRIER T Fl &
bk 21 IO ABE 28 BextZ & Lic, fMTRTZMERE
iz, T-3262 » 150mg $F 1 &R AKE L, BEEHEDH
1.5~4.5 BRI D ZERBED 5 W X ETRREEB AR L
Too FRRBRCRIEEBIRY ORRIM L THfk & Lic, 3
FIBEORE Y, E.coli Kp %h¥BREHEET D 74 A
7T & B BAEWFERRIE L T » oo
2. B &
WA D iz s T-3262 iEE o JIELS B
Table 4 1IR3 H TH B, “hHDOEHEMEL X LD
Licohrxhth Fig 2, Fig3 TthHs, nERKk~D
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0 1 Py & & Il 1
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Time after administration(hrs.)
Fig. 2. Serum concentration of T-3262 (150 mg, p.o.).
e tonsil(n=15)
‘ & maxillary mucosa(n=3)
(%)
£ 2001
= [ ] [ ]
-7 ) i [ 1] °
o ] . L]
7 150F L e
z a
z . a
R [
p N
£ 50+
i3
0 1 1 1 1 1
1.0 2.0 3.0 4.0 5.0
Time after administration(hrs.)
Fig. 3. Tissue vs. serum transfer ratio of T-3262.

BATIRENIZBE LTI 21 Blim > THRE Licas, i/
B OMTATREL 15 B Ti, 5% 1B 3006 4
BT 30 %% o Ml iE L 0.12~0.54 ug/ml TH
St L, MBEMEE N, 0.13~0.90 ug/g LB
xR L, A /MmiEktkis 1.08~1.91, ¥y 1.67 &
B TRIFABITRER LI,

LEERARECE LT, TR OWTHRE Lichs, &
B/ Mg OMITETRE S 3 I Tl MLiE Ly, 0.24~
0.44 pg/ml TH bH, HBELAIBEL 0.34~0.39 ug/g T
Hi/MiELT 0.80~1.42 &, 2L hBVWBITRNE
bht: (Fig 3), mihoEE >\ Tix Fig 2 1R
T LB I~ ABEic - 7 FET A LN
Fdbht,

Iv. # %
Y Ny AL EVEET O AKTE R 3, Pipemidic

acid #RFELTHrELLT 7 5 afettFicoAENL
HWEER YR+ /1 —7 &, Norfloxacin (NFLX) #i3
LdET 377 2BHERY 7S 2AREBEORGHL
TERTHEHETRT 70 — 727 b h 59, 46,
BaHEERI(F A Lic T-3262 L, RZICBTAHLVE
BRAERITH Do T MEER SRR IR O RRPIE DRE
B2, (LEmERIOES L, hie b BRENEL
Loobh s o ENEBRT B, i Th, BIERRE
R B, BIBEEYD ETLRED ST LBEENS
R—X7 ., 7ERTETWBY, ZOBLEROFTH
RAEA ORI TNEBEIFATHY, BLVHEA
R LT AREL, PAEWE EOREMENRL, 22
FRRETHHEVIFENLELE IR TV Do
T-3262 1% in vitro DM T, fE¥ o NFLX, Oflo-
xacin (OFLX), Ciprofloxacin (CPFX) #c¥Xhb7
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Table 5. MICs of T-3262 and other agents against isolated organisms

Case Isolated organisms MIC (ug/mi)

No. T-3262 NFLX OFLX ENX
1 Pseudomonas aeruginosa 0.2 0.39 1.56 0.78
2 Streptococcus equisimilis 0.2 3.13 *1.56 6.25

Streptococcus constellatus 0.2 6.25 3.13 6.25
3 Achromobacter xylosoxidans 12.5 100 25 25
4 Staphylococcus aureus 0.05 0.78 0.2 0.78
5 Staphylococcus aureus 0.05 1.56 0.39 1.56
6 Staphylococcus aureus 0.05 1.56 0.39 1.56
7 Pseudomonas aeruginosa 0.39 1.56 1.56 1.56
8 Staphylococcus aureus 0.05 0.39 0.2 0.78
9 Staphylococcus aureus 0.05 1.56 0.39 1.56

10 Achromobacter xylosoxidans 3.13 25 6.25 12.5
11 Staphylococcus aureus 0.05 1.56 0.39 1.56
12 Staphylococcus aureus n.t. n.t. nt. n.t.
13 Escherichia coli 0.05 0.1 0.05 0.1
14 Pseudomonas aeruginosa 0.39 0.78 0.78 0.39
15 Staphylococcus epidermidis n.t. n.t. n.t. n.t.
16 Streptococcus anginosus 0.2 3.13 1.56 6.25
17 N.F.

18 Enterococcus faecalis 0.78 6.25 6.25 25
19 Unknown
20 Staphylococcus aureus 0.05 3.13 0.78 1.56
21 Enterobacter cloacae 0.05 0.05 0.05 0.1

Staphylococcus aureus 0.05 1.56 0.39 1.56

22 Haemophilus influenzae =0.00625 0.05 0.025 0.1
23 Unknown
24 Streptococcus pyogenes 0.1 1.56 0.78 3.13
25 Streptococcus pyogenes 0.2 3.13 0.78 3.13

Staphylococcus aureus 0.05 3.13 0.39 3.13
Streptococcus constellatus 0.78 50 12.5 >100

26 Klebsiella pneumoniae 0.1 0.2 0.2 0.1

27 Streptococcus pyogenes 0.2 1.56 1.56 3.13
Staphylococcus aureus 0.39 1.56 0.78 1.56

28 Streptococcus pyogenes 0.39 6.25 1.56 25
Streptococcus equinus 0.2 12.5 6.25 50

29 Staphylococcus aureus 0.05 3.13 0.78 1.56

30 Pseudomonas putida 0.2 0.39 0.78 0.2
Klebsiella pneumoniae 0.05 0.05 0.1 0.05

31 Acinetobacter calcoaceticus 0.05 6.25 0.2 1.56
Xanthomonas maltophilia 1.56 50 3.13 25
Pseudomonas putida 0.1 0.2 0.2 0.2

32 Serratia marcescens 0.2 0.1 0.2 0.2
Pseudomonas fluorescens 0.1 1.56 0.78 0.78

33 Streptococcus pyogenes 0.05 1.56 0.7 3.13
34 N.F.

35 Staphylococcus aureus 0.1 1.56 0.39 1.56
36 Acinetobacter calcoaceticus 0.39 0.39 0.39 0.78

Enterococcus faecalis 0.78 3.13 3.13 25

37 Pseudomonas sp. n.t. n.t. n.t. nt

38 Acinetobacter calcoaceticus 0.05 1.56 0.39 0.39

N.F.: normal flora n.t. . not tested
NFLX @ Norfloxacin, OFLX : Ofloxacin, ENX : Enoxacin

* Inoculum size : 10° cells/ml
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J ABRMERHRSMEE IR LT, BWHENRRTEE
NTWBY, BANSEER U o BRic IS hickf s
b osEEIxT 5 T-3262 o MIC #*fliodFRIEA &
HEzLT4LB &, Table5 0k 5 hEEMAEBORI, &
hx Cumulative percentage @ 7'J 712 L b O
Fig.4 T b, T-3262 o in vitro TOHEIIIHE
i, ERAEECI~N, 77 a5, BEOBCPHES
HEOF L IBIELBERCRS LTI IVERTWS L&
zbhab,

T, BEAEAT BT, BICERIRINE ORIE
AH b, FEROFAKRELR T 100 mg 5 TREMSE
FEDS 0.4~1.0 ug/ml BETH B b bY, /NMES
Ak OFLX BT s8H&E D+ T, OFLX 0RIR
iz L-Amoxicillin o zh% k% & B~XTw b9,
¥ 7o, BHE, R mFiEE iz OFLX, Enoxacin(ENX),
CPFX, NFLX on)EIZ{E< 7e 5 i XTu 59, T-3262
DFEL, 150 mg #ETOREMNFIEE L, SEOR
A DBE LB Y Tk 0.54 ug/ml T b, FEREHR
LN, AEL L R R TELERTH 7o ENX
% CPFX 2%, in vitro Ti3, OFLX X b {Ehi-f
BHRTR LMD, in vivo TIHITITRZE DR
LORE vk, £ o RIELHEZRTR T OFLX
CEBIDTHD ELBREIRT W B4, T-3262 0
BLYURA L LB INDD, SEOEKRREY R
HE, BHEBHT 88.0% BUEBEOSHMERT
61.5%, 2TIL 78.9% LBVERREYR LT B,
Zhix, HE0PMESLRLAS D OFLX 2B+ 2 Bk
258, FULELRALSD NFLX 2B+ 25 &" # L
> TED, PIEHOBMEIBILEDOR SR> TEHD
HEFEREVZ LS, Fh, HEBZBITHICO W T
X, SEIOBRE TRmEPRE T 5 8B TRE
Dy, REKTEY 1.67, EHERAKETC 1.11 &,
MEFEREL O IRVCEBRNBELXR LT, 2hbo
FEIARFCAOSN BN CRKECEREE LR
B DEEREAT & b HbeE 2, AHEEK CoORYFEC
T DEBORBRCIAEI RS, X512, $EOK
HEBSOWTBUNERIFRIEDSbRT, Zettomn
bh, FEIEKLES TERALERNDO—DLEL LR
Do b, KADEESEIEGHEARZ b5 4 LES
DIRE, BetkiE L Hbeichs, KAHIIEBWEERTE
TR BUIR OGRS L, H—FIRFD—2 & LTK L
R CE B EKITHD EEX BN D,

Cumulative percent (%)

1 1 1 1 1 1 1 1
MIC(ug/ml) [£0.05{ 0.1 0.2 ]0.39/0.78[1.56[3.136.25[12.5] 25 [ 50 ?1‘00
T-3262 1m)sj9|s]3]1[1{of1]o]ofo
NFLX 3/2 1242 13[7[4[1]1]2]1
OFLX 31116191963 [3[1]1]0]0
ENX 143251531 [5]1]1
NFLX:norfloxacin ~ ENX:enoxacin
OFLX:ofloxacin

Fig. 4. MICs of T-3262 and other agents against
isolated organisms (MIC 10¢ cells/ml).
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We carried out basic and clinical studies on T-3262 in otolaryngological infections. The results
obtained were as follows.

1) In the clinical study, 38 patients were given orally T-3262 tablets, 300 or 450 mg a day after
meals for 3-15 days. In the patients with acute infections, clinical effect was : excellent 14, good 8,
fair 2 and poor 1. The efficacy rate was 88.0%. In the patient with acute exacerbation of chronic
diseases, the clinical effect was : excellent 6, good 2, fair 3, poor 2.

The efficacy rate of the latter group was 61.5%, and the overall efficacy rate was 78.9%.

2) The bacteriological elimination rate was 86.4%. The MICs of T-3262 against isolated organisms
were stronger than those of norfloxacin, ofloxacin and enoxacin.

3) The only side effect was skin rash in one case, and no abnormal laboratory findings were
observed.

4) In the basic study, the serum peak level of T-3262 on oral administration at a dose of 150
mg was 0.54 pg/ml. The ratio of tissue concentration vs. serum in palatine tonsil was 1.66 on
average, and in maxillary mucosa 1.11 on average.



