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Fig.1. Chemical structure of T-3262.
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BREEREEE 10 Bk & B AIAMER BURRYE B R DR IR %
BERRD 5 b, Staphylococcus aureus (S. aureus) 23 ¥,
Streptococcus pneumoniae (S.pneumoniae) 22 4,
Proteus mirabilis (P.mirabilis) 14 #k, Pseudomonas
aeruginosa (P.aeruginosa) Tk, Ot 76 HRizoOW
THARCEREELSEERY ¥ Lo/ EBHEIEE
E (MIC) %#IE Lico

BRI T 5B L Table 1 iZR LcT &1
T S. aureus 209 PJ-2 3 0.025 pg/ml, S. aureus TERa-
JIMa % 0. 025 pg/ml, Micrococcus luteus ATCC 9341 (1.
1.56 pg/ml, Bacillus subtilis ATCC 6633 (¥ 0.025 pg/
ml, Escherichia coli (E.coli) NIHJ-2 i1 0. 025 pg/ml,
E.coli ATCC 39188 % 0.025 ug/ml, P.mirabilis IFO
3849 % 0.20 ug/ml, Proteus vulgaris 0X-19 (1 0. 025
pg/ml, Morganella morganii IFO 3848 3. 0.025 pg/
ml, P.aeruginosa NCTC 10490 i1 0.10 pg/ml THRE %
FHIE L, T-3262 (3xBIETH % ofloxacin (OFLX),
enoxacin (ENX) X h# L EBRAHEIER L
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Table 1. Antibacterial spectrum of T-3262,
OFLX and ENX

Organism T-3262 | OFLX | ENX
S. aureus 209 PJ-2 0.025 | 0.20 0.39
S. aureus TERAJIMA 0.025 0.39 1.56
M. luteus ATCC 9341 1.56 1.56 12.5
B. subtilis ATCC 6633 0.025 | 0.10 0.10
E. coli NIHJ-2 0.025 | 0.025 0.05
E. coli ATCC 39188 0.025 | 0.025 0.025
P. mirabilis IFO 3849 0.20 0.39 0.39
P. vulgaris OX-19 0.025 | 0.025 0.10
M. morganii IFO 3848 0.025 | 0.025 0.05
P. aeruginosa NCTC10490| 0.10 0.39 0.20

Inoculum size : 10® cells/ml
* OFLX : ofloxacin, ENX : enoxacin
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Fig.2. Sensitivity distribution of Staphylococcus
aureus to T-3262, OFLX and ENX (108 cells/
ml).
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ENX izlbNT 4B E Bh T (Fig.4), P.aeru-
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Fig.3. Sensitivity distribution of Streptococcus
pneumoniae to T-3262, OFLX and ENX (108
cells/ml).

0, .
(14) (14 strains) gy _

0[‘ .
TWOFLX r
801 / /

60 / /

40

—
—.

200 /
[ 7
0

P T S S B’
0.20 0.39 0.78 1.5 3.13 6.25 12.5 % 5‘0 zlll}O»’ug"ml)

L e
<0.025 0. 10
T-3262] 11 1
OFLX 14
ENX 1 12 1
“OFLX:ofloxacin. ENX:enoxacin

5 0.

Fig. 4. Sensitivity distribution of Proteus mira-
bilis to T-3262, OFLX and ENX(108 cells/ml).
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Fig.5. Sensitivity distribution of Pseudomonas
aeruginosa to T-3262, OFLX and ENX (108
cells/ml).
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B @Eofs L 40 £5~180 KB O nERY% LA
HEAGPIEE FRFBE mEFRE %Y bioassay
THE Lo T, E coli Kp BREBEH & LI
sz (3 Heart infusion #f#aa AL, <—-—7
AR LD RIE T > 7o fERIX Table2 DT &<
<% b, Case No.1 %R\ T 70~92 SHIZE W THE
BbBM P2 0.15~0. 35 pglg, MiE-PEREERO0.135
~0.45 ug/ml TH H, 78 S\ T EFEREEER
MR 0.1pg/g AT, MmEHEEX 0.039 pg/ml L]
FTThoto Elo, BRPADBTIZ 120 S KT
i 0.078 pg/ml, MiER 0.26 pg/ml, 180 HEick
WCIERS 0.039 pg/ml LUF, M 0.81 ug/ml &
WHRRTH - o
III. B K & &

1. N&ERIOFHE

FRRGEH IR ORRIERE 57 AR L Lico &
ORFIL, ESHBMEFEX 65, 1B BERELR
HREIE 22 fI, SHREERKL 11 6, SMEEE%
16, SIS 10 6, SHEIRELSHEHEES
B, B@m20THh, TOWBELY Table 3 1mLic, &£
WAL 13 BE~87 ¥ T TSN 42.7 ORI
EH 24 B, Kl 3B AITH -7 BERRIVRE
FrizAKI 16 150mg %1 H 2~ 3[E, 3 300 mg~
$S0mg DR NHE THREHMIT 4~15 B TH b RiRS
B2 1.2~6.45g TH o foo FERZI R, BRUEER D
BBiL ESEED B OB £ 4B
#ﬂ% LfCo

2. B &

O HEFEGKEZE (Table 4)

LSBT 100%, 12ME(C BRERE 5 20
EfE 77.3%, SMEREYE Rk 100%, Sk I
100%, &fEIAREss 90.0%, BHEEIAIES BIEHELE
60.0%, E4 100% OEMRBI, KEERRL
%) 23 fl, Hxh 26 G, LEL30 EXHSHIT,
25 BB R ICB RIS 86.0% TH -1

@ SrEEEBERRZIE (Table 5)

S. aureus 13 23 L FZABRECKE I N, ZTOBEL
it 87.0% T, ¥ 7= Staphylococcus epidermidis % 5
e X 80.0% DEREXEI, Staphylococcus
sp. 1, Streptococcus pyogenes (S.pyogenes) 5 i,
S. pneumoniae 4 5, Streptococcus sp. 2 fjl, Coryne-
bacterium sp. 2 flix\Thb 100% OFHETHY,
75 ABHHEEET 90.5% DBEHETH 1o /7 A
FatE g Tt P. aeruginosa M3 FRHEEhZER 206, B
%1 G TERE 100% TH b, ¥ i Klebsiellasp. 3
B, 100% OBEZHETH - too F D DOIEFELERE 5
Bl 40.0% D EHETHY, 77 rBEEEEATE
69.2% DOBHHEBTH » oo IR L Propionibacte-
rium acnes (P. acnes) » 2 Gl S hBE%h 1 6, &EZh1
BIT 50.0% DHEZERTH - o

LEE LT, 77 2BEEY 42 fl, 77 sRBHE
13 fl, eSS 2 B TR 57 B TRIE I hER) 23
B, H#h 25 fl, 2LBEFH5H EB6HITEHRIL
84.2% L@\ ERNELRI,

® HME¥HZRE (Table 6)

75 hPEMEE T, S. aureus, S.pyogenes, S.pneu-
moniae (XTI LETHREIh, 77 2BEELHET
1% 100% DPERTH -l —FH, 77 2BEE TR,

Table 2. Concentration of T-3262 in serum, tissue and otorrhea

Case B(?dy Sampling Corcentration (uzg/ml or g)
N Name Age Sex weight | | in)
0 (kg) time(min Serum Tissue or otorrhea
1 S.M. 23 F 45 38 <0.039 | <0.1 (Tonsil)
2 H.I. 34 M 64 92 0.45 0.35 (Tonsil)
3 M.T. 25 F 52 78 0.205 0.24 (Tonsil)
90 0.135 —
4 D.M. 28 M 59.5 70 — 0.18 (R-tonsil)
80 - 0.15 (L-tonsil)
5 T.K. 47 M 62 78 <0.039 | <0.1 (Maxillary sinus)
6 S.T. 43 M 64 120 0.26 0.078 (Otorrhea)
7 F.M. 53 F 48 180 0.81 | <0.039 (Otorrhea)

(T-3262 : 150 mg, p.o., fasting)
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Table 4. Clinical response of T-3262

Diagnosis Excellent Good Fair Poor Total Efficacy rate (%)
Acute. 4 2 6 100
Otitis media f:i;i:aizm" 10 7 2 3 2 77.3
Sub-total 14 9 2 3 28 82.1
Tonsillifis 5 6 11 100
Pharyngitis 1 » 1 100
Acute 3 6 1 10 90.0
el Froee : | s | e
Sub-total 3 9 1 2 15 80.0
Otofuruncle 1 1 2 100
Total 23 26 3 5 57 86.0

Table 5. Clinical efficacy classified by pattern of organisins

. Effi t
Organisms No _Of Excellent Good Fair Poor lca:y rate
strains (%)
S. aureus 23 8 12 1 2 87.0
S. epidermidis 5 2 2 1 80.0
Staphylococcus sp. 1 1 100
G S. pyogenes 5 3 2 100
(+) S. pneumoniae 4 1 3 100
Streptococcus sp. 2 2 100
Corynebacterium sp. 2 1 1 100
Sub-total 42 17 21 1 3 90.5
Klebsiella sp. 3 3 100
E. cloacae 1 1 100
G | P mirabilis 1 1 0
(=) P. aeruginosa 3 2 1 100
NFGNR 5 1 2 40.0
Sub-total 13 5 4 2 2 69.2
P. acnes 2 1 1 50.0
Total 57 23 25 3 6 84.2

P.aeruginosa, Kiebsiella sp., E.cloacae, P.mirabilis Bl 4T 94.3% OBVEMNEEEREYR LY.

BRI NTRE S hiont, FFREMRER S b 2 o2 3. ElffFA

DHERTH Y, 77 sattELtkE LT 76.9% D%k LIEQI 57 G 7s A B2 DEIFRAAREE Licd D1t 4
RBTh o 1o MEHBE IOV T P. acnes 2 iz Th PITEDRBRRIL 7.0% T -1 IED 8 THKE, FEF
YK Lico £fk& LT 57 #h, % 50, 43, R 21 TRE, EG 34 TEF, EB 40 TT 7 2 EOAK



CHEMOTHERAPY

1388 DEC. 1988
Table 6. Bacteriological response of T-3262
Organisms No. .Of Eradicated Persisted Unknown Eliminated

: strains (%)
S. aureus 23 21 2 - 100
S. epidermidis 5 4 1 100
Staphylococcus sp. 1 1 100
G S. pyogenes 5 5 100
(+) S. pneumoniae 4 4 100
Streptococcus sp. 2 2 100
Corynebacterium sp. 2 1 1 © 100
Sub-total 42 38 4 100
Klebsiella sp. 3 3 100
E. cloacae 1 1 100
G P. mirabilis 1 1 - 100
(—) P. aeruginosa 3 3 100

NFGNR 5 2 3 - 40.0

Sub-total 13 10 3 76.9
P. acnes 2 2 ' 100

Total 57 50 3 4 94.3

BELIIN, WIFhLBRETH h BHEIMEATEETD
- 1o
Iv. # ®

T-3262 3FH LS AR Ehic €Y Fvh AR VvEERE
HEIThHD, HBEARZ b5 2AKEET 772k
BORHT 77 aEECH LTLEWIENEE L
Tkh, TBMKEREZD LTY Ehefil@hE2RT?
EZINT B, SEIDE A DFETLEEIRIBED S. au-
reus 23 ¥k MIC o v — 713 <0.025 pg/ml TH b,
D =a—%/r v RERIERTH 5 OFLX 12~
T4%E, ENX L5 BRERCHEN LR L, S
pneumoniae 22 FRIZxF LTIt MIC ov— 273 0.20
pg/ml iz b OFLX iott L 3%, ENX ioH L4 BB E
RIcB AR UTso P.mirabilis 14 #iz <0.025 pg/ml
T — 27 %8S OFLX L 2%, ENX whL4%®
BER T\ I %7 P.aeruginosa THIZN LTI, +
DE— 7B 0.05 % L 0.20 pg/ml 12388, OFLX,
ENX 2l L3BFRENHBMA R Lico U X 5,
AF B AEER FIRRMEOFERAE TH 5 S. au-
reus, S.pneumoniae ig & D 75 K BEE SO P
aevuginosa, P.mirvabilis }c ¥ D 75 sn[EHEIZX L
TLEVHEIY R L, BRECERCBERSDRV R
INbo

EGAMTTRE 1L Table 2 TR L2 &< 70~92
DB TIE 0. 135~0. 45 pg/ml, Rtk 0. 15~

0.35 pglg THERBEE LIZITRALH, 22 L0 5HE
THhH MR YUBETRN LichD =2 —+/ v vHIT
7ti>H ENX?®, OFLX* LiziZRABEDOERETH -1
FERREBRTI 1 AORICHET I A e SR RE S
IUHEBARE LD RABTETH » 1o ¥ LERFE
fTE2WTi 2 AT E N, 1 AIOXRETETHD,
120 Sy 3\ TEIRFIBE 0. 078 pg/ml, M 0.26
pg/ml TH o1z, BIBEERIKS L OERFBTIROWT
BESBREAREZHEL LT o eRN2ERALEND S
A5,

B AMRGER BUREIIE 57 flicstT 5 AF OBEKSE
PRELILC A, ER) 23 6, BR 26 fl, REY
30l %5 Ol TER LB R BRI 86.0%
TH Y, AREE LTRIEHTER IR LR LI,
TR EBBTE L &b AR MIC AR
BRI LURBEBRLTWBZ Ltk b LBbhb,
HicsE TROFITILE#E L IR T P aeruginosa
2 S. aureus W UiciB i (LIBMERE K LRI MR I
% LCEBRIEERE L S 5 - LN TESEOBRKE
BIZRKWCH/EIN D LA TH D,

7o, HESFMRRICOVTAR D & B AREHHRIC
4\ S. aureus, S.pyogenes, S.pneumoniae iZ¥k\ Tk
WFhd FTRTCREIR 75 ABMES AT 1007
DBRERTH » 7o & Bic P.aeruginosa % Klebsiella
sp. bTRTREIN, 75 AGKELETIE 76.9%
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LEVBREREYTRL, 77 ABEELS 7T ARKE
o TEBRIHEAEZE LTV B L ¥ BfIT B &R
nELR. M, SEOBEHCE T Haemophilus in-
fluenzae H\EH I hichy - 7S, ElBREK LR 525
OBREELEL, FECHLTHHEVHENYRT I &
poBEWERE I TE 5 LBbh B,
ZLMICDWTIZLIED] 57 Flio - THET Licai 4
gl (7.0%) CEIWERLEZ OhBERDORBELRALR
foo FORRIEE 2, ERFIOT7 7 2EO0R%
THh, WThd—BEOBRELL O TREYFIETS
BEDL D Thholce Lichio TREMIZD VLTI
BEREFRIEL BDORT, ROEH &Rk
EEAHLEIVWEEbRh B,
DEDRBRBET 5 & T-3262 (3 FBIRGEEHEIR D

RPE T3 LTED TRWIERD R R LB 2E A
FARNEATHD L EL DN %,

X 18

1) # 34 HERLCEREELAHAEALITRSE, FE
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2) MIC JIEBEHRITERAL B REHILEE
(MIC) RIEEFHRETIZ 2\ Ty Chemotherapy
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3) BBBE, fi (43 KR EAMGAEREER
REE w4 5 AT-2266 o Fg K 3F {fi, Chemo-
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LABORATORY AND CLINICAL STUDIES ON T-3262 IN
OTORHINOLARYNGOLOGICAL INFECTIONS

Takeniro KosavasHi, Suunkicur Basa, Kenji Suvzuki,

Junicuiro Suimapa and Kaoru Sovano

Department of Otorhinolaryngology, School of Medicine, Nagoya City University
1 Kawazumi, Mizuho-machi, Mizuho-ku, Nagoya-shi 467, Japan

Takesur Maruo and Haruvo Ito

Department of Otorhinolaryngology, Showa Hospital

From our laboratory and clinical studies on T-3262 in otorhinolaryngological infections, we obtained

the following results.

1) Activity of T-3262 was measured by the plate dilution method on 66 strains isolated from patho-

logical specimens of patients with infectious desease in our clinic.

The peaks of MICs were=0.025

pg/ml for Staphylococcus aureus (23 strains), 0.20 ug/ml for Streptococcus pneumonia (22 strains),
=0.025 pg/ml for Proteus mirabilis (14 strains) and 0.05 and 0.20 gg/ml for Psexdomonas aeruginosa
(7 strains).

2) The transfer of T-3262 to body fluids and tissues were investigated. The concentration of
T-3262 at a dose of 150 mg was 0.15-0. 35 (g/g in palatine tonsil, 0.135-0.45 pg/ml in serum (70-92
min after), 0.078 pg/ml in aural secretion, and 0. 26 pg/ml in serum (120 min after).

3) T-3262 was used clinically in 57 cases with ear, nose, and throat infections, and its efficacy
rate was 86.0%.

4) Side effects were found in 4(7.0%) of 57 cases.
aphthous stomatitis were observed in one case each.

Loose stool, eruption, constipation, and



