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Fig.1. Chemical structure of T-3262.
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Table 1. Serum and tissue levels of T-3262
Dose Tir.ne's afte.r Concentration (#g/ml or g) Transfer ratio (%)
Case administration Tissue/Serum
(mg) (min) Serum Tissue 1ssue/ e
150 130 0.61 1.08 (I-tonsil) 177.0
1 150 N.T. 0.83 (r-tonsil) —
150 180 0.36 0.69 (r-tonsil) 191.7
2 1% 0.34 0.66 (I-tonsil) 194.1
3 300 150 0.43 0.68 (tonsil) 158.1
0.53 (r-nasal polyp) —
4 300 150 NT. 0.5 (l-nasal polyp) —

N.T. ! Not tested

Table 2. Otorrhea levels of T-3262

Case Dose Time after administration Concentration (zg/ml)
(mg) (min)

1 120 0.077
2 120 0.24
3 150 180 0.056
4 360 0.2

5 420 0.32
6 75 480 0.13
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D—BREZR L, ThafgEitdse, #H%ks30,
—HHEE LA, BEXR3G, TEL1H, RBE26TH-
oo —FBHEDIER (No.19) 2, #BEF S. aureus,
Enterobacter agglomerans (E. agglomerans), Alca-
ligenes faecalis (A. faecalis) O 3B HEEI M-
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Table 4. Clinical effect of T-3262 classified by daily dose

. . Daily dose Clinical effect Efficacy rate
Diagnosis . X 9
(mgXtimes) | Excellent | Good Fair Poor (%)
Acute ofiti di 150X2 1 1 1/2 (50.0)
cute otitis media 150X3 3 3/3 (100 )
A bati ¢ 75X3 2 2 1 4/5 ( 80.0)
hcr“te. exi.c:r e 150X2 3 2 | 3/5 (60.0)
chronic otitis media 1503 3 1 4/4 (100 )
Sub total - 12 3 4 15/19 ( 78.9)
Acute paranasal sinusitis 150X3 5 1 6/6 (100 )
Acute. exacerbatnon.of N 150%3 3 1 1 3/5 ( 60.0)
chronic paranasal sinusitis
Sub total - 8 1 1 1 9/11 ( 81.8)
Acute tonsillitis & 150X 2 5 5/5 (100 )
pharyngitis 150%3 3 1 4/4 (100 )
A . 150X2 2 2/2 (100 )
cute otitis externa 150%3 12 7 19/19 (100 )
Total 42 12 1 5 54/60 ( 90.0)

Table 5. Bacteriological response to T-3262

Organisms No. ,Of Eradicated Persisted Unknown
strains (%)

S. aureus 28 25 ( 92.6) 2 1
S. epidermidis 3 3 (100 )
Staphylococcus spp. 7 6 (100 ) 1
S. pyogenes 7 7 (100 )
S. pneumoniae 3 3 (100 )
Streptococcus spp. 2 2 (100 )
Corynebacterium sp. 1 1 (100 )
K. pneumoniae 2 2 (100 )
Enterobacter spp. 3 3 (100 )
P. aeruginosa 9 9 (100 )
Pseudomonas spp. 4 4 (100 )
H. influenzae 1 1 (100 )
NFGNR 4 3 ( 75.0) 1
V. alginolyticus 1 1 (100 )
P. acnes 3 3 (100 )
B. melaninogenicus 1 1 (100 )

Total 79 74 ( 96.1) 3 2

P, 51 E.agglomerans O H {41, fho 2 @ifE ptococcus magnus (P. magnus)+ Propionibacterium
TS LT oo BRREER (No. 18, 29 3 Xt 30) granulosum (P. granulosum), Acinetobacter calcoa-
T3, BERCERER S. aureus, Klebsiella pneu- ceticus (A. calcoaceticus) + Pseudomonas cepacia
moniae (K. pneumoniae), Streptococcus pneumoniae (P. cepacia), P.cepacia \=Fh FhZ Lo

(S. pneumoniae) p I THEEX N, 13 51% Peptostre- SEEEREIL 79 BT, % D& Table 5 ITRL
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to BOBLHWES BT S. aureus 28 HTHY,
KT P aeruginosa 9k, Streptococcus pyogenes
(S.pyogenes) THkTe & TH » 120 £ TOBRERIZ
96.1% TH -1

(3) EIfER

LoD R 1T - 724 61 EFIZ DL TEIFEAER
HHATEN - T

III. % =3

ARG RO F BRI BT 50 BEE OR#
i AHEREL SEBIRIEK T S preumoniae,
Haemophilus influenzae (H.influenzae), S.aureus,
BHEchE L Tt S. aureus, P.aeruginosa, 1B¥EEIHA
W Tk H.influenzae, S.aureus, P.aeruginosa,
Fbhk%, WEMEEEZK T2 S.pyogenes,
anginosus, S.pneumoniae > Streptococcus B
S.aureus®, HE L% TIZ S. aureus,
ORERENEL, Tihbb 75 ABEENS 7T LB
BECE TRSZ &ETH Do NFLX LIRS h o
VALK YBRAEAR Wb b=a—F/ 8 vF
BENBTRTOERAE AR P LOREIRER, *
RRVWIEN & RIFASBTEY o B ARGERHERR
RIEBERBHREYT LTV 5,

SEMFETT - 70 T-3262 13 E b THE@H CBAK X
hicza—F/avEHT, REOEKLY S aureus,
S.pyogenes, S.pneumoniae, Entervococcus 0> 75
LB S L O P.oaeruginosa %0 7 v v $EIEFEE S
7ARBERE T AHE B IR TR 0, LR
BRI ST 2B AUY— B S h 5EH TH 5o

EREMBRN Tz, T-3262 ORMks L CAEAGAL
E L HRPBEY T Lico A% 150 mg % 7213 300 mg
ENBREHO RUHAK PIRE 2 130~195 £ T 0.66~
1.08 uglg %R L, RBEMICk 2 MAFEEICNT 5 H
(2 158.1~194.1% ERIFABTRTR LA, 27 Rk
ROTERDEEE TH S S. pyogenes, S. pneumoniae
x5 MICs 12\ Fhd 0.39 pg/ml) TS 25 5
R LRSI AFI DB 2 A IR S e, AE
MPRE XA H 300 mg #56 150 ST 0.5 35 X0
0.53 uglg TH 1o & OHTIXMAREDNEREN
TEih ool FES v AEC Y 29 T O AF 300 mg
BEROMPBERB» LE2 5L, BEAGKICL M
RELBEREOBENBT LTV S EBbhi, Fil
FREAR 75mg (16]) X0 150mg (56 2
FRICE W TRE Licat, £ oOEIRF15 T2 480 AT
0.183 ug/ml, %% Ti2 120~420 4 T 0.056~0. 32 ug/
ml THote WFhOMTY ARMO M RE L NE
TR 10T, FBICHES v Ho v 20D EM 5

Streptococcus

P. aeruginosa®

HERPBITYEETH L, OFEEDH 10~130% LB
bhfco FERARI VTR DEEEDE S. aureus
wxtd BAK D MICg i3 0.1 ug/ml L{EL, Fi P
aeruginosa Zxf LT% 0.2 ug/ml 2k TH 50% O
BORERMBILT A Enb, dERKH LTS E1A
b il QR E - S Y B i
UEoEBMBRE B ¥ 2 € SEERYCEAR
MER IR D A ERRYVE 61 fliz T-3262 2835 1L, 604l
EDOWCTEEERNT Lico ZBTPELSAITRLHD
REHTHDO PUL T N TEHTH » 7o EZHONT S
aureus BRI T, £AF 150mgx 2E/HAD4 B
G Ic L > THEER - TRIFZE T #HEKIZRWT
% S.aureus PIyEEI i, T-3262 12443 5 MIC (34%
ERMOBEIOWTIRRIE TH 558 EHD S. aureus
Tix 0.1 ug/ml ERFABZMEZRLTADT, 4
REDEP IR BEATH - Bbh B, L
L, #FEIPIEBICES L fosfomycin (R H# &
REFTH 1) bEOTRESZBELZLRT, F4
CLhEBLEENOEZ D L, COBEEZFRPAD
EKHBITHTRRIGOI TRV D EEL DRl BEhE
SBERBL 4 OIS Lo BHPIZ3AIT, 75mg
X 3E/BEEGIA 14, 150mgx 2 @/FHER2 6
TH oo 75 mgXx 3[E/A TRHETE TE B LRSS
o MIC 23 %% Tk 0.05 ug/ml LIF, 4% Tk
0.1 zg/ml <, MIC 0.1 ug/ml 2i—>DFHHED L
ish EEZ bivteo ERHBRFO 16T 0.1 ug/ml
DEoFERPBE ZDONT IV B2, 1EZES L
LTD 75 mg 3B b, 150mgx 2@/H T
DEZHFID 1 G, WEFCHEES L7 S aureus O
MIC 13 0.05 ug/ml LRIFT, #BEHIKEIINSE L
7ens, P.magnus (MIC : 0.39 ug/ml) & P.granulo-
sum (0.2 pg/mD) IWHEZMR LTV oo F 7ok K%
o piperacillin OFBFEIC S L TLHRZRES T
BHYH, OBNTHBMNERTIEN TS > - L Bbn 2,
L5 1B BEE (SHE) »oIhapTt o
D A faecalis W x4 5 MIC 7% 3.18 ug/ml & 35
ETH> 1D TEHTS - 70 & Bbhz, KEM
minocycline DELIZ L D BEHAL It hF LS4k
Ti2 150 mg X3 E/B 5125\ T LMELL OB
DBRDOLN TR Y, ERNHBHLERT L L 0BsE
DR EROERICIIEL TH D EE2 DN,
BIARESZ OV Ti2 e 150 mg x 3 @/ [ #3450 Tk
Lo BHEBIABEAOMIZLBEL EORETS -
ey, MRHEEIBKE S BRI TR k) L s D Hpt
ThERIARED BN, i, BERMOSDEEEIZFh
it K. pneumoniae (MIC : 0.2 ug/ml) & S pneu-
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moniae (MIC 137°83) 2B CHEEIh, WIhi M
Bt A. calcoaceticus + P. cepacia ¥ X U° P.
cepacia R LT oo BIREERIT LR FURRIE
DR TIIEETER T AEFOXDBRETIRES 7S
LELH B, ESHEREA 150 mgx 3 E/H O &#E5
TESLBBEHENEOR D EEX DRI, L, &
PEEE DRBITILE ORE B TRHRERES P BD L
hicnT SHEELELBEORMILELRbhi, &l
BRSO WTRXEFRCOWTLHR L, SERI
BV TRETNEORENTHE TH - ko £ DERIZER
R L AT LT EZHFATERXEFTESEACHEL
TED, 2REHE LCEHATIZ LA LRENAD
nich -1,

Efks s LOMRBALCOWTIIWTR S BBET,
Oflic o W TRRE L, SBEEIL S. pyogenes %D
Streptococcus &> S.aureus, H.influenzae Tk -
Fopt, A 150 mg x 2 [E/H 3 X OF 150 mg X 3 [E/ 5 #
EoLFRizE T BIFRENEORTH D, YK
Bz owTii1E 150mg, 1H2@OHETH FEhic
BRI TE D LB,

HEJD T RS 21 SIIEEIRZD R 2 BRA Lo
DBEE L LT3Rl b S.aureus L P.aeruginosa i
Ehotedd, Zh b oEHCHT X OREMIIREF
T, BERHCSLPEHUEORBETH - oo SEIOR

EREQREAEN 10mgX3E/AHETH 18, B
Bkt L AR 150 mg X2 [E/H THLFES Tl lguh L2
‘A”_&h'ﬁ:o

MEEN DR EIBEOHERTAB L, £ 79 &
W, MR T4HE FRE3 R TAHI2ERT HMEE6.1%
ERWE B LW, BENCAZTLEFDEGHEA
X7 MPALEOCHBENERBRLT, 775 A8, Rt
LS EE TENICHRELTR L, K P aeruginosa
ZoWTh QBTN TAEE Lic,
REMRDOWTIT 61 Bl E Lich, BEIfERRR
D Hied 5 foo

D EDRED S, FHIE BIEERHAR O & BRLE
b LC1E 150mg, 1 H3EOH#ES (RERK X-T
11 H2ETY) RTEARERGESHETE, ¥k
REWOE CL BB IVERIERTH S LEL
bhtc,

b's 3

1) % 34 BIARLFEREFSHRAXINRS, FX
sy Ry a, T-3262, FR, 1987

2) ESRE BELLEOARAEA—\VHY5=
a—% /v v— ERFEGEHER, 2HEBE
(7) : 1386~1391, 1986

3) WAINIE=, B% #:AF%, BERERK4B G
EEEe ) 1 920~922, 1985
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LABORATORY AND CLINICAL STUDIES ON T-3262 IN
OTORHINOLARYNGOLOGY

Snozo Kawamura and Yutaka Fujmakr

Department of Otorhinolaryngology, School of Medicine, Juntendo University
2-1-1 Hongo, Bunkyo-ku, Tokyo 113, Japan

Taxkatsucu ItaBasHI
Department of Otorhinolaryngology, Koto Hospital

Hirosur WATANABE
Department of Otorhinolaryngology, Taketani Hospital

We studied T-3262 for its usefulness in the field of otorhinolaryngology, from the pharmacological
and clinical viewpoints.

1) Pharmacology

After oral administration of 75-300 mg of T-3262, serum, otorrhea and tissue (tonsil and nasal
polyp) concentrations were determined. The otorrhea levels of T-3262 were 0.056-0. 32 ug/ml at 120
-480 min after administration of 75-150 mg. The concentrations of T-3262 at 300 min after admi-
nistration of 300 mg were 0.5-0.53 ug/g in nasal polyp. At 130-195 min after administration of 150-
300 mg, T-3262 levels in tonsil tissue were 0.66-1.08 ug/g and the ratio of tonsil concentration of
T-3262 to its serum level was 177-194 4.

2) Clinical evaluation

T-3262 was administered to 61 patients : 5 with acute otitis media, 14 with acute exacerbation of
chronic otitis media, 6 with acute paranasal sinusitis, 5 with acute exacerbation of chronic paranasal
sinusitis, 7 with acute tonsillitis, 2 with acute pharyngitis and 22 with acute otitis externa. Clinical
efficacy was evaluated in 60 patients and safety was assessed in all 61 cases. The clinical efficacy
rate for each diagnosis was 78.9% in otitis media, 81.8% in paranasal sinusitis, 100% in tonsillitis,
100% in pharyngitis and 100% in otitis externa. Overall clinical efficacy was assessed as excellent
in 42 cases, good in 12, fair in 1 and poor in 5, the efficacy rate being 90.0%.

The bacteriological eradication rate was 96.1% against 79 isolates.

No side effects were observed in any patients.

From the above results, T-3262 was considered to be a'safe drug and useful in otorhinolaryngological
infections.



