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FREEAHERIC R 5 T-2588 DX b U BRI RN

HARZ BRBBE-RKTHRZ-% B A BEM—E
FEBMUKFESTT AERHEHE

AR BE-FPEMX
P A R RPN B2 T A O

T-2588 APV O CHIRIIRN R TRV TROSRE L8,
1) HEH : BRI REKRICNT5 T-2525 © MIC ¥RZB Lick = 5, £ peak it S. aureus
16 ki 6.25 pg/ml, P.mirabilis 13 #kix <0.10ug/ml TH o1z, LML, P.aeruginosa 15

X2k 250 pg/ml %R LRHETH » oo

2) mWFRES IOHEM (DER EFURHBO PIME : T-2588 200 mg BHEHE N5 T,

B 5tk 80 £~200 Wb MEEIS 0. 47 pg/ml~2.27 pg/ml TH b,

DERMKEABAMET

0.18 ug/g~0.61 pg/g, LSRIFFEMIAIMEEIT 1.16 pg/g~1.19pglg TH -1,
3) FEIRAEUK : AR S GURRIE 38 Slicskt LT LBRRBR ORIz, %% 13 41,
% 16 B, ©HEW4 M, EWH5ATHEDRIL 76.3% THoTo

4 EIfFA: 1ARTRANED LR,

T-2588 (Fig.1) REILERERIC L DRI L
Bof=A71r8+7 - aRHEHETDH Y, WEND
BRTh=275—-¥ K X THEBEYRT T-2525
(Fig.2) cimksBEhs, T-2525 12, 75 A[BE
FIV/77 sBBERCH LAKBEOREARAR7 b eh
L, %k o &0 22 BZH 0 &\ Citrobacter,
Enterobacter, Indole [t Proteus % XU Serratia
EHLTLHEHWHENAYEL T 3, ¥ - FEAED
P-lactamase wxt LEWGEH LT TY. 40, REH
DREEE R ZHETEETh, FAREHARC ST 3

Fig.1 Chemical structure of T-2588
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Fig.2 Chemical structure of T-2525
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1. HMEbU

BEMBTR R 6 1k & B MIRMRELRPUER R OBEBRD 5 b,
Staphylococcus aureus 16 ¥k, Proteus mirabilis 13 kk,
Pseudomonas aeruginosa 15 fkizo\~C, BHA{LFERE
FLEREVCKEL, TOR/NREHELRE (MIC) %
FE L, Bt T Ampicillin (ABPC), Cefixime (CFIX)
& HBRET Lo

2. B &

Bk 35 MIC i3 Table 1 iR LicZ &K T
BB HEEREIX 10°cells/ml & Li, 77 ABHERE
T, &FL ABPC iz & 5%, CFIX X b % »
c@hic MIC iRlic, 75 2B B &, E.coli
NIH] JC-2, P.mirabilis IFO 3849 i X U P.aerugi-

Table 1 Antibacterial spectra of T-2525, ABPC

and CFIX

Organism T-2525 | ABPC CFIX
S. aureus FDA 209P 0.78 <0.10 12.5
S. aureus Terajima 0.78 =0.10 12.5
E. coli NIHJ JC-2 0.39 6.25 0.39
P. vulgaris 0X-19 3.13 | >100 0.78
P. mirabilis IFO 3849 <0.10 0.78 | =0.10
P. aeruginosa NCTC 10490 1.56 50 0.78

Inoculum size 10° cells/ml
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Fig. 8 Sensitivity distribution of S.aureus
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Fig. 5 Sensitivity distribution of P. aeruginosa
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Fig. 4 Sensitivity distribution of P. mirabilis

(18 strains)
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1 1 1 1 1 1 1 1 (l#g/lml)
prortC[<0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100
T-25%5 | 13
ABPC 2 5 6
CFIX | 13

1 1 1 1 1 1 {”g/lml) 1 n Il L 1 i 1 (Ill‘/l'nl)
oo <]$0.10 0.20 0.39 0.78 1.56 3.13 6.25 12.5 25 50 100 >100 hropar[£0.100.20 0.39 0.78 1.5 3.13 6.25 12.5 25 50 100 >100
T-2525 2 2101 1 T-25% 1 7 7
ABPC| 3 1 2 7 1 ABPC 15
CFIX 3 7 2 1 2 1 CFIX 4 4 3 4

nosa NCTC 10490 1=xf LC &#/ix ABPC X b ¥ h,
CFIX LiziZRA® D MIC %R L1, ¥7:, P.vulgaris
O0X-19 iz CFIX 2®iz %15 ABPC X hit
BMICRIFE MIC #7R Liz,
DEERIMEECOZ, HEHOHERHYL
1co S. aureus 16 B TixEHFX 6.25 pg/ml & MIC o
peak ¥F L, ABPC, CFIX ikhbh 5 X 51 50 ug/
ml [l EOfttE#kiz A b hieh - 7 (Fig. 3), P. mirabi-
lis 13 Bk CizA A CFIX LR# <0.10pg/ml T2
BEFMHIEL, ABPC Ibixshic@hT\ i (Fig.
4), % 1- P.aeruginosa 15 ¥z 351> 5 &F D MIC i34
# 50 pg/ml LA b b, WETH-7- (Fig.5),
II. mRXBSUICEBABITRE
NEREHLE, ERADHFRBEAR KT E S

Table 2 Serum and tissue concentration of T-2525 (T-2588 200mg p.o. fasting)

Case | Sampling time after Concentration of T-2525
No. | Name | Age | Sex Bofly administra’tionv Serum Tonsil Macxillary sinus | Tissue/Serum
weight (kg) (min.) (pg/ml) (ug/g) (ng/g) (%)
1 |AI.|17 | F 58 80 0.47
2 KA |17 | F 56 140 1.45 0.19 13.1
3(Y.T.|36 M 67 150 1.33 0.29 21.8
4 [S.S.|45 | M 62 150 1.29 0.28 21.7
5 |SM|21|F 54 150 1.33 0.25 18‘.8
6 | S.F.[19 | F 47.5 160 2.13 0.61 28.6
7 |T.O.[33|F 54 170 1.95 0.18 9.2
8 |YM |3 |M 60 180 1.78 0.25 14.0
9 |K.A.|20 | M 93 200 1.08 0.20 18.5
10 | HH.|16 | M 54 120 2.27 1.16 51.1
11 |UK. |14 | M 47 200 2.07 1.19 57.5
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L, Foffifiic T-2588 200 mg #WEO#E L
ThEh AR oEmk, ERAKNBEYRRL, AR
LT, MAMAME R XU mmREYNIE L, AIE
FEwcit K. pneumoniae ATCC 10031 ¥ MEW LT %
=4 20 RB7EYRAN, av e - 1/15
M phosphate buffer pH 7.0, #A#RHI1c consera ¥\
o

F DR Table 2 {TiR L1z, ¥ 3 T-2525 olil+
BTMETHAH, 5% 80 4~200 4ricikii Licll
Bifkizo 2 RE Lico £ DfliZ 80 4T 0. 47 pg/ml, 120
43T 2,27 pg/ml, 140 4> T 1,45 pg/ml, 150 4 T P34
1.32pg/ml, 160 4>C 2.13 pg/ml, 170 4 T 1.95 pg/
ml, 180 4> 1.78 ug/ml, 200 4> CF#y 1.58 pg/ml T
Bolo RUHEMABTREIXE £ 140 £~200 i
BB L8 MEAETRE Lo £ D fH % 140 4T 0.19
pglg, 150 4> THy 0.27 pglg, 160 43T 0.61 uglg,
170 #¢ 0.18 pug/g, 180 4 T 0.25pug/g, 200 4T
0.20 ug/[g TH o1 Tonsil/Serum (%) it 9.2%~
28.6% T» hP#Y18.2% TH 1. LERMBHEKA
BTRE IR 120 3 XV 200 0 2 RETHTE
Lo 120 4Tl 1.16 pg/g, 200 43Tik 1.19 pg/g T
&b, Tissue/Serum(%) 1% 51.1% 3 X ¥ 57.5% TF
$#754.3% LIEHCEVBTERLI,

1. BE Kk &b #& &

H AR EIRRRE 38 SlicfE A L oo £DOAR
12, SHECBESRE 4 5, BECBEPERIMENE
18 fl, &amsEhREks 10 5, SHEIREX1A, B
MsHTHh, P13 G, XH 25 H, FKix1s
E~T78 B TH- 1

BEFEz, 1EE 100mgx 2[E (#45 &%) =200
mg 514, 100mgx3 B (FR#)=300mg 25 26 f,
200mg x 2 [5] (&4 &#)=400mg #35 @, 200 mgx3

@ (BAHk)=600mg 26 ATHDH, HEHMIL 3~14
AMC, #irsikiily 900mg »H oA 4,800mg T
Boteo

HRUBIZBBURTEROEMICH » 1o

2 B 5% 3 8B ¥ CrERERNHEEL, BF
R LV MR A RIS Do

Hah: REIR L% 6 BB CoEnERLBEL, B
Rogwrabhnicd o,

PORY : AR EHR 7 BB TEROMKIL OV
R ROBWHALNRIb D, BB\ 26 HB ¥ TR
RZER LT ROHWH+2Tliev b D,

B2 RERES L ERERVHLRET, TROHE
babhlsvsb D,

LIEFIOBEBE L Table 3 IKRL, EBNOBKHRY
Table 4 1wk L, BtELBMEFEL4ATIE, 26/
2%, K. pneumoniae MM LIcfEM 3 (2% T
4EYEL, PR LHE, EH 4 Tk P. aeruginosa
PRE IR TR SHE Ll EEFSHHEMN 22 %
TS LI S NETES 25, BHIN,
PHEY 30, BH4ATH -, SHEREEREKLLO
WIS FEBUETH > end, EHA 29 kT,
AR EHAMR% 4 B BCBEDOTHIRRL, #5$LE
CXhIEfLic, SHEIMELD 1ML, BRERTE
I, XBEBEREREIVEDHEHE L, FMDS
Bz Th L SIBEHRZBHA LTV 58, TXTHA
LD TH 1o b4 38 Hlsdd 5 AHORIKS
B2, %% 13 41, H%) 16 £, LAY LA, EHS
BlThHh, EY - BYYAHLRIEDHRIL 76.3% LR
FChot

S ¥R Table 5 KR L X5, 77 »ABH
EE T S. aureus D—FHLREBE I hish -1, S
Xhic 35 #k 29 KROBRE S h, BREE 85.3% LB

Table 4 Clinical response of T-2588

Diagnosis Excellent Good Fair Poor Total Efficacy
rate(%)
Acute 2 1 1 4 50.0
Otitis [ cerbation of chronic 2 9 3 4 18 61.1
media
Sub total 4 9 4 5 2 59.1
Tonsillitis 5 5 10 .100
Acute paranasal sinusitis 1 1 100
Otofuruncle 4 1 5. | 100
Total 13 16 4 5 38 76.3
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Table 5 Bacteriological response of T-2588

Organisms No. of strains | Eradicated Persisted Unknown | Eradicated rate(%)

S. aureus . 19 13 5 1 72.2
S. epidermidis 5 5 100
| Coagulase(—) Staphylococcus 2 2 100
S. pyogenes ' 5 5 100
GPC S. pneumoniae 1 1 100
Group G Streptococcus 1 1 100
Micrococcus 2 2 100

Sub Ktotal 36 29 5 1 85.3
K. pneumoniae 1 1 ‘ 100

P. aeruginosa 3 2 1 66.7
GNR | Flavobacterium 1 1 100
P. multocida 1 o1 100

Sub total 6 .5 1 83.3

Total 4 u 6 1 8.0

hicEZKTH -0 —FH, 77 AHERTIT P. aeru-
ginosa 1 BN TXTRE XN, BREX83.3% Th-
o ChODERYBHET S LTIk 41 B 34 &
PREIh, 6HNRBREFL, 1HNTFHT, RERER
85.0% LEHTRIFTH o1,

IVv. * ®

T-2588 REWLETREOKEHRFT CHR S L
Bof=27 28+ 7 = ARFAEHT, 77 L2BHRE
CRVCAREE 2R TEN ) i, 77 2BHHE #
RO OH T K X D&\ Citrobacter, Entero-
bacter, Indole Rt Proteus ¥s XU° Serratia Zxf LT
PEVREN LD EIhTVW5Y,

SER %%, BRELEREK S BED S. aureus, P.
mirabilis 35 X O° P, aeruginosa ic3x43+ 5 XK oHEH %
ABPC, CFIX nth & HEKA Lico T opBlizER
BRI-X 512, ERFEK(TIE 7 7 - BEER T CFIX
IhEhI-HEDERL, 77 »BEER i CFIX
LA ABPC X b RIFEHEN &R Lico BRHE
D S. aureus 16 ¥ Tix, &#|o MIC i 1. 56 pg/ml~25
pg/ml ¢ ABPC, CFIX i bh’d X 57 50 pg/ml L
LomtE#R I Iehs - Foo P. mirabilis 13 T3 2% 0. 10
pg/ml LUF CREMNFEIE S hic, P. aeruginosa 15 ¥ T
328k 50 pg/ml Ll EDRHEE %R Lo

ROESH T ¥ 2o 3EIMEFH Gl A A 200 mg 2Bfiks
g n®E L, nERSE X0 LRRKEBEEKABT
o E EBESMEAL S Licht, En3EF 0= ORIR
HTOMGEC XS 0h, AFOMFE XOEBBT
BEC 227 ) DIXLDERR LRI, MEFBTERE
RAKIE 514 80 43 ~200 4> THIE L, #5120 5 R

ROH 2. 27 pg/ml RPTE Lichi, MEFHBFTDO peak L

LTiz£Mfko sampling time X DENGEX B E
5tk 160 53 2,18 pg/ml MFURMEEFE L Vo —
F, DERKEENO LR, 5% 160 Hic 0.61 ug/
g ThHoloo ¥ LRAKBEARTIL 2 REDLONE
TiXH 5%, BTRED peak (211 # & U RHAKD
ThIvRBh T, 545 200 75ic 1.19 ug/g X BT
Lic, #5k 2.2mg/kg~4. 3 mg/kg CTh#FBTOF
%12 1:56 pg/ml, PR HRARHBTOPHL 0.28
pgle, EERRBEARABTOTEL 1.18 pg/g TH -
7et, ThoiMoBOft 7 = & RIAH OBMBT
LHAB LYY, A DM # T T-2588>CED>CCL ©
EeBTARL, RADLFERKEEK iz CED>CCL>
T-2588 DIETH 7o ThHORKIL, FHHERME
BHEBABN T T EDREY L - TBTTAI L%
ARLTWABEVL LS,

ERARREIEIRBRIE 38 Bliewt+ HRaRMIL, #
% 13 4, HZY 16 fl, LRHER 46, £S5 FHTEY,
HR ROt o HREIL 76.3% THH, BRERIL85.0%
THotco BROEHELBRERLDEIZ, BEE TR
BEYELLEAVNEAD oz LR LTV 5, L
LD X5 IRERENGART, FANTUBFIBRRGECS L
BUWEREY L SFHENETHL LN S dibh
o

X [
1) % 33 BAXRMLCEREFELREL  FEX vADY
A, T-2588, ®7x, 1985
2) MIC B KITEAL BN REMELEBE
MIC) BUEEFHRITE 2T, Chemotherapy
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LABORATORY AND CLINICAL STUDIES ON T-2588
IN OTORHINOLARYNGOLOGICAL FIELD

Kenit Suzuki, Suunkicur Basa, Harujt KiNosHITA,
Yosurtro Mor: and JuNicHIRO SHIMADA
Department of Otorhinolaryngology, Nagoya City University, Medical School

Takesut Marvo and Haruvo Ito
Department of Otorhinolaryngology, Showa Hospital

From the laboratory and clinical studies on T-2588, the following results were obtained.

1) Antibacterial activity : The antibacterial activity of T-2525 was measured by the plate dilution
method on 44 strains isolated from pathological materials in our clinic. The peaks of MIC were 6.25
pg/ml with Staphylococcus aureus and <0.10 pg/ml with Proteus mirabilis. The MIC for all isolates
of Pseudomonas aeruginosa was higher than 50 ug/ml.

2) Serum and tissue (tonsil and sinus mucous membrane) concentration of T-2525: The mean
concentration of T-2525 (T-2588 200 mg p.o. fasting) was 1.56 gg/ml in serum, 0.28 ug/g in tonsil
and 1.18 pg/g in sinus mucous membrane.

3) Clinical results : T-2588 was used clinically in 38 cases of otorhinolaryngological infections, and
its efficacy rate was 76.3%.

4) Adverse reaction : Adverse reaction was observed in one case as diarrhea.



