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FLIBARESAIEORA=RAT LB+ 7 - ARFAAEHE TH S T-2588 OERIFERBREECHT5

AR LREN LRI LI,

R, FEBRRPE 22 6, BIMER 10 6, Rokst 10 G, MRMRERSK 2 Blot 44 FiTH 7o B
H£&i21 A 300mg ik 600mg &4 3 THRE*1Ti» o BRUBRYEDULOFRHR TRRT
5L 2HPE % 4Bl 4 61 100%, t@iEhHE 4% 18 Fis 12 ) 66.7%, SHEREIMEESK 6 Gl 6 61 10077,
BPERIMEE 2 4 B 4 51 100%, SbERbkse 6 Bk 3 61 50%, &MERHks 4 Gl 4 61 1007, ZpErRME
B 10416 100%, BEMEEAL1 MRS 0% THh, £4L LTEHIA B 25§, £
BRSO, EDSHATHH, FHEIX 77.3% LVIFEMTH -7

HMEXNI-MEIL S. aureus 12 ¥k, S.epidermidis 8 ¥k, Corynebacterium 5H%E DT/ F AEHE
B 36 ¥THb, Hinfluenzae 3%, K.pneumoniae 3k, P.mirabilis 2¥kx & H T 7 7 L AKEE
17 #-T5 53 Bk Th o 1o MEFHIRYRIIME 31 £k, FH6 R, 78 16 BkTHY, THERVH

%¥EiL 83.8% Tholw

BIfERIZ1 B0 7 7 2 nARSBBD bhich, BEI#MELEIBEDNLDOTH-7,

T-2588 i EILETE (K) RAWERTHEI A
REOA=A7 VB £ 7 - ARHUEHET, WREBE
HHBRIN X hBEEOEEEK (non-specific esterase) 1@
Lo THEREEYTT T-2525 winKks S h 5 pro-
drug ¢»% (Fig 1), T-2525 i3 75 afBtE s X077
SABHUEEN LTABELREARZ FS242AL,
BB L-5 7 A~ —CEH LEETCHEOENL 7 = &
RAEAREECH LTORVCHAEN R T, 40,
EAWRH AR A ERRECAFLREL, TOEKY
R, EEFRNHRSIVELEYRHT IR B
?ﬂ%’f Bo
‘ I BENRELUHE
1L % #

AR R ITFEAF 59 £ 8 AM R 60 4£3 A ¥ TD
8 » AR KIRAH¥E¥ME MIERR, KR REREE
RIRESL, KETRARET AEER, AREEFESKET
ERRER BAEY KRB MIERE, KREERRE
MIEGERL D 6 R Y T2 LIBETH D, TDOERBIIA
Fux, BMEPRE 40, BMEPH R 18 G, [HEEIMEER
6 5l, 1BHEIMIEL 401, SHERK6 G, BERDS
400, SHEFEMEEEL L O, 1SMERMRERS 1 B0t 44 Bl
ThH% (Table 1), £ 15 FEh D 74 B THIY 4.3
BThh, MAIXEM 17 £, &tk 27 £ Th-T

2. BEER 5B

BEOTHOL EFEAIE LT, Bhks, MEEKT
T-2588 *#1[E 100mg % 1 H 3EEAKEELL, +
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Table 1 Background
Sex Age Daily dose
Diagnosis Total
Male Female Range Average | 100mgXx3 | 200mgXx3
Acute 4 1 3 15-74 43.5 2 2
Otitis media Chronic 18 7 11 34-74 53.7 13 5
Sub total 22 8 14 15-74 51.9 15 7
Acute 6 1 5 25-42 34.2 1 5
Paranasal sinusitis | Chronic 4 2 2 24-73 45.0 3 1
Sub total 10 3 7 24-73 38.5 4 6
Acute 3 3 24-60 35.3 6 0
Tonsillitis Chronic 2 2 25-43 32.0 4 0
Sub total 10 5 5 24-60 34.0 10 0
Acute 1 0 1 57 1 0
Pharyngitis Chronic 1 1 0 27 0 1
Sub total 2 1 1 27-57 42.0 1 1
Total 44 17 27 15-74 44.3 30 14
Fig.1 Chemical structure of T-2588 and T-2525 3. BtHREEH

T-2588
COOCHz0COC(CHs)s
N=N
S 0 /
HZN_“/ N CHzN\N
NJ—C—CONH ----- CHs
[ H HS

N
NOCH;

pivaloyloxymethyl (+)-(6R, 7R)-7-[(Z)-2-(2-amino-
4-thiazolyl)-2-methoxyiminoacetamido]-3-[ (5-methyl-
2H-tetrazol-2-yl) methyl]-8-oxo-5-thia~1-azabicyclo[4.
2. 0] oct-2-ene-2-carboxylate

T-2525

0
s
HzN—ﬂ/ ] N
N C-CONH-—
N

OCHJ
(+)-(6R, 7R)-7-[(Z)-2-(2-amino-4-thiazolyl )-2-me-
thoxyiminoacetamido J-3-[ (5-methyl-2H-tetrazol-2-yl)
methyl]-8-oxo-5-thia-1-azabicyclo [4. 2. 0] oct-2-ene-2-
carboxylic acid
H%, BIRKELIZ1E 100mg 7212 200mg %1 H 3
EERERE LTI > Tco T SMITERE DKM
TiTle ot HE5EIZ 44 HIF 30 f31 B 300mg, 14
fi2i1 B 600mg &5 ThYH, HEMMOFEL8.2 H
ThH-1o

T-2588 OPYRLXEMTIEET B0, RAUELT
fOEHR], FAER, $UF - MBFL XA L
TEELRH, EUERBTHA LB A, ToXN
%, 18#%5E B5EPMREYBEETLIC L ELY,

4. MEFHRE

ZHB BN L TRT I VARRCTHE LR
L, #RBCSVTREEONE RAEXTRELD
w, FES, EMBELTIE TCS #—x—%A\v, Btk
%, BMRELTIEILF o Ly FRAWT, HIMLET
REEOFERB bRt L, BABEos% AT
B AREHIERE (MIC) OREXTR->70

Table 2 Criteria for clinical evaluation

The general conditions recovered, secretions
disappeared and local findings disappeared or
remarkably improved within 7 days after
onset of the treatment.

Excellent

The general conditions recovered, secretions
reduced and local findings improved within 7
days after onset of the treatment.

Good

The general conditions recovered and secre-
tions and local findings tended to improve,
but the treatment failed to lead clinical cure
within 7 days after onset of the treatment.

Fair

The treatment failed to improve any clinical

Poor .
symptoms or signs.
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5 EERWRE

My, mygkibs, Rl o&MMKREY, FHH
SR SORERCTTRER Y RETHZ L& L, ¥
1o, REMEABRBIALBETIEMELITRO
LELi,

6. ZHRHUE

1) HRRRHE

T-2588 o LM, BREEBRELT, Fil A
76, WRERME, WETMEOMoORM Y, MMERLE LT,
Hwmok, teiR, RETOMK, WRLE¥REL, &
BE: (M), h&BE: (), BE: (), L: (=) ®
4B IR L, Table 2 DYEXMICHE » THEKHR
Y 2T -0

2) MREFRZHRHIE

Wk, WX, T8 U 4BECHE Lic, &
KI5k, BRICHUDSHEEL LIBE L, REE®D
HIEFERT R R LHE Lo

II. # »

A2 DEfconWToRES, #5 & REHM,
SWE, MEFOBDR BERHE BIFEACBRELT
Table 3 iR L1co

1. BRHER

L2EFICO\T ORI Table 4 1TR Lico PERRF
T3, 22 flhE 4 fl (18.2%), A% 12 HI(54.5%),
BRULET2.7% LSRR TH -1 BIMBEXTE T,
10 GlhER) 34 (30.0%), AR 76 (70.0%) T, &
ZLLE100% WO BV TH T Rk R FHTIX
10 g%y 2 6 (20.0%), H%56 (50.0%) T, &

LLE 70.0% THotco 2BETIE M4 AHEHIF
(20.5%), ##h 25 4 (56.8%) THH, WYHLLELH
BENRFL DI 77.3% LVHIRKTH -1,

#5RcH D & Table 5, Table 6 iKiRTL5iIC]
B 800mg 5T, HHHLIEIXHE K 66.7%, BIME
# 100%, £t 73.3% THb, 1H 600mg 5T
%, PHE% 85.7%, BIMEL 1005, 24-T85.7% L
feh, BEHTIZ1 B 600mg HEDHHMEHNRIF L
TehL#Ex bhic,

2. MEFHZHR

st 522 Table7 cRT X5, 24T
Mk 31 ¥, M6 79 16 BkTHH, AR
83.8% TH-1

O IR SR 2R % Table 8 1Z7% L1, B M YTt
S. aureus B\ T 60% LLEORBRTH Y, BABS
Td 80% DMV EHYHELXRL, BT 784% LW)
BYHETH -1,

AFIR LRI N - 53 K MIC OlE X
N 35 B ThoT, BEHELH%R Table 9
1R T, T-2525 oHiEiht 7 5 A[BEE Tk Staphy-
lococcus (340K & A% THh - 1oh’, Streptococcus i3
F#\-EBbhi, 75 ABEE TR F © MIC 4
amoxicillin (AMPC) o 1 Bk%Bx\~T 0.78 gg/ml Ll E
WA Lichs, T-2525 2 0.39 ug/ml LIFCh £# 0
70% RHIER ¥ B, 24Tk T-2525 i3 MIC, TIH]
T LTH 1~3 BEVCHEDER LIS,

3. EIffA, BRKKREME

ElfEAix 600mg/B H|EEMC 1 FlAbh, FER

Table 4 Total clinical response to T-2588

Diagnosis Total Excellent Good Fair Poor Efficacy rate (%)
Acute 4 1 3 100
Otitis media Chronic 18 3 9 3 3 66.7
Sub total 22 4 12 3 3 72.7
Acute 6 3 3 100
Paranasal sinusitis | Chronic 4 4 100
Sub total 10 3 7 100
Acute 6 1 2 1 2 50.0
Tonsillitis Chronic 4 1 3 100
Sub total 10 2 5 1 2 70.0
Acute 1 1 100
Pharyngitis Chronic 1 1 0
Sub total 2 1 1 50.0
Total 44 9 25 5 5 77.3
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Table 5 Clinical response to T-2588 (100mg % 3/day)

Diagnosis Total Excellent Good Fair Poor Efficacy rate (%)
Acute 2 2 100
Otitis media Chronic 13 2 6 2 3 61.5
Sub total 15 2 8 2 3 66.7
Acute 1 1 100
Paranasal sinusitis | Chronic 3 3 100
Sub total 4 4 100
Acute 6 1 2 1 2 50.0
Tonsillitis Chronic 4 1 3 100
Sub total 10 2 5 1 2 70.0
Acute 1 1 100
. Pharyngitis Chronic
Sub total 1 1 100
Total 30 4 18 3 5 73.3
Table 6 Clinical response to T-2588 (200mg X 3/day)
Diagnosis Total Excellent Good Fair Poor Efficacy rate (%)
) Acute 2 1 1 100
Otitis media Chronic 5 1 3 1 80.0
Sub total 7 2 4 1 85.7
Acute 5 3 2 100
~ Paranasal sinusitis Chronic 1 1 100
Sub total 6 3 3 100
Acute
_Tonsillitis Chronic
Sub total
Acute
___Pharyngitis Chronic 1 1 0
. Sub total 1 1 0
Total 14 5 7 2 85.7

FEEDT 7 M ORRT, BEWDHLDH-7cb Db
BLb0ThHah, Ao L2HETLEBLIEEDD
DTH1o BENRITERRELTIL-> DX 3HAD
ATHY, FFC LB LBLhBREEIED AR,
c‘f.:o
I11. * ®

T-2588 OEMIEGRBEIBRPIECHT 2 F R 12
77.3% L\ 5 BT BRB ORI, KAICATY,
hE L T aE 100%, 184 66.7%, 24L L TT72.7%

DEHEIBLH, BIRERTIIEHE, 8L b 100
% DERHERTH Y, RHLKTIIEN 50%, &% 100%
THhH, 2L LT 70.0% OBERYRTH -7 2R
PR TOEYDRIEEVLOIL, IERMHL (BfR) *
DIHHEHACEECEHFICT D ELDhictcd L £ L
bz,

BlIfEA2WwWTiZ1 B 600mg # & FAlo 1 ok
T, TOERIZT7T 7 2 0ALTH -0, EHO®RE
BETLBIBEDCLDTHY, KL2HIEDTHEVD
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Table 7 Bacteriological response to T-2588
Isolates No. of strains | Eradicated Persisted Unknown | Eradication rate (%)
S. aureus 12 7 0 5 100
S. epidermidis 8 7 0 1 100
Staphylococcus sp. 2 1 0 1 100
S. agalactiae 2 2 0 0 100
S. pyogenes 2 1 1 0 50.0
G(+)
S. viridans 2 1 0 1 100
Streptococcus sp. 2 1 1 0 50.0
Enterococcus sp. 1 0 0 1 -
Corynebacterium sp. 5 3 2 0 60.0
Sub total 36 23 4 9 85.2
K. pneumoniae 3 1 0 2 100
P. mirabilis 2 1 1 0 50.0
G(=)| H. influenzae 3 3 0 0 100
Other GNR 9 3 1 5 75.0
Sub total 17 8 2 7 80.0
Total 53 31 6 16 83.8
Table 8 Clinical response to T-2588 classified by species of bacterial isolates
Isolates Total Clinical response Efficacy rate (%)
Excellent Good Fair Poor
S. aureus 9 1 4 2 2 55.6
S. epidermidis 6 1 5 100
§ | G(+)
§ Others 5 3 1 1 80.0
£ Sub total 20 5 10 2 3 75.0
- % K. pneumoniae 1 1 100
E P. mirabilis 2 1 1 100
- “g’ G(=) | H.influenzae 1 1 100
- = Others 3 2 1 66.7 .
) Sub total 7 2 4 1 85.7
) Polybacterial infection 10 1 7 1 1 80.0
B Total 37 8 21 4 4 78.4
DEBEbhic, RICBHREETR LI,

2L LTRENCERDYE, REEOIDHDEAIER
TREEHBURR RN LTERLRR L £ bRt
Iv. § & &
T-2588 #*EAMEHSURRRIE 4 k5L, &
Bt & KM X ERITKRE L,
1. EERZHEIERDIA, A% 25 Fl, LRHY5 A,
BESHT, Y FHXEDILEHERIX T7.3% L&

2. MEEOPREME 3L & FHROKTHY, B
HREIL 83.8% ThHo1,

3. KBRTHRDL, FEHKT2.7%, BIREL10%,
Rtk 70.0% OEHETHH, HEMELTIEN
THRER LI,

4. BIfFATIR7 7 2nA%x 1 flicibhilcDik
T, BHTE2ENE - EBbhte,
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5. EREMABESSRE K LT, M THALK MINAMI and H. SADAKI : Pharmacokinetic of
FEBbhte, T-2588, a new oral cephalosporin, in exper-
x " imental animals. 24th Interscience Conferen-

1) % 33 MEACERELORS, SRy vy ROy ce on Antimicrobial Agents and Chemother-
A, T-2588, 1985 & 7 epy, Washington, USA (1984, 10)

2) SAIKAWA, I.; T.YASUDA, Y.WATANABE, S.

CLINICAL STUDIES ON T-2588 IN OTORHINOLARYNGOLOGICAL
INFECTIONS

Ryoto Oya, Hitosur Ocino and Toru MaTsunaca
Department of Otorhinolaryngology, Faculty of Medicine, Osaka University

Satosur Hasecawa
Department of Otorhinolaryngology, Osaka Prefectural Hospital

Minoru Isuipa and Hipeaaru ARrica
Department of Otorhinolaryngology, Suita Municipal Hospital

Hirosur Furukawa, Icuiko Takemoro and Kaoru OcHial
Department of Otorhinolaryngology, Osaka Koseinenkin Hospital

Hiroak: Miyamoro and KenTArRO AsHIDA
Department of Otorhinolaryngology, Kansai Rosai Hospital

Masamt Murata and Takasur Oxkumura
Department of Otorhinolaryngology, Osaka Kaisei Hospital

Clinical study on T-2588, a new oral cephem antibiotic, in otorhinolaryngological infections was

performed and following results were obtained.

1) Clinical eficacy was excellent in 9 cases, good in 25 cases, fair in 5 cases and poor in 5 cases
and efficacy rate was 77.3%.

2) Bacteriological response : 31 strains were eradicated and 6 strains were persisted and the eradica-
tion rate was 83.8%.

3) As side effect, aphtous stomatitis, was observed in one case.

4) From these results, it is considered that T-2588 is useful for treatment of otorhinolaryngological

infections.



