VOL. 34 S—2 CHEMOTHERAPY 913

EAEGEMERC KT T-2588 DEfKA, XA

e BRANE=Z-RIEXR
TR B K SR 4 0 B A0 B4 S

Ea ®
BRAHR BT H- M OE R At

T-2588 o F MIEMEAHERMREE o3 2/ A 2 BEREY, BB L

(1) BEERe9MHN T3, T-2588 % 1@ 100mg #s\~L 200mg % 1 A 3 @AKEOHE L1,

(2) SELEBERERT A, BECREFELAMNE 16 6l SHEEIMEL 40, BEAR
B RENEIfN, SUERELERML 21 6, BERKKIMEHEEIMN, JMERREL 45, &%
MRS 46U, T Ofh4 FDAE 66 flic T-2588 » ik Lic,

L (3) BB, SEECIMERE L : 86%, BE LMK SSME ( 50%, SEEEIMEL:
T5%, BREEIMESSENE 675 ThHY, RS BHERARSEHE, SEERELS X
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Fig.1 Chemical structure of T-2588 and T-2525
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4-thiazolyl)-2-methoxyiminoacetamido]-3-[ (5-methyl-
2H-tetrazol-2-yl) methyl]-8-oxo0-5-thia-1~azabicyclo
[4. 2. 0] oct-2-ene-2-carboxylate
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methyl]-8-oxo-5-thia-1-azabicyclo [4. 2. 0] oct-2-ene-2-
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(1) HEER
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(3) MHE¥IRE: FREYREL TOoHEOH
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hEiE Lo
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Ly bREEM XU MNP REDORE
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ME LicWE AT, TCrBE LI HE Xy,
ELey b BERERETARFR LI

BB HIz T-2588 % T-2525 L LT 200 mglkg %
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Table 1 IfEFA—%ER L1,
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DERIL 14 % ({AE 56 kg) X b 84 % CoRMEIS
Lo

Table 2 i2#5 B EFIEKBDR ¥R Lico B5MH
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B 22 BITH -1z, hEFHKTIZ1 B 600 mg H5HIH
%<, IR Riksk WFAL T 300 mg HEHAH
HL GBI,
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Bliz, nEWRLIMED 1 AIXERE, StEhHKELHAK
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TH - o
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DEEROBELHRTL, THLHW LI, i, BEK

$% utm:mv:mm. FF - WL SR L1870, R
35 ' ' | WA LIt oo
2. EBrHmn
3y | & ] N D nEmRARE _
gg 3 8 é S8IEMICIT, OEMBA O T-2525 WAL 12 )
& & thico%, ¥7, M T-2525 WAL 9 MIKICO XA
T Lz, T-2588 PYBR 150 4 X b 255 534k % TOBMIC
DTN Lo HFMBAICIST S MBEL Table 5 ik
] = L, M b oMMk~ D T-2525 0B{TRI116.9%
== § e b 88% OWEHH LA, 20% ARSI 0% 4
g > ) g NEL hidie,
el E—' | §~ 2 LERERARE
5 g 3 : § T-2588 {5460 T-2525 o EFRKIASRET 461
— v Q s 8 ZOWTHIE Lico #Ri2 Table 6 127 L7z, T-2588
vioa AR 130 4 X b 210 £ ORICEIE Lio T-2525 Ot
© W) EERKRAOBTRIZ 32% b 84.5% o
& BICA A Lico
= s- 3 A, bHERRS LU LK TRE
G §§ © w ~ Table 7 12i T-2588 #4530 4 h 4B5RI% % ©
g, A7 D& X URERBBEED T-2525 RES X, miEX
-2 b HERBAD T-2525 OBFRLR Lk, ¥ 1z, Fig.
EIR S | o - o 2 1242 Table 7 DPHIlE% 75 712 LTR L
«| B % 2 X MRS, 1B T 7.85 ug/ml O sfl%
2 E - a = AL, 4RERETY 0.58 pg/ml &R L1, 7nks, M
é WML TY,=40.7min TH -7
o| 2 % 2 £ R E B2 1 B RIS T 2.83 uglg D ¥ — 2 fE%
ol 2 3 3 % AL, ABMISTY 0.76 pglg 2R LI, 7ok, B
E - = = = B LR TY/s=87.3min TH -1
1. * #®
- » ) T-2588 % T-2525 @ prodrug €& bh, T-2525 i1,
; g,, ‘5 3 B ARGER EURRRIE X ) B S h B M0 ch TR,
2 E ‘ z .; @ Streptocqccus pneumoniae, Streptococcus byogenes 35 X
§ cE & g3 U Haemophilus infiluenzae ir st LCii @i
a g0 2 | 34 PEEL, Fh MeRERMAELC LILD, ctc)
B R B R - OWAM S h B BRIECHT 5B ERO I
| i § | ThaLcsThH I,
2 - —— SEOBKERH TIL, & hbOREBEE KR
@ DEHRI: BYABEHT LTI 86%, SUEEIMER
] = 8 3 TIX 75%, X LT, BERk% SHEBEERS IVE
p o v | < BERBERTITHE 1004 LREFTH-10 £LT
= i s s Epyie 7 — 5 R BT
- S0 Y, BERMNSE REWRTLS X O AEER
82 3 8 8 KTIZ1H 300mg 5 CRESERRELRL Th

LOREBIEHT HEHO FREN Bre B2 L TL
o
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Table 2 Clinical effects classified by duration
Durati .
uration Excellent Good Fair Poor Total
(days)
3 1 3 4
4 5 2
5 4 1 5
6 4 4 1 1 10
7 21 9 3 4 37
8 1 1
9 1 1
10 0
11 1 1
Total 36 17 4 9 66
Table 3 Clinical effects classified by daily dose
Dail Effi
Diagnosis al(r);gd)ose Excellent Good Fair Poor Total ratelc(a;oy)
300 1 1 2 50
Acute otitis media
. 600 4 1 5 100
Acute exacerbation of 300 2 1 3 6 33
chronic otitis media 600 5 1 4 10 60
300 1 1 1 3 67
Acute simusitis
600 1 1 100
Acute. ex'acer'b‘anon of 300 2 1 3 67
chronic sinusitis
Infection of buccal cyst 300 1 1 100
300 12 7 19 100
Acute tonsillitis
600 2 2 100
Acute’ exace.rt{a.tlon of 300 3 3 100
chronic tonsillitis
Acute mﬂar:nmatxon of 600 1 1 0
tongue tonsil
Peritonsillar abscess 600 1 1 100
Acute 300 1 1 2 100
pharyngolaryngitis 600 2 100
Acute pharyngitis 300 4 4 100
Infection of cyst of
1 1 0
hard palate 300
. 300 23 13 3 44 82
Total
600 13 4 1 4 22 77
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Table 4 Clinical‘effects of T-2588
Clinical effect Efficacy rate
Diagnosis - Total o y
Excellent Good Fair Poor (%)
Acute otitis media 5 1 1 7 86
Acute. exa'cc.srbatlo? of 5 3 1 7 16 50
chronic otitis media
Acute sinusitis 1 2 1 4 75
Acute. ex.acer.blatxon of 2 1 3 67
chronic sinusitis
Infection of buccal cyst 1 1 100
Acute tonsillitis 14 7 21 100
Acute. exacerl).ay.lon of 3 3 100
chronic tonsillitis
Acute inflammation of 1 1 0
tongue tonsil
Peritonsillar abscess 1 1 100
Acute pharyngolaryngitis 3 1 4 100
Acute pharyngitis 4 4 100
Infection of cyst of hard 1 1 0
palate
Total 36 17 4 9 66 80

Table 5 Serum and tonsil concentrations of T-2525

(after single oral administration of T-2588 200mg)

Tim? .alfter' Concentration (ug/ml or g) Transfer ratio(%)
Case administration Tonsil/Se
(min) Serum Tonsil onstl/ Serum
1 150 1.2 0.65 54.2
) 150 N.D. 0.36 -
160 1.68 0.375 22.3
3 180 1.05 0.3 28.6
205 N.D. 0.32 -
180 1.36 0.23 16.9
4 190 N.D. 0.22 -
210 1.23 N.D. -
5 210 0.73 0.27 37.0
225 N.D. 0.69 -
6 210 0.97 0.36 37.1
7 220 1.4 0.49 35.0
8 . 255 1.0 0.88 88.0

N.D. : Not determined
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. Table 6 Serum and mucosa of maxillary sinus concentrations of T-2525
"= ' (after single oral administratioh of T-2588 200mg)
Time after Concentration (ug/m! or g) Transfer ratio(%)
Case adminis.tration Serum Mucosa of Mucosa of /Serum
(min) Voo maxillary sinys | Maxillary sinus
<0.1 -
1 130 0.23 <0.02(pus) -
2 180 1.1 0.93 84.5
0.32 32.0
3 180 1.0 0.37(nasal polyp) 37.0
4 210 1.1 0.525 47.7

Fig 2

Concentration (zg/ml or g)

10[-

Table 7 Serum levels and middle ear mucosa levels of T-2588 in guinea-pig with acute otitis
media after oral administration of 200mg/kg (n=4)

Time Concentration Transfer ratio
(hr) Serum (ug/ml) Mucosa (zg/g) Mucosa/Serum
0.5 3.98+0.53 0.85£0.14 0.22£0.029
1 7.85+0.67 2.83+£0.17 0.37+0.029
2 4.481+0.53 1.97+0.66 0.43£0.12
3 2.01+£0.41 1.62+0.62 0.79+0.19
4 0.58+0.12 0.76i0..17 1.48+0.44

Test organism : K. pneumoniac ATCC 10031
Method . Paper disc method

Serum levels and middle ear mucosa
levels of T-2588 in guinea-pig with
acute otitis media after oral adminis-
tration of 200 mg/kg (n=4)

~o—Serum T4 40.7min
—~e—Mucosa TY 87.3min

0.5 1 2 3 4
Time (hr.)

L Lictih, SECIREFFAREMBECHT 24
FOHZEL1 H 300 mg #5 Ti13 33% LEMBTH D,
1B 600mg 5 T2 60% LETETORMTD - 7o
FELT XAV BHTHo 8z Th b, S au-
reus, S.epidermidis ¥ X U* P. aeruginosa 5 ¥ 23 X
RIEERTH Y, AR OMEHHHE L oV B ORI ER
TH - 1o

—7, FHOFAEEH FURER~ OBTORNEE

Tz,

nERY LSARKE, 're, + SMEbELS

ENRAOBTIIBFTHH ZhboREB T 5EH
DERAEYERAICEMT BRER L 2o 70

D

2)

X 3
% 33 MBRLLFEREFLRE, FE v Hoy
4, T-2588, 1985
% B FHE=, HE—K, LEBED, B
JIBA, HOE—: srey PEERERETL
YRAVWEFERBE~OHEFOBTOWRE, BA
HAEGRHRREHTL LI 2 79~82, 1984
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CLINICAL AND EXPERIMENTAL STUDY OF T-2588
IN OTORHINOLARYNGOLOGICAL INFECTION

Yutaka FunmMaki, SHozo KawaMura and Harunisa Horikawa
Department of Otorhinolaryngology, Juntendo University School of Medicine

HirosHi WATANABE
Department of Otorhinolaryngology, Taketani Hospital

We had reported the clinical and fundamental study on the utility of a new cephem antibiotic,
T-2588, in otorhinolaryngological infection.

A hundred mg or 200 mg of T-2588 was administered orally three times a day.

T-2588 was administered 7 cases of acute otitis media, 16 of acute exacerbation of chronic otitis
media, 4 of acute paranasal sinusitis, 3 of acute exacerbation of chronic sinusitis, 21 of acute
tonsillitis, 4 of acute pharyngolaryngitis, 4 of acute pharyngitis,. 3 of acute exacerbation of chronic
tonsillitis and 4 of other infections. Clinical efficacy was tested in these 66 cases.

Clinical effectiveness of these infections were revealed as follows : acute otitis media : 86%, acute
exacerbation of chronic otitis media: 50%, acute sinusitis : 75%, acute exacerbation of chronic
sinusitis : 67%, acute tonsillitis : 100%, acute exacerbation of chronic tonsillitis : 100%, acute pharyn-
golaryngitis : 100%, acute pharyngitis : 100%.

Side effects were observed in one case with diarrhea. No abnormality of laboratory data were
detected.

Faucal tonsil and maxillary sinus mucosal level of T-2588 were assayed. Transfer ratio of the drug
from serum to these tissues were as follows, tonsil : 16. 9~88. 0%, maxillary sinus mucosa : 32~84.5%.

Middle ear mucosal level of the drug was also assayed using acute otitis media model of guinea
pigs, and following data was detected. Middle ear mucosal level of the drug after 200mg/kg
administration showed 2. 83 ug/g (peak value) at 60 minutes after administration and 0.76 ug/g at 4
hours after administration.



