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T-2588 1B+ 5 L pEa - BRRRIFT R
— i R BRIk LIe—

NEEAFERRX - xR 8- HWRE - LFXBER
B KRR ST SERT PR

T-2588 (ZMRE CIANMEh T-2525 Lich M1k RMT 5, T-2525 |2 f-lactamase (if
HET A v7a=yyiikiRd 7 sBERCH L, REOEAE7 = & LR—REYETHED
BT\ B, AFIOREBEREEC KT HHALLRNTHBEHNT in vitro HWHR XK
BRI,

e 7W 26 BRixTT 3.13 pg/ml LUk, MigeERE 51 Bkix MICy % 0.05 ug/ml, 1 v 7 4
= v FE 42 B TRT 0.1 pg/ml LI, 75 v~ A5 « h g5~ R 23 ik 0.78~3,13 pg/ml
T, MR 18 % (78%) MFFFE Lico KMBE 10 Bkeh 9 #kiZ 0.39~3.13 pg/ml, ffigeiSE4 16 #
123~T 0.1~3.13 pg/ml /i Lico

BE~OBITIZ 100 mg FHEFEFT 0.075 pg/ml THRMF € — 7 l 7.1% TH-1o 200mg
HEERTIRRER € — 7 BE 0.76 pg/ml, KEZHUWHTRE 1.2 pg/ml T, BRPO IR
v— 7k 29%, KEZH/WHORMF E— 2 ik 46% ThH-1,

PR B BRE 20 R Lico £ TORYRKIL 70% T, AR BHAEZ % 8/3, Mik
11, BESESLS 913, KEXIEE 0/2, D.P.B.1/1 R TH -1, EIHEEIL 20 FEFF 19
Blic 24 BB DL v I A= v R 11 OB (82%), 7T v~AiT - h25—) A6KF
38k (50%), BHHERE kb 2k (67%), BRE7WM28+0 (0%), HEME 1 £+ 1 (100%),

SBE 1P 0 (0%) REDHENTED LI, BIFRARBED ORI -1,

T-2588 (Fig. 1) 27 (Bl 3 ke 7 = A
A VFYA3I)ELET 757 7—1ERbD, 3L
CAFAT IS —AEEII2HLVEA £ 7 - & FY
T, BBEO=RF5-¥RIXVMKSMIhTHENY
$ T-2525 (Fig.2) L5 57r F59 7R TH %o
T-2525 QREXROBEO€7  2H LR, fv7r=y
FEER LBRCAVCVTHENER L, »oKBHE, Mk
BE, 77 ARRMEOoBEO 7 - AH X V&I
HEESEY 29, AL MEME D B-lactamase ILiEH
HThB.ohbORREN, UBRRBREREHRRD

Fig.1 Chemical structure of T-2588

COOCH20COC(CHs)s

N=N

]] CHzN/
c CONH--

\OCH1

pivaloy]oxymethyl (+)-(6R, 7R)-7-[(Z)-2-(2-amino-
' 4-thiazolyl)-2-methoxyiminoacetamido ]-3-[ (5-methyl-
2 H-tetrazol-2-yl)methyl]-8-oxo-5-thia-1 -azabxcyclo[4

2.0] oct-2-ene-2-carboxylate

REAERR L in vitro @ T e 2HEDE L 20,
FEBCRRERRERECHA L CEORARER
Rl ABECAFREROMmY, BR+S, ARKEX
SUHPMEDTEL, ZAOHEKNEEL EHBRX
DMLY ERAL,
I. FEBLUHE

(1) RBREHE KT 5 in vitro HIES

AL PR S5 RE LT R 3R O RIR AR IR Y &
BULTHEFRCEREEAEERICH LT MIC BB %217
Tro oo BikKIL 1982 725 1984 £ REDOKE 7H 26 H,

Fig.2 Chemical structure of T-2525
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1984 4EMEDNG R ERE 51 ¥k, 1984 MDA v 7 0
=¥ 428, 1983 ENMEDT I v AT - ha T —
Y R 23 ¥k, 1982 Hh > 1984 £ MDA 10 B, B
UL BifeiREE 16 BRu A Lico EMEw2, IisRE
X 5% BRiAEYmEMm H. 1 broth [BBL], 41 v 7 1
=v¥EIL 5% REM{Lhm#Em B. H.I. broth [BBL]
(Fildes broth), % oftt>#EMix M. H. broth [BBL] %
A\, 37°C 18 BEMIE, % 4 F— D@k IC T 10¢/ml
CRERLUTER L, BERRBE LS v 7=y
Y, MERWrECEebo¥@AL, £ofo
#iBicix M.H.agar [BBL] ¥ B\ 24 v Y 7R
-y D (REBR) wTHRERY 10°ml K
LML 7o, 37°C 18 RSz T MIC % ¥RZ L
o

(2) GEhRENE

K. pneumoniae ATCC 10031 ¥ EHE LT HHBH »
7 X % bioassay ®fTico e, REREMITHY N
7+v 10g, W=%%5g, ZAza—21l5g XI5
g/1,000m! (pH6.5~6.6) #fi\>, H.I broth [BBL]
T 18 FERNER LIcR TR % 10%ml /b X5 BR
L, Y+=VviZ 10ml F28% L1, CDOLRBRES v
-+ (BAEHSK) ¥R, 13470 200 gl otk
EAL, 37°C 18 BRI HR%, PHILARYRE L1,
Eaysr T-2525 # 2 v+—5 (AK) CHERL T
B, Th¥mE K KSEISUDHREOEREMMR L
Lz

BRCE VT, BEKEZR] G ThPRE, BEP
BE, SEXSWHFREXRE L, D.P.B. 1 fE4| Tt
chREE & RIS RITE Lic, MBI 44 H LT
Bk L, BRIBSE L5082 OERC SR
R L bic —20°C BREE, ¥ KBS W H
SPB0F 1 EEREE 2 RHMOMPRENZIEE— 2
TR LICEBbhaE KEXVRITREEC X HEB,
OB L HRM L, BEHRED 1/20 M PBS %02
Lo BEATIEERTRER LI O0XBM LT
Tis» 1o

(3) BRRMRE

1984 ££ 3 AN 1985 F 4 A ¥ ToOMME, LB T2HE
L, SHKEZX306, Mkl B IEZL13
B, [EXILRE 2 6, CEEAMKEZL 1 AOH20
Blic AF% A Lo B5EZ A% 1E 100mg 1 H
3@ (300mg/H), 4#ix11E 200mg 1 H 3E (600
mg/B) T, 587 BfEH 17 F, 10 BREA 1 6,
12 BRI 14, 13 BREA 1HIT, ¥ 1 EH L

-1

KRR D HIE R BEH - P - RO BIKER, &%

WoBE, *ofto mEELEHFRL Y YO HE
WO X ¥y (excellent), H2h (good), LAY
(fair), %%y (poor) o 4 Byf THITE Lico ¥ 1BIfFA D
BN L Abe T -1,

1. ® n

(1) PR %RIAEOEFICK T 2 B2

© mE7EOMENE (Fig.3)

26 ¥+TH MIC 3,13 pg/ml LU EZAH LTS
DestL, MUEOFD cefaclor (CCL) Tz 1.56 pg/
ml [AFic 6 8 (28%), ampicillin (ABPC) T4 [@# 6
¥k (23%) 221,56 pg/ml LIF DOMBEESFHTH o7, L
MLA UL RHFD cefixime(CFIX) i2+~T 12.5
pg/ml L E T, T-2525 OAHEBHTL 1,

® HMinREOMENE (Fig. 4)

IR ERE 51 BRicoW T, 2 DR ZTH O HN
BB DDOTRT 1.56 pg/ml LITFicHHL, £
D 90% H:0.05 ug/ml LU FDLHHTH D, cefmenoxime
(CMX) LFRgEFES TEIAT-HBH LR LI *
hex LA CER#HO CCL ox+ 282 H 24tk 0.2
pg/ml LI E, CFIX ~ORZHED € — 7 {#Hix 0.1~0.2
pg/ml T, 6.25pg/ml Lk iz 4 k@ MIC {Ex b
HEELIFLE LI

® A v7r=vyEOREKE (Fig.5)

Fig. 3 Sensitivity distribution of clinical isolates
S. aureus (26 strains)
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Fig. 4. Sensitivity distribution of clinical isolates
S. pneumoniae (51 strains)
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Fig.6 Sensitivity distribution of clinical isolates
B.catarrhalis (23 strains)
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100
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Fig. 5 Sensitivity distribution of clinical isolates
H.influenzae (42 strains)

50 > 100)
ABPC| 192753 2 21 1 L
CCL 522154 1 2 11
CEZ 52075 21 1 r
CTM 312229 1 1 2 1 Ly M,IC(‘.“/"}')
CMX| 12282 3 2 1 2 1 0.025 0.1 0.39 1.56 6.25 25
CFIX 1 413205 31 2 11 AMPC | 2 1 T 2 5 ¢ 4 4
. 5315 4
T-2525 1 311 CFIX 5 2 6 6 2

T-2525 1 1 3 2 6 10

Fig. 7 Sensitivity distribution of clinical isolates
E. coli (10 strains)
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ABPC 82531 113 I
CEX 91513 1 4
CCL 102 2 4 I
T-2525
CTM %9 31 , , . MIC (ug/ml)
CMX 218211 0.1 0.39 1.56 6.25 25 100 >100
CFIX 831 3 CEX 2 3 3 2
T-2525 3335 1 o 11T 7 3 ; N
CFIX | 1 1 3 4 1
T-2525 4 3 1 1 1

42 HTNT 0.1pg/ml LITOBVRERERHRLTE
HitELIR D b, CMX GEVEZH -5 — v T
»h, ABPC LB LTHEh T\,

® 75vrr7-hngT—)ADKEHE (Fig.6)

T5vrrT 23 RORZH 2 —viRBLIR 24
HHERL, 0.78~3.13 pg/ml DFic 18 ¥k (78%) 7%
HLTW3BH AMPC X hZRVWVEREHEZRL TV 5,
CFIX L Cit 2% (9%) 2% 12.5pg/ml @ 5
3 0D, FOfid 3XT0.1~1,56 pg/ml & 434

L, T-2525 X bhRVESZHRE LTV

® XBEoRXME (Fig.?)

AHK @ x U 10 gk 9 Bk (90%) A% 3.13 pg/ml L T
AL, CFIX LiERKRT H - 1o b, EHF O
CMX RAH L hFT<ShIEZHELR LI, L LT
THY 6.25 pg/ml Ll kw435 cephalexin (CEX) o
BB LTS TRVREINTH -1

R EE KT 558 (Fig.8)
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Fig. 8 Sensitivity distribution of clinical isolates
K. pneumoniae (18 strains)

Fig 9 Case No.5 H.H. Diffuse pan bronchiolitis
44y.0. male 55kg

(o/) .
1/80 CMX (‘“;*"_‘Ol ). S erum peak level :1.05 ug/ml
50
0.1k Sputum peak level
: 0.075u¢/ml
I .
/N
/ “--%A
MI(;(#g{ml)
1 1
0.025 0.1 0.39 1.56 6.25 25
Cex T 951 O
CMX 2 3 8 1 2 H.influenzae 10°/ml—(—) Time (hr.)
CFIX|1 1 8 2 4 (MIC:<0.025 xg/ml)
T-2525 1 7 3 1 1
Fig. 10 Case No.10 S.K. Chronic bronchitis 43y.0. female 45kg
[ T-2588 200mgXx 3X7 ]
(1g/ml)
\ | Plasma level(2.5hrs)
e
| 2.6ug/ml
L B.catarrhalis 108/ml— (~)
(MIC:0.10 #g/ml)
2.0r
Bronchial °Bloody sputum
secrete
[ 1.2ug/ml
Lok 2ug/m
r 0 0.76ug/ml
i o
o Sputum level o ° o
| ooo o o
30/vﬂticn 311 f/nlx 000 oé QOO 1 ©0QQ0 1 foXe] é Q0 é (<] '.7 é (]

T-2525 i3 54H 16 BROKREMED ML 0.1 005
3,13 pg/ml % TELL B LT BH, FOE — 7 {Hid
0.39 pg/ml TH-7zo CMX X b 2% CFIX X b #
453 MIC 2@\ 23, T 3.13 pg/ml Ll ks
#i$5 CEX X b, ZHCERRIUHRRTH -0

(2) BERAlcsT 5EHENRE

Fig.9 X Table 1 fEBIS D1 v 7 r = v ¥R EH
WEROVBEAMIEI LKA 100mg »¥)EIH 5

Lick oMy, WBRLERFNCERRL, BEXIE L
LD TH%B, 2HREHEOMFRE C— 7 {H 1.05 pg/ml

Tkt L, WEEEOMWER 0.075 pg/ml 1€ — 7 THBITERIL
7.1% CH 10 BEBED MIC it <0.025 pg/ml T
DIEFTRT X5 CEFA/RERT ARSI v 7=y
FHEIIE %K Lico Fig. 10 (XfEB 10 (Table 1) 0 {BHR
BXRDTF VAT« HETF— Y AL X HEAMHHER
iz T-2588 200mg ¥ 1 H3ERE LIt EDL DT H)
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Table 1 Clinical effect of T-2588
N Pati Di . Other Bacteriological (/ml) Dose Clinical | Side
o atient 1agnosis disease examination (MIC: ug/ml) |mgXtimesXday | effect | effect
AY. (M) Chr. .
: id TB. |H B (— X 3 X od -)
1 soy. S6kg | bronchitis old influenzae 10°—(—) 100X 3 X 7 Go (
S.T. (F) |Acute S. haemolyticus 10°—(—)
.B. 100X 3 X d -
2 |oay. 6okg |bromchits |9 7B | (MIC:0.013) 0x3x7 | Good | (=)
S.S. (M) . .| Bronchial | B. catarrhalis 10’107
X3 X -
3 s9y.  60kg Bronchiectasis asthma (MIC * 1.56) 100X 3 X 7 Poor | (—)
H. influenzae 10" —P. aeruginosa 10"
R.N. (M) Chr. (MIC :0.013) (MIC : 2100)
. X 3 X d -
4 58y.  69.5kg | bronchitis —B. catarrhalis 10° 100X 3 %7 Goo (=)
(MIC : 1.56)
H.H. (M) Diffuse pan Chr. H. influenzae 105—(—)
100X 3 X 7 Good -
5 44y. 55kg | bronchiolitis sinusitis (MIC : <0.025) © (=)
6 HM. (F) Pneumonia H. influenzae 10°—(—) 100X 3 X13 Good | (—)
52y. 47kg
T.N. (M) Chr. Chr. . 5 "
. X 3X od -
7 5iy. 56kg | bronchitis hepatitis H. influenzae 108—S. aureus 10 100X 3 X 7 Gol (=)
H. influenzae 109—108
8 ;'T' é;i() grhr' hiti C.PE. B. catarrhalis 10°—10° 100X 3 X 7 Fair | (=)
v g onchitis S. preumoniae 10°—(—)
S.H. (F) Chr. Chr. B. catarvhalis (MIC : 0.39) 108—10° )
X 3 X P -
9 62y. 50kg bronchitis sinusitis P. aeruginosa 10°—10° 200x 3 x7 oor (=)
S.K. (F) Chr. Chr. B. catarrhalis 108—(—)
X3 X -
10/ 43y, 45kg | bronchitis sinusitis | (MIC : 0.10) 200} 3x7 | Good | (=)
M.S. (F) . . S. aureus 108107 .
X3 X -
11 58y.  60.5kg Bronchiectasis (MIC : 6.25) 100X 3 X 7 Fair (=)
S.H. (M) |Chr. -
. —(— X 3 X -
12 7%. 6lkg | bronchitis C.V.D. S. pneumoniae (#)—(—) 100X 3 X 7 Good | (—)
K.0. (M) |Chr. . ,
. —(— X -
13 73. 52kg | bronchitis H. influenzae 108—(—) 100X 3 X 7 Gocd | (—)
14 T.I. (M) Chr. Bronchial | H. influenzae 108—108 100X 3 X7 Poor | (=)
46y. 57kg | bronchitis asthma S. pneumoniae 10°—10° 200X 3 X5
T.U. (F) |Chr Bronchial P
. X 3 X P —
15 43y. 43kg | bronchitis asthma S. aureus 10°-10 100x:3 %7 oor (=)
T.H. (M) Chr. H. influenzae 108—(—)
1 . X3X7 -
® l8oy. 4okg |bronchitis | K (MIC : 0.05) 1003 Good | ()
MY. (M) Acute D.M. . s
A - 200X 3 X -
17 34y. 96kg | bronchitis Fatty liver H. influenzze 10°-(—) 817 Good | (-)
K.T. (M) |Chr : B. catarrhalis 105—(—)
1 .P.E. X3 X -
8 |6y, 54kg | bronchitis CPE (MIC:0.1) 100x3 %7 | Good | (=)
S.A. (F) Acute Normal flora — B. catarrhalis 10°
X 3 X -
19136y, 4gke | bronchitis (MIC : 0.39) 100x3x7 | Good | (=)
3 B B. catarrhalis 10"—(—)
Y.N. (F) Chr. Chr. (MIC:0.2)
20 ” 1= X 3 X —
60y. brenchitis sinusitis H. influenzae 10°—(—) 1003 10 Good | (-)

5lkg

(MIC : =0.025)
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Ei & 2 RS mE, SEZSWHELREIL, £0
®FERTHE TOTRTOBBLYERNCRRL, *
DITRTRAVTRERXRELICLDOTH D, MAME
(32.6 pg/ml T, KEZHWHE 1.2pg/ml THH, %
RRRBE IR A 0.76 pg/ml Al — 7 {HT, M
R X LAET WYL 46%, R — 2 {HIiX
29% LEH TBVBTERL, MIC »% 0.10 gg/ml T
HAREKEDT S v 25« hET— Y RAIBFERNE
L7

(3)  EelRMA AR

HF CHRERTIE -1 20 EEFIIR2W T, i, K,
KEE BERXELTORE BH5E BHEUM, BKD
#, BifefA% Tablel T, HEMkD BMRREBK %
Table 2 {Z/x L1,

@ ERHE

# 8 SIESH AR % Table 3 (TR Lizo SUELILEE 2
Bl L BERET X 4 I RHRUT OB A b,
LETORYRIL 0% Thotoo 1ot LERHRUZLH
271

@ BLEEFHBHR (Table 4)

BEREYBETEZ -1 AR 19 EflL 2

24 BRORKE LR LIzo HHEBROIA Table 1 1o

RT LS4 flcBd bz, Table 4 e D E£MMAT)
DOHIMEAIMR L, BELOTRMETRT, AREAN
WR1ERPLIER 1 v 7 0= v BIL 11 BP9 #R(82%),
Mg BRI L 3 RAR 2 8k (67%) MR AR TV BAMNT S
VAT e NnET—) RAI6 KRB IMBETE A
oo 73 v a5 eh2d—Y R65%kP MIC JIBMNT
I SERIZOWVWTRB L 0,20 pg/ml LIF o 3kizVF
hyBREEhicoicrt L, 0.39 ug/ml Ll Ed 2 #RIZERE
TEZLENTEE T, HETE2 5, RINE 1 &0
SMEBRIRE LY, KE7HD 5B MIC RIET
i 1B 6.25 ug/ml THo1, BERLELTRES
Wik, 75va5-h25—) 228 RINE1H
NHRALIEN S5 vasF e hx25—) 22D MIC
12 0,39 pg/ml & 1.56 pg/ml C, &RIRE 1 # D MIC i1
2100 pg/ml TH -1z, WHEBRREG TRELE O pest
NAbhtcoik No.8 0 1 fIC, fiRKREDON%, fbo
AVINZVHEETF VA AT« HES—YRD2HE
MR L, BRYHRILRPAEICTIEE -1,

@ ¥#»HBEAOKRH

HokD HIEFXATRERT %,

EH No.5 H.H. v@HAMAFEIHR 4R
5 (Fig. 11)

Table 3 Clinical response to T-2588 treatment

No. with response of
. . No. of % of satisfactory
Diagnosis ..
cases Excellent Good Fair Poor clinical response
Acute bronchitis 3 3 100
Pneumonia 1 1 100
Chronic bronchitis 13 9 1 3 69
Bronchiectasis 2 1 1 0o '
Diffuse pan bronchiolitis 1 1 100
Total 20 14 2 4 70
Table 4 Bacteriological response to T-2588 treatment
. No. of No. of strains % of o Super-
Species i - bacteriological infected
Straifs | pradicated Decreased Persisted | response intec
S. aureus 2 2 0 1
S. haemolyticus (A group). 1 1 100
S. pneumoniae 3 2 1 67
B. catarrhalis 6 3 3 50 2
H. influenzae 11 9 2 82
P. aeruginosz 1 ' 1 0 1
Total 24 15 9 63
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Fig. 11 Case No.5 H. H, Diffuse pan bronchio-
litis 44 y.o0. male 55 kg

21/1 25 30

12588 T00mg X 3/day___)

38l-
% 2

H.influenzae

Fig.18 Case No.8 S.S. Bronchiectasis
59y.0. male 60 kg

23/11 30
T 17 T T T Y T T
- mg X ay
28} Pr. 10mg/day 5mg/day
B.T.
ey ¥

Sputum 10"\MIC :<0.025 ug/ml
Culture 10 sputum_peak level : 0.075 ug/ml Sputum  10% B.catarrhalis
(cfu/ml) culture MIC :1.56ug/ml
10° (ctu/ml) 10
% 10°
Sputum Sputum
volume 10 volume 10 r
(ml/day) P5 P3 M (m1/day) . > . P—
WBC 1120(6) 640% WB’(E 1160(2) 8202
st
seg 67 60 g (8 -~
CRP  + t ESR(h) 1 3
ESR(1h) 10 13
Fig. 12 Case No.6 H.M. Pneumonia 52y.o. female 47 kg
—_— 19/’VII . 25 31
AMPC || T-2588 100mgXx3x13 ]
250mg X 3 ik
B.T. 37 v
('C) 36: W
107 -
Sputum H.influenzae
-culture - 10% -
(cfu/ml)
10°-
10+
=)
Cough H# + —
Sputum color PM M M
WBC 7400 5400 3700
neutrophil 85 56 S1
CRP 5+ + -
~ ESR(1h) 102 65

1N

AARVBEREABEEZIROS v 7=V FELXS
AEHES TAF 100mg ¥ 1 H3E1EMBEL L,
T-2525 pRAECS TS MIC iz <0.025 ug/ml ¢,
AH 5% B OBREPME € — 7 5k 0.075 ug/ml &
*hi LAY, £ v7r=vFEIBAIHBR,MLH
GLEREIERAKEFL, AOREIERLELEHL
HEXhi,

%6 No.6 H.M. Bk 52 & %k (Fig.12)

m o0

Amoxicillin (AMPC) &%i0 4 v 7 v = vV EtEER
s LAK 100mg 1B 3ME, & 13 BMBEECEHON
4% bz, iR, CRP, FHRE, FULOKFE A,
AL UEEhic, AREX B-lactamase FELEE TR
» 52 HHkED AMPC o # 5 &1z 250mgx3/H ¢
50, tOBREEXRTTFLLDEYHLER I L.

il No.3 S.S. KHEZHEKRE (KEXWE) 59
B B (Fig.13)
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Fig.14 Case No.4 R.N. Chronic bronchitis
58 y.0. male 69.5 kg
N 5 10

[ T-2588 T00mgXxYday ]

38

37,
L‘A/VA¢/\VA

36 B.catarrhalis

10° MIC :1.56ug/ml
H.influenzae
Sputum 10% MIC : 0.013 ug/ml P.aeruginosa
culture 107 MIC : 2100ug/ml

(cfu/ml)
10§
10°

w
o

o
~

Sputum color PS5

Cough +

Moist rale +
WBC 6700 5

CRP +
ESR(1h) 60
Muco P(<140) 219

g8181 1%

-

FIVNAT - AAT—) AL EHBERNL, XH
100mg ¥ 1 H3ME, #7HM#KSLAR, MIC 156
rgiml OXEZ—BEL LA Hke Y, BRERD
HELHRCEro WBC OBIPR IV F=Voy
BREBOBENRD 5 L Bbhsd, XAXEDELHUEX L
1o

f#EH] No.4 R N. BEFE%IK 588 5 (Fig
14)

BEABEROS V7 r= v FEK L SHBERARL
100mg 1H3ME, &7 BM#EH L, MIC 0.013 ug/
ml o4 v7r=v¥ERIHELERR ST MIC 1.56
ugml D75 v~25«%%5—92E MIC 100 ug/
ml o RIREAHE Lic, Lo LEEKRER & RERT
ROBALYADY, Co2BEOHBARE L IEXIHTE
SLHEL, FAXEHLEHE LI,

1. # -3

T-2588 23 31+ 7 = 2D fIHTH T 5 5%
Ot7=48THH, MKIBIhTHESEY LD
T-2525 CHELT A7 R ¥5 W 7 Th B, T-2525 i34
vz v¥E, KBE, MARE, 7e7o 2By
D77 AREEECERCHEN LS, TOoHE AN
7bF a2, F3IMRDET = ARERL, %KD
Bot7  aflt—REXET IO TH 5, SEOHE
D BHIIEF DR O RS PR BFEFEE T L in vitro
TED XS e BN X RET 55, HOoXThHiERDOS
CED LSRR B0, Eicmd, BEd, KEXH
WHHF~DEFOBTORE RN THZ Lith -1,
Invitro EHC SV TRYBIBOTREREED 5
b, IfiZ%ERE 51 Bhicw L 90% DAt MIC 0. 05 pg/ml
BT &S558 3ttt 7 = s 4iH 0 CMX 1@ i3

5HMOERL, F1v7r=vFR2KTIETANT
0.1 pg/ml AT OMSEMT, CMX &13iE FITH D,
ABPC MHEN b+ MM LRI LTV oo KB 10
¥RT 3.18 pg/ml AT 90%, IfigsiB® T2 3. 18 ug/mi
BFie MIC 2L, CMX F#t R\ A TH - fohs,
AHHEORTH ), 1EZEENDIBRMBINS
SLhkEADE, THOOMIC X SRR BB CRT
LYHRIMABREE, 1 v 7= v RS/ TE
TwEBbhb, ¥-WE /W 26 kkixT<XT 3,13 ug/
ml JLECREZMEL B D, CCL X b MRBENMD I,
oo 73/ AT -HE25—Y AL TiZ AMPC
IDHRVA2IEDERESMERL, L 0.78
pg/ml LLEDRHERI~N 80% MAFL, 75 v ~2 98
RiECH T HAABKICBE OMELORE,LBRE X h
5o LILEOXRKD in vitro HIEES DI AERE I
B IERL 7 = AFAROBD THhI B %H
L, 1 v7r=v+E T3 ABPC ftELI DD
HIREe7 = aFCERTHHAEI L oM, KE7
B TEY, 753 v 25« Hhx5—Y RADY
REoWTREERE WO D Eieh b,
GABRTRUBEAMATZ%HD 100mg 1 8 3
B 55T, WHEPREC— 7 {HD 0.075 pg/ml, (Bt
AEFZLHD 200mg 1 B 3EFEFCERBRC— 2 {#
0.76 pg/ml TH » 1o HEDREINWHFMER 1.2
pg/ml LEEh 5T, Mhd b OBTRCHE LET LT
ZEOUBMAMIEXILAOERTIBITE 7.1%, &E
DIBEREZ RO TERFBITR 29%, LEIZ 2B~
DBITR 46% Lo p-lactam FH X HE<®, xH D
fFH LFREZENDBITHR O EAREIhT,
EEOER OB TOBEMEXLBINT in vitro FHB
¥REETD D THoteo KIELA VI A=v+HE 2
B, MABREIKRTHRERD HELICL02xHD, £
D5 1L v 7 A= v LB O SRS RS
Bt otco A v 7= v HEIE MIC 2RITE Lxich -
7oh%, B-lactamase B CTRIME TH-cLBbh b
LT AENLRKOBITHENZ DEF TIHEL, TDH
1 v7r=vHE, MRRECEDHRERECE T
BLitholc B LI, LM LIDOFATOHiv v
7 ARfTIR->TELT, BITENEWC LXEBPTER
Moto 7TV NAT e HET— ) ARRPFETE LTI
50% MHIEFNIC L ER T, ZHITMLT2HIRE T
FENZERE L LTED LR T 5. MEFAIERDG,
LREXERADTFv~25 - p&x5—) 2D MIC 1%
0.39 3 X O° 1.56pg/ml TH b, H%H D MIC i
0.1~0. 2 pg/ml &, 0.39 pg/ml #IECHRX), ExhH35H
h, Tl in vitro OFFEEO £ — & — 5% 0,39 pg/ml



844 CHEMOTHERAPY

APR. 1886

CHBE L e Abd REKRE. FAEEREY 1E 100
mg & 1[E200mg (1 B 3 E#E) DIk TRRELT
feWEER B Lico 18 100mg 1 B 3 @#4s 4 Al
28R RC, 1E 200mg 1 B 3E#E 2 1 Fln
HHETE L LAYEK 50% T, HEMBROYRLET T
VAT e RT—) ARPEDCPRIRM TN - 0
R 7Ez2HEbEDHT, XRBLELTL 1 ACAD
NTEh, ZOMinvitro D FERY BAFIC Rk LTV
topt, £E VAL OKRHY TR ERMA I 50% T, 4
HBORMERIL - T,

LEBEWT 5 L OQFF oMbl 185Kt Lg<
2 ER LV, RIS UWHCEBEANDBITAL,
Q@FESMIE & o> T\ 5 ABPC figh: 1 v 7 v = v 1§
DA v 7 A= v FEBRREEC S LRRENTER S
h, MRS, ABNBIAHC I >PRBERE~NLHE
PRMT D, QLML TV A2T e nET— Y AREK
HAOMHEZ BB LoOb b, EFEOREERIEDHEM
YEXBLY, BKETEOE T = ATHELY LiTEF O
SHORBKEOMBE LI HTTERELD B,

e AFIOBA 20 Mz Tize < BIfFACRER
BRgRIhir-cAFETE 5o

S ARK OABIMBERER Y > TOREL, LB
EU1 BREREOHMEERTSZEHRTHS 50 ZOH
SEER b+ ERI RSV FRBHRRE
TR THRE—|T T v~ 4 FRPIECARR LD D
oD, 4 v7r=yyE, MEREOREBRRIERLH
300~600 mg D5 T+ LEEKHRIPRTE, Zh
FCERE-THF LV RO 7 = 2F| &V L L),

D

2)

3

4)

5

6

(p)

8

)

X . .3

AR &, GRLZ, MBAEE, FIRX =
BaiN, WIEW WF=S, F) B:B-27
FARMAEDRO REWMTR (% 18 #) 75-
[(Z)-2-(2-Aminothiazol-4-y1)-2- methoxyim-
inoacetamido]-3-substituted Methyl-3-cephem
-4-carboxylic Acid Mk D AR O Ic ME-TE
MR MEMES 106(2) : 120~146, 1986

¥ 33 HEXLCEMEEXIER, FR v HUy
&, T-2588, M, 1985

BREAEN, FHEAX BOBE: ERNGERTE
Ry (R E R RE— 210" /ml o RKRLE
MM oA F 4 ¥4 — 21 29 (5): 181~199, 1984
R &, BEEE, RUKk—: HLVARER
Bk, HAEWFR No. 2296 : 15~19, 1968
BEEK, SOk FRAX, fi: Cefatrizine
T 5B BEOHRE—4 v 7 r=v¥FH
BIVA Vv I YRR BBRBRIEY PO,
Chemotherapy 24 : 1800~1807, 1976

BEAERE, XER B KF&E% HNEHEA, fb:
IR BSMEAEA LT 5 Lenampicillin (KBT-
1585) D X @69 - B KA BF R, Chemotherapy 32
(S-8) : 397~411, 1984

BABRK, KEEX FiR ¥ SElRE: 1
vz YFERRE, BF0H A 131 (13):
818~826, 1984

FigEKk, XBR B:7 7 v 2+ 5, Today's
therapy 9 (1) : 26~32, 1985

mAEEK, THME FERAX EIRNE:X
R s s B0 REEMRELRE 7 FoRNE,
# 1% B-lactam H|MSB I >\» T, Chemothe-
rapy 32 :344~353, 1984
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LABORATORY AND CLINICAL STUDIES ON
A NEW ORAL CEPHEM, T-2588

Naoto Rikrrom:, Yosuio Uzuka, TsuvosHt NAGATAKE,
Kenyr Tsuchinasar and Kerzo MaTsumoto
Department of Internal Medicine, Institute for

Tropical Medicine, Nagasaki University

T-2588 is a prodrug of T-2525 which has a similar chemical structure and antibacterial activity
to the cephem of third generation.

Clinical and laboratory studies were performed on T-2525 and T-2588 in order to evaluate its
usefulness in respiratory tract infections.. Minimal inhibitory concentrations (MICs) of T-2525
against 26 strains of respiratory pathogenic S.aureus were 23.13 ug/ml, 51 strains of S. pneumoniae
were =1.56 pg/ml (MICq,: 0.05 ug/ml), 42 strains of H.influenzae were =0.1pg/ml, 23 strains
of B.catarrhalis were 0.05-3. lS,ug/n’f], 9 out of 10 strains of E.coli were 0.89-3.13 p#g/ml and
16 strains of K. pneumoniae were 0.1-3.13 ug/ml.

In two patients, concentration of T-2525 in sputum and serum were measured. Concentration
of bronchial secretes was also measured in one patient. In the case with a dose of 300 mg daily,
the peak sputum level was 0.075 u#g/ml, while in the other with a dose of 600 mg daily was 0.76
pg/ml. ‘

The ratios of peak sputum level to peak serum level ranged from 7.1 to 29%, while a ratio
of maximum intrabronchial level to peak serum level was as high as 46%.

Twenty patients with respiratory tract infections (acute bronchitis 3, pneumonia 1, chronic bronchitis
13, bronchiectasis 2, diffuse pan bronchiolitis 1) were treated with T-2588 in doses ranging from
300 to 600 mg daily. Clinical efficacy was observed in fourteen of 20 patients (70%). Fifteen of
24 causative organisms (0/2 S. aureus, 1/1 S.haemolyticus, 2/3 S. pneumoniae, 3/6 B.catarrhalis, 9/11
H.influenzae, 0[1 P.aeruginosa) were eradicated. No adverse effect was observed.
~ From these results, it was concluded T-2588 is one of the effective and useful antibiotic for
the treatment of lower respiratory tract infections.



