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T-2588 R EILETEKRRLHTHLLBAR S A

T-2588 =3 % wrse

BlBEHE JIRETD _KFA KK B HAEE
PR OHNBIAER- BF_W-PINBX
I3 EE B K0P R B A

FLVER 7 = ARGIENK T-2588 (2AMKBEL SBINSH, BEEO=2AF 5 —¥iTk
h HEIEE %R T-2525 AN MENDT v FJ o 7 Th Do HKIZD W THMAY - BEKMM
HETLEVLTORREE I,

1) #HEH : T-2525 o MIC % JIE L, cephalexin (CEX), amoxicillin (AMPC) ¥ h &
B LIcRE R, S.aureus T3 T-2525 o MIC ov— 73 3.13 ug/ml ¢, CEX, AMPC L%
THotzo E.coli, K.pneumoniae, P.mirabilis =%t LTI I -MBEEEYR L, P.mirabilis
Ti 0.39 pg/ml LA\FCLBRE XML SN TH Y, Indole positive Proteus T 0.39 ug/ml iz
E—2%R Lo L& L S marcescens, P.aeruginosa Ti¥ MIC (1 6.25 ug/ml Ll Fiw/45 LT
Wi

2) ERIRAUMRET : FPREBBRHE 17 Slicxid 5 T-2588 DERZF L, AR 13, 2HL) 2,
R 2 THERIZ 76.5% Tholo BIFRIRLAICLERSE 1ACKEYRDIMGTh)
EREHATETHD o oo BERRARBICIIRICERICL 5 LBHLM B REERZA SR - oo

ZREBRIHE 3 6

U ¥ ARAMIESLL 20, B

BORA=ATAR+7 - ARMEHETH Y, BELD
BIRESh, BEBORAT5—¥R Yo TEPIHHE
EhrH+5 T-2525 kS MEEhB 7R ¥ 59 7T
b%o

FOHEAR7 VS 2375 aBHBES IVBERC
SLUCLEETH Y, B-lactamase KX L ¥ HbdTETE
T, ROEN 7 - 2FRERC LBRCHENEYTRT
EEhTwahy,

SER %, BEERMAB LIV SBES hcEBCNYT
% T-2525 DHEHYREL, X bic T-2588 ¥ Pk 2E
RIERE 17 fleE LT, BRMELLCEIER
DHEELCDVTRHETLV, ETFORELBLOTH
&3+5,

I. B & / %

1. HEDH: (FHEKT S aureus 209P JC-1 #,
Terajima ¥k, E.coli NIH] JC-2 #, K.pneumoniae
ATCC 27736 #h¥ks XUBEHED S. aureus, E.coli,
K. pneumoniae, S.marcescens, P.mirabilis, P. morga-
nii, P.vulgaris, P.aeruginosa T 5, HA{LEFEES¥
&E¥ER I, pHT7.0 © Mueller Hinton agar %/
WT MIC ##I%E L, RRHIE LI cephalexin (CE
X), amoxicillin (AMPC) © MIC & H# L,

2. BEIRAYMGY : T-2588 EAESIL 17 T, £ D
ARzEESET X106, BHEIEZLS O, MRED

MR 20, KEZIREOCRIHMEIH, ME1MT
BYH, EHRZHIN, BHEESH, FEMHHL 25~75
B, ¥ 54.5 BTH o too

Zh bkt LE# 16 100~300mg %1 H 2~ 3,
FRIE LTREIARL 7~14 BREER LT, BESE
RO IBITEA O FITO W THRE Lo

BHRHER, R¥ W BRELER WSIES
DERKIER O S D BEL SV Mol VEFTR, Kk
i, BmIRH CRP EXOHKKRENROHKZOBE
BIUEREHEXD BEICX Y, ZE%, A%, *H
%, WED4BBEE Lico i FFBERI% O KW MK
&, B - BERECOVTHIRE L

II. # £ 3

1. @D BEKRC T B T-2525 o MIC 3,
S. aureus 209 P JC-1 #k 3.13 pug/ml, Terajima # 1.56
pg/ml, E.coli NIHJ JC-2 # 0.1 pg/ml, K. pneumoni-
ae ATCC 27736 # 0.39 ug/ml Th - too

FEIRYMED S. aureus AT ¥, E.coli 45 #, K.pneu-
moniae, S.marcescens, P.mirabilis & 50 #, P.mor-
ganii 8 ¥k, P.vulgaris 17 ¥, P.aeruginosa 46 ¥zt
3% T-2525 L CEX, AMPC OBZ M4 4511 Table 1
IR Lo, BERHEI24 T 108cells/ml T 5,

S. aureus =335 T-2525 o MIC | 0.78~12.5
pgiml THFixkm L, CEX, AMPC Li3isA%TH -
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=38, CEX, AMPC Ti3#& 4 25 pug/ml [ ko MIC %
FTHER 2 HEED b,

E.coli, K.pneumoniae =3+ 34 Ko MIC it +h
Fh 0.39pug/ml ¥~ 2 %iRL, CEX it L1~28
REEBAIRKTH o, L L S marcescens T2,
12.5~200 pg/ml Lh iz MIC o4rfdihbhic,

Proteus Rizx3 2 AR O EiEEIZBRIFCH Y, P
mirabilis “Tix 0.39 pg/ml T 50 Bk BRHIFEW FHIL S

hTxh, CEX, AMPC Lt b MEYRM 5Bt TH - 1o
P.morganis, P.vulgaris T3, 6.25ug/ml Ll EDML
MIC %73 #rb & 4 2 BB Hhieht, Wiz 0.78
ug/ml LIFC8#kb 68k, 75% »t, #METIE 1.56 g/
ml LITT 16 Bkeb 14 ¥, 87.5% HWEIEIhTH
b, HERFICH LT EDT Bhi - ARIE FLTW
o

P. aeruginosa =3 % T-2525 © MIC i3, LHE#EH

Table 2 Clinical efficacy of T-2588

Underlying disease Daily dose Evaluation
Isolated
Case I;g: Diagnosis or orsoa:ismn and Side effect
complication ' duration Bacteriological | Clinical

1 KY F Acute bronchitis None H. influenzae |{300mgX 3X 7| Unknown Fair -
6 ¥

2 MT Chronic bronchitis None A m/lumza.e 100mgX 2 X 9 |=K. pneumoniad  Good -
M K. pneumoniae
68 Old pulmq

3 TK Chronic bronchitis pu on.ary K. pneumoniae | 200mgX 3 X14 | Eradicated Good -
F tuberculosis
64 ul

4 T.T Chronic bronchitis Old p mon.ary 300mgX 3 X 7| Unknown Good -
M tuberculosis

5 T.S :\2 Chronic bronchitis | Bronchial asthma | S. pneumoniae | 200mgX 3 X 7| Eradicated Good -
39 Chronic S. pmeumoniae

6 H N X 3X 7|-B. catarrhali -

K F sinobronchitis one H. influenzae 2ime 8. caarrhalis)  Good

7 i X 7

7 K.D. 5 Pulmonary Hypert'enswn § m‘uzumamae 200mgX 3 X 7| Eradicated Good -
M emphysema angina H. influenzae
51 Pulmonary X .

8 Y.0. None E. coli 200mgX 3 X 7 Persisted Good -
M emphysema

9 HO % Pulmonary None E. cloacae | 200mgX 3 X 7| Eradicated Good | epigastralgia
M emphysema

iffus —P. putida

0 Ay | 3 |Dffse None H. influenzae | 300mgX 3 X 8 Db 1 Good -
M panbronchiolitis K. pneumoniae

n s | 4 |Difwe None 100mgX 2X 7| Unevaluable | Poor -
F panbronchiolitis

12y | # | Bronchial asthma | Anemia 200mgX 3X 7| Unevaluable | Good -
F with infection Myoma uteri

13 .| B | Bronchil asthma None 20mgX 3X 7| Unevaluable | Fair -
M with infection

14 R.A. 3; Bronchiectasis None 100mgX 3 X 9| Unevaluable Good -

15 Y.H. Zs Bronchiectasis None H. influenzae | 100mgX 2 X14 |  Eradicated Good —

X. maltophili . .
16 Y.T 6: Bronchiectasis Bronchial asthma GI\;”}: _(g};; 200mgX 3 X14 | —P. aeruginosa|  Poor eruption
17 MK. (:Z Preumonia Bronchiectasis | S. pneumoniae | 200mgX 3 X 7| Eradicated Good -
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A4k 6.25 ug/ml LA L2 LTx b, K5 A 200 pg/
ml Ll EORE %R L,

2. BRIKAUMH : T-2588 AHIEBI DMK R %
Table 2 127k Lo HEB 17 DMEKHAID 1 ARERV-TL
THEBEUTORYBRENTH - 1ohd, BIEREITH
561 (FEGI2~6, FEBI 6 (XIBMRIMELAWTL) I©
FOTREOER) OB TH - feo MABLIFTHSL
HTHbH, K pneumoniae, S.pneumoniae £ 14|, S.
pneumoniae - H.influenzae, K.pneumoniae Lt H.
influenzae DRLSMYE 1 I TH - oo EMM 2 TD K.
pneumoniae LAz L THKIB LMK Licnd, FER 6
T3 B.catarrhalis ~DOEZERIPED bt

MRED 30 (FEMT7~9) L THRKRBRIANT
B, MEFEHNCL Ecoli O 1ERNHEH LICOALT,
S. pneumoniae, H.influenzae, E.cloacae D4 1 ¥RiT\»
ThiHk Lo

V¥AHABSESR TR IATES 1ATEDD
BRETH- ot B0 ERN 11 Tk FF O B5R
», 1E 100mg 1B 2EEPERTHH, BEEIFT
BTHocZ LLVEYHO—HLEEL L, FFLED
#% ofloxacin ™1 H 600 mg #HE TCEL BT\ 5,

KSEZMWREDOIFIDS> B, fEF 14, 15 T, 1E
#58 100mg, 1H2~3EHETHHENLELTER
Thb, R 15 0 H. influenzae % ¥yL5HELH I
LLTW5B, L LIBEATOWER X b X maltophilia 3s
X U8 P.aeruginosa YN0 7 ¥ oBIEREE 7 5 ARKER
EOADMEINCER 16 T2, AF 1@ 200mg 183
@B, 14 ARER LA, &3 P.aeruginosa 32fR L,
Bk, R oOMR, B YBKERIESCTETHY
% & B Lo

FEGY 17 (% S.pneumoniae = X BAt%DEEG TH %
#% FHF 1@ 200mg, 1H3E7 BMOKSTEME
R OCIVEFTIRDOHELHOHL T, BHEFDS.
pneumoniae 3,55 LERTH - oo

LI Erp R8s REYEE 17 flicxt LT T-2588 %5 Lic
R B%h 13, SXHEL2, &2 THEERIL 76.5%
Thbh, EF 1, 17 B GHREBRPIE 15 flokic
DWTARBE 80% DERETH 10

MR, BRAEOBLATH- 1 12 4, 16
T, HABHK FH2HK BXASHK THIKT B
BHEIL 86.7% THoto

ZRE & LTHFRSEEB AR b D3, B.catarr-
halis, P.putida, K.pneumoniae, P.aeruginosa £ 1 #
TH -1

BIfEA & LT, fEF9 TAHF1E 200mg 1 H 3[E
PRIR*BAME2HE X YBEOLERMAYFL, 1:8MH

DR LFTRE TH - Tohs, £ D%A 2 AMICH -
THER LI Lico ¥ 7-5E 16 Tix, AL 1[5 200
mg 1 H SEIRIRON 3 BichIKEE MBS i/IMIED
HE B, MG 2T irofct A H¥5~6H
P& L, Ltk 14 AR TRE LY Fo%
BBOHBIZRD bhith » P, .
EHE NS OMKRERKTIZ, HiCExFic ks
BhsREEBEBEDI- G Didieh -t (Table 3),

III. =% 3

T-2588 |3 WUMLE I REOGFAWENTCHMRE S h
fo, HLWEOAL7 = o RAEHR T, AREHE)
LRINEH, BEBO=AF 5 —Hick hHEEREYT
T T-2525 K iCMARIMEhB 78 F7 5 7 Th
60

T-2525 %75 ~[BtEEE, BRMEECT LTREVHE
ARZ 5 ua%H L, KT S.pyogenes, S.pneumoniae
&7 s LBER, E. coli, K. pneumoniae, P.mira-
bilis 7t & D 7 7 sBEEICH LTHEVHEDZRL, &
HREROED 7 = AFICH L THENBRZEDE
N. gonorrhoeae, Indole positive Proteus, C.freundis,
E.cloacae, H.influenzae vzt LTC%Bhi-HiEHhyx
TLEERTV 5,

SER4L S T-2525 o MIC #J%E L, CEX, AMPC
D MIC LLHEE LI #EE, S.aureus LTIt T-
2525 @ MIC o' — 23 3.13 pg/ml T CEX, AMPC
LIIEREI%TH Y, S.marcescens, P.aeruginosa {=x$L
TixTXT 6.25 pg/ml L £ MIC %/ L, CEX, AM
PC FRAEEBEL RS bhith oo L L E. coli,
K. pneumoniae, P.mirabilis, P.morganii, P.vulgaris
it LTREbhr e - iEEgEEYR L ChbD”
S LRHRE R T A RE R ERORDHEYEO D,
TRRbEhicboLEL LRI,

A#| 100 mg 7g\s L 200 mg PRtk OBE P RE S
4 MIC %= x 2BENBOLATE D, HoXHOR
B AEL R BIF T BEAK TLEMHMN X RN
NIWE 5 THBY,

% - CEEERAYEIZ2 18 100 v L 300mg, 1H2
~3ERKFEEXER L LTRH L, HRERIER
#£ 17 Qs LTERDREY R LR 7%
13, ®LHR 2, HKEH2 CHBHE 76.5% TH-oTo
13 LA EDEMND E ARIERE 50 S IR
BE LT AHBHBEREOBESEBRETHH LY
Ex bl BOFOEZSRE LTITIALIOEND
ZLMTED, 11 @SR 100~200mg HER
LEZ LI,

BEIfER & LTROBEE L RERED bhi, T
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R BE TR STTRSEECH Y, ToMmAKMA
RIS ORE KRR LR ICiED b iieh - feo £EIK
HEMOTLEIFARRRIL 1,650 Bl 4 Ml 2.7% &
ERTHVRLEULHLDDL S TH %,

LA E DR & T-2588 (X ERERRY i 4 FE % D M6\ K
THHLEL LRI,

X e
1) YASUDA, T.; A.YOTsujl, S.OKAMOTO & S.
MITSUHASHI : Antibacterial activity of T-2588.

A new oral cephalosporin. 24 th Interscience
Conference on Antimicrobial Agents and

2)

®

Chemotherapy, 1984

YAMAMOTO, T.; E.SUZUKI, K.ARAI & T.
YOKOTA : A new oral prodrug of 3rd genera-
tion cephem, T-2588: Its antibacterial acti.
vity, affinities to S-lactamases and PBPs,
and synergy with the complement and
macrophages. 24th Interscience Conference
on Antimicrobial Agents and Chemotherapy,
1984

% 33 MAXEEMEFERS, FX Moy
&, T-2588, 1985

FUNDAMENTAL AND CLINICAL STUDIES ON T-2588

Rinzo Soenma, HirosHi Kawane, Yosumito Niki, Susumu Yacl,
SuicenoBu Umeki, CHIKARA NAKAHAMA, MasaTosHl WATANAEE,
Jiro Hino and YosuiHisA NAKAGAWA
Division of Respiratory Diseases, Department of Medicine, Kawasaki Medical School

T-2588 is a new oral cephem antibiotic which is mainly absorbed from the intestinal tract and
is hydrolyzed by an esterase to form the active agent T-2525.
Bacteriological and clinical studies with T-2588 were performed and the following results were

obtained.

The activity of T-2525 against S.aureus was equivalent to CEX and AMPC. The peak MIC
was 3.13 pg/ml. T-2525 showed excellent antibacterial activity against E.coli, K. pneumoniae and
P. mirabilis. Especially, T-2525 inhibited the growth of all strains of P. mirabilis at the concentration
of 0.39 #g/ml or less, and the peak MIC for Indole positive Proteus was 0.39 ug/mlL. MICs of
T-2525 for S.marcescens and P. aeruginosa were at 6.25 ug/ml or more.

T-2588 was administrated to 17 patients with respiratory tract infections. Clinical effect was
“good” in 13, “fair” in 2, “poor” in 2 and the efficacy rate was 76.5%.

No side effect was observed except epigastralgia in 1 case and eruption in 1 case. No abnormal

laboratory findings were observed.

The obtained results suggest that T-2588 is useful oral antibiotic.



