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MR R B RIEIC F5iF 5 T-2588 DXy - BERATRE

XE M-EH:I-FELH-ENE £
L EWR 2208 Set

FlocREh ez A7 L BBO 7 = &% T-2588 %, 84 DIRHEFRBEREDEX A
L. TOBKNRBELRN Lic, 2o EBEF KT 25H OMmPREDHBEM~NS &ic,
BOIHAEMUBHC I\ TRMMAIE X D RS htc H. influenzae L B. catarrhalis w3 5%#)

DHEEWHY, WEROBOPHAER & B LI

BEMEER L8 ROMEITPRBABME (RIS M, MEARTLIAN AWZHR
i, SEIWEE 1) o, X 1E 200mg %1 H 26, 13.5~27.5 BHES Lico £OKR,
ME¥HOPRCOVTIRIANKRE SR, 1 ALKEERD, 4RIEETRETH oo ¥ 1REEKD

BHRICOVTIRIEROHE, REFROBLH, L,

R 50% THo 1o

AYHUL L HBENIERN B AP 4ATHY

NFREITDOWTIR, BEBE 4AICT, FH 200mg 2 AKBAERERFICRHE Lo TR
R OBA%3I~5HMTREHECRL, 20V~ 0.75~1.8 ug/ml Th -7,
WHEIZTHMEXic B.catarrhalis 84 # (5% B-lactamase [t 68 #k) 7cH U H.influenzae

73 ¥ (5% B-lactamase fE{E 11 #k) h:%j*‘j‘ 5 XF oM EH%, ampicillin (ABPC),

cefaclor

(CCL) tit# Lico B.catarrhalis w3 & # D MIC i2fp D 2 # L ZRARO L Fi %R Licd,
H.influenzae =% LT3, p-lactamase EAKYEH T, FHARFEKEN - MEH %R Lo

T-2588 i3, BUML¥T ¥ (%) CHMRIhi=275
AEREOE7 . 2HTHY, RREBE»ORIRI LB
HEO=AT 5 - XIRLYMKIMEh, HEEEES
+ T-2525 L5 (Fig. 1), &#iz 75 st bV
B LIBEWHE A% A L, B-lactamase i &
FETHY, HkDOE DO+ 7 2 & HTHB cephalexin
(CEX), CCL X v Bh-iEHEE-Z LT
hitb,

5B, ®aix, BETRBERRE AKX HREL,
ETORALLER2BRCOVWTRN L, ¥, BERE
s> F[om+TREYRIET S LK, BERFER
CttTsEFo MIC # L BIEL D TR TRET
%o

I. #E & F &

L B5Rs

ABRICABEF D B\ 2SR AR D 49 D 76 R
(P 63 %) ¥TD84K (BiEs A, k3R 0K
HEBEEOBE T £AXTOREBENCEEELR
EINT, B, MRERERE I VR E LT 107
CFU/ml U EDEE Y7 THEMEYEREL L, £
DWRL, H.influenzae 3 ¥, B.catarrhalis 38 (4
# pB-lactamase [B#), E.coli, P.aeruginosa (mucoid
type) & 1ERTH o 1o

2. B5HE:
1@ 200mg (1fEMDZESHH 100mg) #1H 2
Fig.1 Chemical structure of T-2588 and
T-2525
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methyl]-8-oxo-5-thia-1-azabicyclo [4. 2. 0] oct-2-ene-2-
carboxylic acid
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B #S/AREECRRE L, H5MMix 18.5~27.5 B
M (PH 17 B, W5 E 5.4~8.4g (156.3)
THo 1o

3. BKHRO¥E

HRYUTBOEMIZ, ER (EW RROBR, PRE
BOBHR, FEOHRLRE), BERRERR (BN XRE
ol HE BmIRE. FKit. CRP OEXIL) = X UM
BEHNHRE (BXEOBE s LK) X HRE LI,
By, 1AMBAKR, ER REFRAHEL, MM
RS Rohic®e, R, 1AMUBEELLS
4 TR ER KREFMRORE fzE Mt
BHROVThLLRD L BE, TReHY), &b
RERND o 1BE, TER) &L,

4. MmPMERE

BERE4HIZOWT, 200mg ZAKICHRE B
PR R IRER ML L, it > T-2525 OWEE + B IL{LEE
IEEOFATRCHKE LAZE Lic, BEHEki K.
pneumoniae ATCC 10031 B ¥ VB R—=F 4 2 7
®BTH %o

5 HEH

W% B K2 H influenzae 73 ¥ (1983~1984 4 4y
), B.catarrhalis 84 ¥k (1981~1984 “E4rME) T, \»
Thd PREBPEREO BREAERL R X H 107
CFU/ml L EOEE CHREShI=d DTH 5, HREH
i T-2525 o fibic xffB3E L LT ABPC, CCL # v
o REUAE XA R LEREFLEREIC X 5ERT
BERECRE - 7Y, RIERHL, H. influenzae ik 5
% Fildes enrichment (Difco) jn Mueller-Hinton agar
%, B.catarrhalis yzi3 2% Fildes enrichment 2 0% 7=
AL A, BEES 10°CFU/ml o798 LT L
T

II. # R

L BRRHIMGRS

T-2588 b4 8 IDRRBM % Tablel i, AKH|H
ERitk OBERMZE 7 — % % Table2 10 ¥ Ladis,

fER 1%, 49 ROBHCBMIRIE R H. influenzae
REB-RBRE e LIERATH 5, 1 H 400mg o
FHFE LY, 7HEENA 14 B BiekitoskE
RHhicted, HR & L1

EM 213, 58 HMOFKT, hd BHMRET H in-
fluenzae 1= X B REHHw 1oL 1o EERITH B, 13.5
AR OAFE S CHHEA L, BERTROHFLED IO
T [B%) LHE Lo

EM31z, 57 ®o BT Lixh BEMKEC B
catarrhalis i X % SOERHD b TR & WA N LT
RN TH 5, ZFREICL Y, BEEROHHELL

bhich, BRETEP, REFAL FEKo D,
[eLRY] & L

HEGI 412, 66 ROFMT BIEMETHO BETHS
M, MRz, Bz P.oaeruginosa DB YR TV,
SEHERDOEIL L ) P. aeruginosa ¥ S LRARRLY %
%, AFHE LMK LA, 1 H 400mg, 21 EME L
TRER W ERETH -, Wi FORIe C
RP DREHRB LD oo, [LLHY] LHE L1

EM 5%, 74 ROKH:T E. coli DXYuiz &k h A
B L BEaEsssao EfTH 5, sHL1A
400mg, 14 AMFL LR, WEHD L, BRER D
B LIce®, W) & L,

fEG 6 1%, 54 MK T H. influenzae i & 5 18M%
FEXRDOBEMBOHTH 5, 1 B 400 mg DL #BAM
LT7 BB EIRMEL Lo Mkis BfLLich Lic
N, BEERFWLTW DT, [HH) & Lo

ER T2, 76 ROBYE CREZIMEBIC B. catarrhalis
CXBZRBREE I LIERT, 18 400mg % 14
BHEET 5, BRETEY, BKIERVTRETH -
Tedb, THERD] LHTE LI

fEM 812, 69 DLt T B.catarvhalis iz k. 5 %R &
P2 LIKEZHBETH S, 1H 400mg T 16
AL Lichd, ARB1SBREAE THRIER OHHF S »
Bivieh o ot 7o CRP OEKLXBD DT, [
CHE] LHE LI

PR %Y Tabled 1c¥ & % fo, H. influenzae
13T RT P& L 7= A, B-lactamase [RiE D B.ca-
tarrhalis 3 BRi33 X CARETH - oo mucoid type O
P. aeruginosa {H AEC, E.coli 3B RBDINETT
Hoto BMERRABIIEM - 1,

BEEREY %R % Tabled 1R Lico BB 8 fl 4 Bl
(IBHMEE 2 41, B L2H), ARFEL 50%
'C'b -2 To

X#H# L5, AMEHEIFERI2ARD bRl -
teo REMBREICOWTIE, EM6TIF VAT $F—
CYoBRELRY, EM7 T GPT L LDH oBE LR Y
BDIELITeh o 1o

2. Emaves

Fig.2 i T-2525 Db REEDHB ¥R Lico ER 1,
6,7 3HIVBII\T, 200mg AEEONREL, FHF
iR LCAR oMb RBEY 2B &, €—7ETS
BRSSP PoELoX b2, 3~ 5BMEBCREE
(F35 1.5 pg/ml) & Lo

T-2525 0 H.influenzae - B.catarrhalis 343 %50
EOUERRY, XKD ABPC, CCL DR &3tic,
Fig.3, 4 1Z5% Lico
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Table 3 Bacteriological effects of T-2588
Organism Eradicated Decreased Unchanged Replaced
H. influenzae 3
B. catarrhalis 3
(8-lactamase®)
E. coli
P. aeruginosa 1
(mucoid type)
Table 4 Clinical effect of T-2588
i ffi t
. . Effectiveness Excellent Good Fair Poor E lca: y rate
Diagnosis (%)
Chronic pulmonary emphysema 1
Chronic bronchitis 1
Bronchial asthma 1
Bronchiectasis 1
Total 3 1 50

Fig.2 Serum concentration of T-2525
after a single administration of
T-2588 (200 mg po)
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H.influenzae (3 18P RBHEBOFRE L LT RS

EENLLDOTHY, f-lactamase E4 1z X 5 ABPC itk
BH BREME TS 5V SEO RN 73 Kb 6~
lactamase BEMEEEI(X 11 #, 15.1% ThbH, hbok
» ABPC o MIC 2 1. 56~50 ug/ml & IBIEFi kiR
L, CCL & 0.78~12.5pg/ml TH-7zo ZhizwL

Fig. 3 Sensitivity distribution of 73 strains of

clinically isolated H.influenzae
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Fig. 4 Sensitivity distribution of 84 strains of
clinically isolated B.catarrhalis
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T-2525 (2HEEE 73 kD > B, 0.1 ug/ml D MIC %iR
Lz 1 8L, TRTOMORK ¥ 0.025 pg/ml [T C
L, BOWAEAER LR

—%, B.catarrhalis i3 IE, FRHREFREE L LTOR
HARMEIh, RALHERMELTVWB2, 3L 6
lactamase FR{EEE O REBEE DX B IcMMHER 2 h T
WY, BA OBME L 84 Hich 68 ¥k 81% A% f-lac-
tamase (B THoto & D MIC fli i, T-2526 A%
<0.05~1.56 ug/ml, ABPC <0.05~6.25 pug/ml, CCL
<£0.05~1.56 pg/ml T3 EH L b i2IEHEETH -
2%, p-lactamase B&¥# i3, ABPC Ai2#k 0.05 pg/ml
LT o MIC TR FIR 5380 - 720 MIC fH o R K
#ELTARBE, T-2525 2 CCL LABEOHMEN &
Vi ARRTH 5T

‘ . * %

4, BEFRBERI ) SEBRMESH © T-
2588 OO E X ALK, B4 OEEFAICOVTHEFN,
ERNZR 2N Lo

H.influenzae @58 &3 % 3fEM (EH 1,2,6) ic
B LARAERYE LRI TRUEecREcEcE
., BRECLERTH oo Shid, REORRKDRE
BT s T-2525 o MIC {fH N &AL 100% E<
0.025 pg/ml LIF (73 #keh 1#kD& 0.1pg/ml) £\s5
BREWTHo Iz b iEL DL, THRERTE %,
—%, B.catarrhalis HH Xhic 3ERA FEH 3, 7,
8) RAMRERETSHH, BIKRNCS Aot ERD
BEXRDES D o T THE BV T-2525 OHH
DO EHS BdB E, AEIHT 5 MIC fHik 0.1~
0.78 pg/ml & HBEAIEMETH - 7odt, KRERECED
hotnit, SEIDF— 2 RERBTE LK, FH
200mg DR CHIFRED € — 7 29 2 pg/ml BET
b, BREOBTHELEBL->THED 1/10 (X
BY) LERETH-Z LtBETSEBbhd, 7t
¥, B.catarrhalis 3t 2 AFORZHEDI I, HRE
© ABPC 760 CCL LiRERARBRETH D, Thidk

H.influenzae \=t3 5 XF| DS WO A\t D 2 K & H ¥
R TULBDIIEND LR TEVHD Do

— R 180 itk P B MR YE DRI R DS E K A AT
BT LizRE TR bRV, CokSBEY
AETave— T84 EUYRTENRS
kTR EMNB B, L L, @D T-2588 D4 D
BB —2RT X5, AYCHEIOBh V2%
AChVRY, BRESHREMRT O Lz LLV £0
WIRICI T, AFD H. influenzae st M
HHTHH, AMBREOERBRYRIITHCHRTES
LDTH B £ DR, in vitro TOREAHULREA
Wi OTH, Mih, BRABITMBEDCNFES, LHRLRE
MTBEBLRVBEND D, XBMWD B catarrhalis
BB THRYRE Motz Lid, Thi B2 T53
DTH %o

Bz, EFloORLELOWT, BEPIALRIH
5v A7 i+—+% LDH 0 LRI, EH 6 T2
S SERELTWSE &, ERAT T cd Rk
DORENZLRIZ Ennb, KRMIIMEREES T
DDo i, WBMERESL7 LAF¥F-—RIEREIBDL
nicdr - o

X [
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EXPERIMENTAL AND CLINICAL STUDIES OF T-2588
IN PATIENTS WITH CHRONIC RESPIRATORY
TRACT INFECTIONS

Isao Onno, Kivo Nisxioka, SuiroH Ipa and Tamorsu TaxisHiMA
The First Department of Internal Medicine, Tohoku University School of Medicine

T-2588, a new oral cephem drug, was administered to 8 patients with chronic respiratory tract
infections, which had occasionally occurred following some pulmonary diseases. Significant causative
organisms isolated from sputum in these cases were each 3 strains of H.influenzae and B.catarrhalis
and each one of P.aeruginosa (mucoid type) and E.coli. The drug was administered orally at
a daily dose of 400 mg, distributed twice a day, for 18.5 to 27.5 days. As a result, 3 strains of
H.influenzae were eradicated, one strain of E.coli was decreased and 3 strains of B.catarrhalis
and one of P.aeruginosa were unchanged. Global evaluation including clinical efficacy, such as
the relief of symptoms and the improvement of laboratory findings, revealed that 4 of 8 patients
had good responses. No undesirable symptoms and signs were observed during the drug administra-
tion. Slight impairment of the liver function was discovered in two cases, but this did not seem
to be serious because the laboratory data normalized after discontinuation of the drug.

Serum concentration of T-2525 (the active form of T-2588) reached the peak by 1.5 pug/ml
in average after 3 to 5 hours of a single administration of 200 mg of T-2588.

The sensitivity distribution of T-2525 against 73 strains of H.influenzae and 84 strains of B.
catarrhalis, both clinically isolated between 1981 and 1984, was compared with that of ABPC or
CCL. The data revealed that T-2525 was extremely sensitive to H.influenzae, but not so active
against B.catarrhalis.



