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1) REBASEEICHT 5K OHES (105/ml £ MIC RIE) 13 E. coli, K. pneumoniae,
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BRERBRET ShTw1s,

2) P. aeruginosa 13 3R 3FIDTHIC it 2RI E» B > 1223,

Bt AR U,

EEIARRT S
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T-1982 W EILLH¥ TR AR & £ CBPHLEF
#RC R BAFRP D: H A Cephamycin FHAEWMA T »
b, Fig. 1 KFRT X5t O{LEHERL 7afiic me-
thoxy %KV 52 &tk b, HMEESED B-lactamase
KEETHDZLERBLE TS, TORBNIS 7 415
HRXCS T MUK ARY 5 82 HT 55,
41z CMZ, CFX 7t & o itiflk @ Cephamycin # 2 [t L T
E. coli, Klebsiella pneumoniae, Proteus, Enterobacter cloacae,
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i, RARPEHORAFERIIE CMZ X h oD T,
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(1) WRELOHE

HEEFORBBIDHED > b, E. coli 54k, K.
prneumoniae 508k, E.cloacae 488K, S. marcescens 54%%,
P. mirabilis 54 ¥k, P. aeruginosa SARRICXE 4 % & Hl,
CMZ 45 X vs CEZ ® MIC % e Utz, HEHERI 108/
ml 35X 0° 1089/ml 12T, BACEREEXEEERICE
UTRIEL 1,

Fig. 1 Chemical structure of T-1982
OCH,
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CaHs

(2) R B

E. coli izt LCid 105/ml i CAKID MIC i3 =
0.1z#g/ml 12 peak #F L, 1.56 pg/ml T2k ML
INIDLD THRGCHABNERUI, 108/ml #ET b2
¥ 6.25 ug/ml LI T MIC Tah b, Zh bRz CMZ
CEZ I hBAL DIz Sz D TH -1 (Fig. 2), K
pneumoniae 10%/ml #28 CAFL 1.56 pg/ml UTOHE
B T80% DBk AP L, 105, 108/ml #58 & § ik CMZ
1213 2B, CEZ 13 3 ~5BYBERE S 3 % Hilh%
KUtz (Fig. 8), E. cloacae TI3ZFIT MIC 100 pg/
ml Pl EDEBKIZ 105, 108/ml #:5E & b ICEBUTTH
b, CMZ, CEZ X b3 3EE$ <hT\1c (Fig 4o
S. marcescens Ti3AFNZ 10°/ml 5 T2k 100pg/ml
UTCHEYMHIEL, CMZ it 3EERE % 310
CEZ i34 # 400 pg/ml Bl Ed MIC #7R Uz, 10%/ml
HEECIRAF TS 200 #g/ml YLD MIC 7T EK
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Fig. 2 Sensitivity distribution of Escherichia coli isolated from urinary tract infections —54 strains—
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Fig. 3 Sensitivity distribution of Klebsiella pneumoniae isolated from urinary tract infections —50 strains—
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Fig. 4 Sensitivity distribution of Enterobacter cloacae
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isolated from urinary tract infections —48 strains—
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Fig. 5 Sensitivity distribution of Serratia marcescens isolated from urinary tract infections —54 strains—
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Fig. 6 Sensitivity distribution of Profeus mirabilis isolated from urinary tract infections —54 strains—
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Fig. 7 Sensitivity distribution of Pseudomonas aeruginosa isolated from urinary tract infections —54 strains—
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Fig. 8 Serum levels of T-1982 and CMZ after
intravenous injection in 4 healthy vo-
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Urinary excretion of T-1982 and CMZ after
intravenous injection in 4 healthy volunteers
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Fig. 9 Serum levels of T-1982 and CMZ after
intravenous injection in 4 healthy vo-
lunteers
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Serum levels

Bizh b, EEERICL 5 EnNs LNt CMZ,
CEZ itiz 3 3 ARM@TH -1z (Fig. 5)o

P. mirabilis icxtd % AFID MIC i3 10°%/ml #HET
4% 25pg/ml Pl Fizd b, CMZ X b 1 ~2ERH,
CEZX b 3 BBERE T ChItBE %R Uz, 108/ml %
BETRAEFICHT 2 MIC A5 >400 £g/ml DEREN S L,
BEEEEICE AENRA LN, 1z, 108/ml HEETIE
CMZ, CEZ OHBEII3IAHIL b 33 > T 1z (Fig. 6),
P. aeruginosa Ti3 105, 108/ml MEEHEE T=HA1E &
A\ MIC %Ry BN ARD % (5 7223, 10%/ml ##
BCRAF I MBOZH X b7 ShIcBEHERRUI
(Fig. 7,

2) M, ReRE® X ORBENLER

(1) NBBIoH®E

BEIRA 4 &iC T-1982 35 & 08 CMZ %*[@& cross-
over T one shot B #fT/x-12, FAEIL 250mg &
500mg @ 28 T 2-12, WHIE 20 ml AEAHEK
T, 3AMTHEL, meEEIRE#15, 3007, 1,
2, 4, 6, SEEMICHEL, RAEELXOCEINRI
0~2, 2~4, 4~6, 6 ~8EHEREZERUIAEL
2o WRIIHEBS ¢ 2 HEICk 512, BEBEIIEHITIZ
K. pneumonice ATCC 10031, CMZ Tix Micrococcus lu-
teus ATCC 6633 T b, HEMEEHARFA DAL MAT

Urinary levels

Urinary excretion of T-1982 and CMZ after
intravenous injection in 4 healthy volunteers
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(2) BR #&

@® 250mg B¥EEH

MmeEE Fig. 8 ITRT & 3 ik 5# 155 TO¥E
B2 A% 23.7 pg/ml, CMZ 18.2 pg/ml ThbH, Lk
WEE IO L, #5% 8B THANL 0.44 £g/ml,
CMZ 3HNETEERAUT Ch o1z, T 1/2 13FHITE?
5, CMZ T523 Th-1oo RAMER X RAEIEK
i Fig. 8 IGRT X 51t 5%k 0~ 2R AR CHmAI L b
RASE®D peak %18, 7 DVHHEIIAHKIT 1,560 28/
ml, CMZ T 2,293.8 #g/ml Th -1, F 5% 8RME
TORAEINRDOLEEIIAHEIT83.4%, CMZ T 93.3
%ThH->1,

® 500mg HEE

b BRI % 54155 TAHA| 40. 8 pg/ml, CMZ 38.4
pg/ml Thb, 8 HBEEOMAMEIER T, 0.70 #g/
ml, CMZ CHIFETEEBAUT Ch -1, T 1/2 13 &H|
825, CMZ T633 Th -1 RHEBED peak 130
~2BERTEBL N, FHIT 2,122.5 pg/ml, CMZ T
3,270 #g/ml Th - 12, 8 BMRAMEINEKIIAR T83.7
%, CMZ T99.6% Cdh -tz (Fig. 9o
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Table 2 Overall clinical efficacy of T-1982 in complicated UTI
0.5~2g/day, 5 days treatment
Pyuria
B\ Cleared Decreased Unchanged bg(f:ft(;ﬁu(l)‘?a
acteriuria
Eliminated 1 | 1 9 11(55%)
Decreased
Replaced 3 5 8(40%)
Unchanged 1 1( 5%)
Effect on pyuria 4 (20%) 1( 5%) 15(75%) Case total 20
Excellent 1( 5
“————:————-—-—" xeelen (5% Overall effectiveness rate
| Moderate 13 14/20 70%)
—— 6
Table 3 Overall clinical efficacy of T-1982 classified type of infection
No. of Overall effecti-
Group patients Excellent | Moderate Poor veness rate
1st group (Catheter indwelt) 6( 30%) 3 3 50%
. 2nd group (Postprostatectomy) | 2( 10%) 2 100%
Monomicro- | 3.4 group (Upper UTI) 4( 20%) 3 1 75%
bial infection | 4th group (Lower UTI) 5( 25%) 1 2 2 60%
Sub total 17C 85%) 1 10 6 65%
) . 5th group (Catheter indwelt) 1C 5%) 1 100%
Polymicrobial 6th group (Catheter not indwelt)| 2( 10%) 2 100%
infection
Sub total 3( 15%) 3 100%
Total 20(100%) 1 13 6 70%

Table 4 Bacteriological response to T-1982
in complicated UT1

No. of

Eradicated

Isolates strains (%) Persisted*

S. epidermidis 3 2 (67) 1
S. faecalis 2 2 (100) 0
E. coli 2 2 (100) 0
K. pneumoniae 1 1 (100) 0
C. freundii 5 5 (100) 0
E. cloacae 1 1 (100) 0
P. rettgeri 2 2 (100) 0
S. marcescens 3 3 (100) 0
S. liquefaciens 2 2 (100) 0
Acinetobacter 2 2 (100) 0

Total 23 22 ( 96) 1

* Persisted

: regardless of bacterial count

O. B R &9 48 5

1) NHBIOREHE

WAFI565E 5 8 X b 108 % TloiE KB M Bkt
WIRBFHIARE U T B e RIS (IR E Bl
<) 20BIic# B Uiz, J5HEiE one shot %7 idmEHIE
THY 5 HBE 10 @R ST, 1EHRS5RIZ 0.25842
Bl, 0.5 2 7HIB I 1gH1BTH -1z (Table 1),
BEHEE UTI SEAFEELESE 2 ik & ORERIcED
T8 -1,

2) R

BATRDRIZ20BHER 1 5], B2k, EH6h
TR EHERIXT0% Tdh -1z (Table 2), KREFHIILH
TR SEERRAISEI3 Table 3 IRTE H O5H, 68T
12100% DBEDLECH > 1208, 1EETIL50% & PPE
BHEChH -1z, MEPEMITII230R221596% DIREY
A1z (Table 4), 5L 12 D13 Staphylococcus epider-
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Table 5 Relation between MIC and bacteriological response in T-1982 treatment
MIC (zg/ml) Inoculum size 108 cells/ml
Isolates Total
=0.39|0.78 | 1.58 3.13 6. 25 12.5 25 ( 50 1 100 | >100
S. epidermidis 1/1 1/1 0/1 2/3
S. faecalis 1/1 1/1 2/2
E. coli 1/1 1/1 2/2
K. pneumoniae 1/1 1/1
C. freundii 1/1 1/1 1/1 1/1 1/1 5/5
E. cloacae 1/1 1/1
P. rettgeri 2/2 2/2
S. marcescens 3/3 3/3
S. liquefaciens 1/1 1/1 2/2
Acinetobacter 1/1 1/1 2/2
Total 2/2 1/1 1/1 1/1 1/1 3/3 4/4 7/7 2/3 | 22/23
(100%) (1002 | (100%) | (100%) | (100%) | (100%) | (100%) | (100%) |(67%)| (96%)

Table 6 Strains* appearing after T-1982
treatment in complicated UTI

Isolates No. of strains (%)
S. epidermidis 3 ( 30%)
S. faecalis 1 (102
E. cloacae 1 (10%)
P. cepacia 1 ( 10%)
Yeast 4 ( 40%)

Total 10 (100%)

* : regardless of bacterial count

midis 1B D & T S. marcescens X C. freundii 1T ¥ 1T
TChRRBREDRAYR U1z, MIC & B RDOBE%
A5 E 100 pg/ml ¥#EA S MIC 2 RIBEKICI W
TH108ke 9 #8909 (D 155 A T\~ % (Table 5), #5
KRB Table 6 1TRY X 3 ic Yeast, S. epidermidis
BERIKTH B,

BRMEWERIZ 1865, FEck B EZALN
AERMREMS (IR—R, IRECEREZE) ORE
BB BD s hizh -1,

m % =

T, Cephem 23 X 0% Penicillin RHUAEHIC TS
NY B-lactamase BEABI MU TR H, » D Serra-
tia, Pseudomonas 73 ¥ D\~ b W % §3HE#Ic Xk 5 oppor-
tunistic infection #%E7EMk IR BERRYLIED R CEE /2L
B Tcacuns, coXdBRROHT, {LEHE
Kk 7afific methoxy ZE%* 4 U, -lactamase I FE S
WbW 2% Cephamycin RHEHIA R X ICHEFEIN T

No. of strains eradicated/No. of strains isolated

o KEIL ZD—HETHHH, § TIRHRINT WS
Cephamycin %] Cadh % CMZ?, CFX® jcH.L, ®ic &
7 AEEREIIBWTT SChREARTRT EvwbnT
WAL, ARDEELDBE TS, S. marcescens I
HEYTHEES T LBEREICEL, ZOREkICE:
THHFNE CEZ #1320 BB L, »> CMZ iclhLT
LS »ICT SNIHBEARY R U, TN, BB
BT Cross-over BiC L ARIBHETCMZ L Hh B
WIIFREE & eeRVCHEBIEA RN, RpEREH
83% L BIETH -T2, HWIREARMETIE, bR
WREREY T2 DL U TEVRERE B IO S
marcescens < S. liquefaciens BRILEBNT 31T B EWH
SIYEARER S 1z, P. aeruginosa TRYYEEICK U T,
Z DHE D b & THERRIREBRELU IR, D s
7 nEYEREIC X A RBBIVEICT L T +3 2 DRIR
HRFTE B, T, BMEMICE, BERBREMEICR
THEIWERIZ20BI 1Bl 72 &, TAMIBBL T +50
IEHETX 5 bDEEDNS, BEXD, KANIFHE
AT & A REBRBYUERIC Y 7 ABHEREICL 5 b DiT
JU, BWERAETIETCEIZ D EEALNIL
X #R

1) H2oEBA{bEREXETEALALHRBE, XY
vAEIy AT, T-1982 ##R4E, 1981

2) BREH, WAgkt, FE B, ZHRE, B
TR WRBEHERIC R 5 CS-1170 0 FE 1 L (&
K, Chemotherapy 26 (5-5) : 487~500, 1978

3) XHETEE, BEHKRZ, FFEFE, =BEE, /i
WK KRBT Y E 3 3 Cefoxitin O[S,
Chemotherapy 26 (S-1) : 560~565, 1978



806 CHEMOTHERAPY DEC. 1982

FUNDAMENTAL AND CLINICAL STUDIES OF T-1982
IN URINARY TRACT INFECTION

SoIcHI ARAKAWA, YASUHARU NAKANO, OsAMU MATSUMOTO,
Nosumasa KATAOKA, SapA0 KAMIDONO and JojI IsHIGAMI
Department of Urology, Kobe University, School of Medicine
(Director: Prof. Joj1 IsHIGAMI)

T-1982, a new synthetic cephamycin antibiotic, was investigated on the antibacterial activity, phar-
macokinetics, clinical evaluation and side effect.

The following results were obtained.

1) Antibacterial activities (MICs: 10¢/ml) of T-1982 against E. coli, K. pneumoniae, E. cloacae, .
marcescens and P. mirabilis were 1 to 3 tubes superior to those of CMZ and 3 to 5 tubes to those of CEZ.

2) Although P. aeruginosa strain showed resistance to these antibiotics, T-1982 showed a relatively
potent antibacterial activity against the strain compared with CMZ and CEZ.

3) T-1982 showed more or less higher serum concentration, longer half life and lower urinary ex-
cretion rate in comparison with CMZ.

4) Twenty cases with complicated urinary tract infection were treated with T-1982. The clinical
results were excellent in 1 case, moderate in 13 cases and poor in 6 cases. The overall efficacy rate was
70% .

5) No side effect was observed subjectively or objectively in any cases.



