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BHEMERPRIESIE T %5 T-1982 Dfs FIREER

REXA - 1B & {FHE
RBAR¥EEHDRBEFLE
ZHEY - fEE= - KEER
RFEE - BRERE
LR b i R B

#HULBIR 3 iz Cephamycin REAEME, T-1982 DWW TEBR/L S CICEKRNBRN LT

IBWUTOEREBIZOTHET %,

1) EEBEEHALFOXFIORHBENERIIFEEETH S & 6 BRRITIZINE0% L BWEEXRL
T2o R 6 BERAKICIT b 409 #g/ml ThH O DB RBE TH -1,
2) BEBEEEREN2H0FXFOMABEEXHREL, NHEEOYFEPOEZDDER, B 5

Nt

3) BV RESRRYLE230Ic A% 1[H 0.5 one shot ¥, 1H2EH, 5 HEHEL, Z%
55, BZ8 5, EANIOBITHEIRIIST% TH -1,
4) EERBREERERE LU T GOT, GPT O LE®Riz170 T, ZDMDER TIXERMD -

R RICRE R B 2 512,

RBCERREZE T 5 EEERBBRECERED
ZRE7 7 LAEERE T LI IEEREDO D OMRE N,
T X HEME R BE R YL AE DI R, SEEDOHE L
ODHEFADOHEC L 22O T, WEEESLIZV LR
W,

SEbhbh R EMHEEREERECH L THLVWESH
Al Cephamycin R{i4EMHE, T-1982 XA W 5 BEL%2E
7o AN BILE TEM: X TR CHRFAMER
RO Fig. 10X 5 nERE L 2MEME T, LEHR
HEL D B-lactamase KRET, 7/ 7 ABEREI XS
7 AR LTRBEEARAEAR PSS A2HL,
Enterobacter, Serratia marcescens, Proteus, Bacteroides 75 &
WA U TR D Cephem REFICHERBEWHE N %2 R
S

BAIEBEERBECE - TRER AL
RESLELh, £EHBR~OBTLIRIFT, £HENTR
FEEAERBEIN LK EEDEEEL LTRF
Hiltsh s, 2FOMBRRBE TR L CMBELESHR
B, REUEBERINL TV,

I. EBek

1) MR IORELE

T-1982 DRANDOEMIREERE T A0, EF
BHERERI108 I U TAE 0.5 g 2B AKX 20 ml i
WBIRL, W3DRTHEHIELIL, BER 2HREC &iT12k
METHRL, ZhZhRABEYREL, SR

Fig. 1 Chemical structure of T-1982
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Sodium 7B-((2R, 3S)-2-(4-ethyl-2, 3-dioxo-1-
piperazinecarboxamido)-3-hydroxybutanamido)-
7 a-methoxy- 3 -((1-methyl-1 H-tetrazol- 5 -yl)
thiomethyl)-3-cephem-4-carboxylate

Molecular formula : Cg2HasNoNaOsSg

Molecular weight : 649, 63

EBlicRlT 5 mAEE OBV RET 2 1cdic, BRE
=/ 2 B (Cer 56 ml/min., 31 ml/min.) ¢ &#] 0.58
YRAROLTETHREL, #5430, 1, 2, 4, 6
BETELL, mMAABEYRIELN, BEOREILE
Klebsiella pneumoniae ATCC 10031 R EBE L UT
paper disk (thick) &1z, Mg & ORABE
FE @R IZ 0.1M BREEK (PHT.0) ¥ KA
U, ZEI%EEHR L TERR Y51,

2) KR #

% BHEEBIL0BI0D R Al 3 X OVR R EINR DT
fii% Fig. 2 1IGRUT, RABEIISERBNO 28R
PEET, DEBEOREL & LIRS RRbNI. B
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Fig. 2 Urinary excretion of T-1982(0.5g i.v.)
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B4 6BHE CORPEINERIIS X 280% T, 125MF
TRIBTH -T2, BHEEEEEL 2 IO MAEEEDHR
i3 b IBEZ30TRE CUEERE & b IRPL,
¥R Cer 56 ml/min. DEHTIZ 2. 04E5F], Cer 31
ml/min. OEFI T 2. 89 KT, BBEOESDORERE
KELTEENRA b iz (Fig. 3),

O. B& K B #

1) WRBIOHWESE

1981%E 5 B> & 9 A ¥ TiRILERFEZERN BRI
REFHS X OR LT+ R R BARHCABE U T ek
RESRRYLEE D B 23Bic D¢, 1 [Eiz T-1982 0.5¢,
one shot ¥, 1 H 2@, 5 BS L, Z DHEKEIRS
JORWER IO TR U1z, EMIZE214, K24 T,
ERII3MERY b 865%, TSR Th -1, WIh b RER
WEBEE Y E T 5 EMIERIRRYYE T, EERREEY
E6 8, THREBIIELTBITHS (Table 1), /2357
FT=FVHER 6 BITH 5 HERIFOHEL UTI S
W BEREICHE - 120,

2) EBRZR

(1) BROHR (Table 2)

FRBERICBRESERBLUIZ & D13 9F (39%),
W 3B (13%), REZ 13T 11 6] (48%) Th-
2o

(2) MEROWR (Table 2, 3)

WER ORI 98] (39%), FME KR 261 (9
%), RETH (30%) THbH, EXRERIZ5H (22
BNCRS N1z,  DRAXENE Candida 3 5, S. faecalis 2
- BITh o 7 A HHR SR BE S NICEIRRIESIK T, 20
5% P. aeruginosa p1 8%k L boE %L, DVTS.
- Marcescens, S. epidermidis, S. faecalis D % 4 #l, P.

Fig. 3 Serum levels of T-1982 in patients
with impaired renal function (0.5gi.v.)

Case |Laboratory findings| T1/2
No. |BUN]|Creat] Ccr | (hrs)

1 11 1.0 56 2.04
2 23 1.7 31 2.89
40 F —eo— Case 1

30

20

Serum level (xg/ml)

10

Time (hr.)

vulgaris, Streptococcus sp. DA 2H|3 D & DT\ T»
%, EOWERSIRRFRIREIC X h HEL LEKIZ22
% (71%) T, BREZIZ P. aeruginosa (38%) 735 b &
{, DWT S. faecalis, Streptococcus sp. D & 50%, S.
marcescens D T5% T, Z DRLDOBEREDIHEKEIL100% T
bote T-1982 BEHFTIZICAEES h iz BT 108
T, S. faecalis, Candida DF 48K, S. epidermidis, Stre-
ptococcus sp. DE- LT O TH 12,

(3) KMEERRZIR (Table 2, 4)

B4R MR AIEEE U T2 DHRIC Y ¢ D3 KA
KRR &HET 5 &, EZ56 (22%), F%h8Hl (35
%), 108 (43%) TEHRIIST% Th -1z, B
Y166, BARBYL T P OWTHEDRY RS E, 20
ZN63%, 43% CEIMBROF 1B VENEELRUI,
BBk G-2 (100%), G-6 (75%), G-1(67%) TH
WRANEL, G5 TIXBELENIED 512,

(4) HEHIcoWT (Table 5)

FERSEOFHERED > 5 MIC % RIE U 2 BEkk20%k
IKDWTHEHDOMKEE MIC & 285 L, #E
B & 105/ml ¢ MIC 25 pg/ml LI T D13%kA128k (92
%) +EWEERYRL, MIC 2% 50~100 £g/ml T
Stz AR UESE LTz, MIC 100 p#g/ml LT D%k
21394% Tdh - 1253, MIC 200 #g/ml LAk Tl 128k
5 ¥k (42%) »\EEUTZD BT, 7TH (58%) i3REF U1,
P. aeruginosa, S. faecalis, Streptococcus sp. 128KD 5L
118k (92%) »% MIC 400 pgg/ml YL L&#RL, ZD 38
HOHKRIZ42% L{ED > T2,
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Table 2 Overall clinical efficacy of T-1982 in

complicated UTI

Table 3 Bacteriological response and strains

appearing after administration of T-1982

Prari in complicated UTI
yuria Cl d Decrea-| Uncha- | Efficacy on
Bacteriuri cared| sed nged |bacteriuria Eradi- No. of strains
acteriuria Isolates No. of cated Per- |appeared af-
Eliminated I 5 l 1 3 9(39%) strains| (% sisted ter tl;eatme-
nt (%)
Decreased 2 0 0 2(9%) E. coli 1 1(100)| ©
K. pneumoniae 1 1(100)] ©
Replaced 1 1 3 5(22%) P. vulgaris 2 2(100)( ©
P. morganii 1 1(100) 0
Unchanged 1 1 5 7 (30%) P. rettgeri 1 1(100)| ©
5F Case total (S: }nanelsicens 411 %El753 1
cacy on 0 0 o S . freundii 00 0
pyuria 9 (397303 (13%)[11(48%) 23 Entenlzbacter sp. 1 1%1003 0
o A. calcoaceticus 1 1(100)] ©
[ 1| Excellent 5(22%) Overall g ae(gg‘inq‘siq 2 25138) 5
[ | Moderate 8(35%) effectivenesi rate g ;I’aleciflfzt is % %E §§§ % i?igi
- 13/23(57 treptococcus sp. 1(10
i l Poor (or Failed)(10(43%) /23(577%) Candida 4(40)
Total 31 22C 7D 9 10(100)
Table 4 Overall clinical efficacy of T-1982 classified by type of infection
No. of (Percent Overall
Group cases (of total) Excellent | Moderate | Poor | o¢o tiveness rate
1 st group (Catheter indwelt) 3C 13%) 1 1 1 67%
Single 2 nd group (Post prostatectomy) 2C 9% 2 0 0 100%
infection | 3 ¥4 group (Upper UTD 4C 17%) 0 2 2 50%
4 th group (Lower UTI) 7( 30%) 2 2 3 57%
Sub total 16( 70%) 5 5 6 63%
Mixed 5 th group (Catheter indwelt) 3( 13%) 0 0 3 0%
. 0, 0,
infection | 6 th group(No catheter indwelt) 4C 17%) 0 3 1 5%
Sub total 70 30%) 0 3 4 43%
Total 23(100%) 5 8 10 | 57%

Table 5 Relation between MIC and bacteriological response

(No. of strain eradicated/No. of strain isolated)

Isolates =% Mlcs((ﬁg)nl)* S50 | dome | Total
E. coli 1/1 1/1
K. pneumoniae 1/1 1/1
P. vulgaris 2/2 2/2
P. morganii 1/1 1/1
P. rettgeri 1/1 1/1
S. marcescens 2/3 1/1 3/4
C. freundii 1/1 1/1
Enterobacter sp. 1/1 1/1
A. calcoaceticus 1/1 1/1
P. aeruginosa 1/1 2/7 3/8
S. epidermidis 4/4 4/4
S. faecalis 1/2 1/2 2/4
Streptococcus sp. 1/2 1/2

*Inoculum size 10¢ cells/ml
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(5) BUIWEF (Table 6)

TUNF-RGIEEDEKERYBETH L L bick
FI o sy 2RMBRE, mMEEE, HMmERE, )
W, FrHkeE, B S OBKRREY BT U, EHIS
T GOT, GPT @O LR %#&ED 1A%, % DHOEFTiEAE
KIDRIVER & Bbh 2 BIRERS X VERREEORE
BRRONIEh 512, EHISIZEKNICE D Th 1212
FHIOHEH >3, HEKT7HEIC GOT 49, GPT39 T
Dot DR AICERL, HERIZI0EE THiIEZX LI
LODZED 4HEDF — 4 Tid GOT132, GPT112 ¥
TLERUIZL, ULd U, &5HRIFIOBEICGIIEREEICRE -
1o

m = ES

REBYEDIER THAEME YRS T B EICERZ
T Eid, R MEBEEICELEZT TEBEICRSIIC
BHINs L ThHbH, EEBHEALIOGICEA 0.58
EEUNERTIE, B#5%4~6BHT b HHDRH
WEIZ Y 409 pg/ml EFE X RL, REERS IO
ZORFEOEATIZER D 0.5 2S5 TEDERDER
AT B L EA LN, BETHIERER 2 5T
FOMAERERYRE LI E C S, BEEEEORE
IS U THERIRERE Ut A, IR, BE5HRIcESE
FTHEEER s EZ A b1,

T-1982 % FEEBICEHER U R TIE, BRIKET% &
fi> Cephem FRIEHI & L CRIZ WU 20U LD
BEEBDIZ, Ud UEE L ORBIEFIEROLEE
HP ORBAEHET 5 005 -5Txsh, COEHEL
TEAIDRIENE SN T 5 P. aeruginosa #i8Hs

BETAERNSH (B5%) EFb-12l Enidifbh
%, LRRACWRBRDH COXFDEERKICET 3
£ EEHPTIZ, P. ceruginose HERKHE & T AEMIL
KD T7.9% T, EESDEFE OREIKH LY DEHRED
b B, MEAZHIZNE T P. ceruginosa, S. faecalis,
Streptococcus sp. KT ARRIIHF b B h ot
ZOMOEEIIZ DD THEYT, LEOEELXR -
BEOEERETIHRITTLIGEWERIZBRARS i, ik
KEHRHITIE, HERTHBRTHMEL LT, S. faecalis
B X Candida D%, Lad, WThHERRE
LTHBGENE P olc. TDT LI, S. foecalisiz
o U CTiAAI: MIC ESEW Z AR ENLEFESH,
MIC DHEIEET ETWis W45, Candide DFEDFE
OHHIZLS EBPhS, ThORREOZOROKE
REHMIEZ TRV, BERICEROEILZASL
LRBEVIRVOT, L ARBERKBEOIRFSEE
Thod, BRREBEEEELT, 23600 16 3% ik
FHI# 54 GOT, GPT DEEE LREARLIIH, #5
FIEIC X D FHeNIRIEREL 2. Ub ULIIDBIER &
ZAONAERNER, EARELEEILL2L, &
Kz EHERT 5 BATD, FEERER S 2EHN
HifTT %5 2 LR XV REREANTEBERITHHL
£z bhiz,

X 18
1) UTIHR & : UTI F5haE M % (GEAK) . Chemo-
therapy 28 : 324~341, 1980
2) WOEBFLFEREXLBALLBES, FEY
vEIY AT, T-1982 kK, 1981



VvOL. 30 S—-3 CHEMOTHERAPY 827

CLINICAL TRIALS ON T-1982 IN
COMPLICATED URINARY TRACT INFECTIONS

Mitsuto Kopana, HirosHI NAKANO, HironMI NIHE
Department of Urology, School of Medicine, Hiroshima University

NORIAKI SANDA, SHOUZO SEKO, SHUJI NAGAOKA,
NORIHIKO HIROMOTO, TSUNEO SHIRAISHI
Department of Urology, Matsuyama Red Cross Hospital

A new cephamycin antibiotic, T-1982, was fundamentally and clinically studied.

The following results were obtained.

1) In 10 subjects with normal renal function, the urinary recovery of T-1982 at 6 hours was about
80%. The urinary levels were also high, being 2,507 pg/ml, 888 pg/ml and 409 pg/ml respectively at

0~2 hours, 2~4 hours and 4 ~ 6 hours.
2) In 2 subjects with slight renal dysfunction, the half life of T-1982 in serum was more or less pro-

longed.

3) Twenty-three patients with complicated urinary tract infections were given 0.5 g of T-1982 by

i.v. one shot injection twice daily for 5 days. The clinical responses were excellent in 5 cases, moderate in 8

cases and poor in 10 cases, the efficacy rate being 57%.
4) Elevations of GOT and GPT were observed in 1 case. No other subjective and objective abnor-

malities were noted in any cases.



