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T-1982 A+ 5 HBEHME
— B L BRI OV T —

/ANBR O #* o FRATER - KA - BAK—
W o e T R RN R

# Cephamycin RILAEHK] T-1982 IL2WT, FEHR L OHKPBITERE LIS

AHID & FERE R MERIRR 205 BRITxE 35 MIC % Latamoxef L H#tU72& 5, E. coli, S. ty-
phi, Klebsiella, S. marcescens TiX 13T R, Salmonella BEE, Enterobacter sp., Citrobacter sp.,
S. aureus TIXETF, Proteus sp. TIZB 5 iz, Latamoxef DA AT STV 12, P. aeruginosa I

WLUTIE, KFNZABNIFBE I RRI LT -1

EE T Ko RENHEARE 4 Tty 5 KH 100 mg/kg BB OBERTEETISED L — 2
X, 1EEicH b, 6.49+2.41 pg/ml Th o1z, REEEOHKMBELENRIE 3.9%, 2KH
3 TP AUC @M EDRIZ 9.21%, T 1/2 #KmELIX 3.50 T, Cephamycin |D 5 5T
% Cefoxitin, Cefmetazole &3l , Cefotetan X hiIA»ICF<NT T2,

U EDmREY S, BEINIEERTIID 555, FAIMCEEERADBRICS W TERZCL
RHRAIREEDTHY, BRREETE > TRANEITHHEEX LN,

T-1982 X EIL{b%¥ T 3 X R LB TR
& @ ¥ Cephamycin R4 AITdH %5, B-lactamase T
HLTEbDTRE C, Pseudomonas aeruginosa % [ <
87 7 ABRHEEEIEVRENZ TR L, & I invitro
X b invivo DFHREB T TVWEONERE S, 1981
E3APLMRESMBIC L - TERISITRAL2OWT
OEEMERTRbh, * ORI E20E A A {LERHFE
FAWAARTBBEALFVWTHES VAT Y AL LT
BN, bhbhd xO—8: LTERIWAE LT
BRolDTHRET 5,

I. MHB&UHEE

D wnEH

BIERE IR R & 738 X iz Staphylococcus aureus 10
¥k, Escherichia coli 624k, Salmonella typhi 4 ¥k, Sal-
monella BE 2 ¥, Klebsiella pneumoniae 21¥K, K. oxy-
toca 42K, P. mirabilis 108, indole [B#: Proteus 13
¥k, Enterobacter sp. 128k, Citrobacter sp. 9 %%, S. mar-
cescens 6 ¥k, P. aeruginosa 14kk, 205kkiCxdd 5, #
TR 10 %/ml iTist) 5 RFIDOB/NFEE LB (MIC)
% AR{LEREERED 1 U CHIE L, Latamoxef
(LMOX) Dzh & B UT,

2) FREGT N v REEERKICISY 5 BRHBT

#E 2kg BIBOEBRERRE 4 Px A1z, BEY
I UTo - THBER 2, &K 100 mg/kg % #iEH,
153 cLic8 @, H30scLic2 @, SH10EMK,

*RMEH A ERERKRE

WA, ZOBELXEL, 85N HEdhRHih
HTEE (AUC) 3L ORI (T 1/2) #Rd1

BEAEEIE K pneumoniae ATCC 10031 HERE
Bi& 4% paper disc 3, {8 F3BE#IX Micrococcus ¥
#h, standard i3 1/15 M BERE @R (PH7.0) TYEBIL
1zo HEHBOMRIZ 1 L M7z b, £ Y S b v(KRAEXKE)
6g, W=**x (BBL) 1.5g, B =% A (Difco)3g,
T RusE () 1g, BR (ML) 148 Th b, KRKT
DORIETRRIZ 0.78 £g/ml TdH - 12,

o. B &

1) ERSERICET 5 MIC

HRigix Table 1 |{TRUTZ, S. aurens 1048 Tlx, A
39T 12.5 #g/ml ¢, LMOX @ 3.12~6. 25 g/ml
& h—BBES > T,

E. coli 628k TI, AKX 0.05~100 £g/ml iC37E L,
60 #id 1.56 #g/ml LU TFiedh b ©—2i3 0.1pg/ml,
0.05~0. 2 pg/ml {T508k3 8 F - T, LMOX 13 =
0.025~12.5 #g/ml {5375 L, 60Kk 0.78 pg/ml LUF
T, BAIL HPPLITISTWARIRTHAHH, HHW
Eidish o1,

S. typhi A BETIE, A& 0.05, 0.1p¢ g/ml & 2 ¥,
LMOX % 0.05pg/ml 4 ¥ Tdh - 12, Salmonella BEE
2HRTIE, KK 0.2¢g/ml & 0.78 pg/ml TH - 12
DL LT, LMOX i3 2#¢& 4 0.1pzg/ml ¢, LMOX
DHBTLNTN T,

K. pneumonice 21 KR T3 A 1% 0.05~0. 39 #g/ml,
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Table 1 Sensitivity of the clinical isolates to T-1982 and LMOX
(Inoculum size : 106/m])
Organism No. .°f Drug MIC (pg/mb S
strains =0.025(0.05/0.1 0.2 0. 39/0. 78/1. 56(3. 12/6. 2512. 5| 25 | 50 | 100|>10¢
S. aureus 10 {I—v}g&z 119 10
E. coi © |tvox| s |'s|s|7|s|i| || || ||
S. typhi 4 ’II:I_V}(%% i 2
Salmonella group B 2 EI_V}(%S)? 2 1 1
K. pneumoniae 21 ’{fv}g%? 2 1? g %
K. oxytoca 42 '{ﬁgg? 1 2? %é % 1 1
P. mirabilis 10 |13 TN
Indole (+) Proteus | 13 | F;1982 o] 121332
Enterobacter sp. 12 Eﬁgs}g i § % 1 % 1 % 2 %
Citrobacter sp. 9 '{ﬁgg(z 1 % % 2|1 % 1 11
S. marcescens 6 ’{1_\/}3% 1 % 1 1 1 2 1)1
P. geruginosa 14 {i,}g%g‘ 11s5]5]|1 ? 111

LMOX % 0.1~0.39 pg/ml iZB# L, ©—2 X3
$0.1~0.2 pg/ml TIHTEAETH -1z, K oxytoca 42
BET b, KA 25 g/ml D 1 Br*B T <0. 025~0. 2
¢g/ml TR L, ©—2130.05~0.1 pg/ml, LMOX i3
1.56 #g/ml D 1 # % B \> T 0.05~0. 2 #g/ml iz 5375
U, ©—2130.1p¢g/ml TR%Th -1,

P. mirabilis 108k TiX, #&#lZ 0.1~1.56 pg/ml iz
BHU, €©—21% 0.78 #g/ml, LMOX 1 0. 05~0, 2 rg/
ml i3 L, ©—2i3 0.1 pg/ml, indole [BYE Proteus
13K T b, FHIX 0.39~12.5 pg/ml iC[ZL 3% L, B
Bar—s@3@BoonighotnicwgLC, LMOX it
0.05~0.78 pg/ml {T4375 LT 1o 3, 0.1 pg/mliz10kk
MR E - Tish, LMOX OHHHE & hicd STz,

Enterobacter sp. 128k T, &EIE 0.05~>100 pg/
ml iT1~2KFTOMLRLBHL T e Dt L T,
LMOX & /37513 0.05~>100 #g/ml & [E L Th -

12h%, 5B THRIZ 0.1~0. 2 pg/m), Citrobacter sp. 9%
T, KA 0.1~50 pg/ml iz 1 ~ 2 #3DEL Af
LMOX 20. 05~6. 25 #g/ml T, 0.1pg/ml iz 5 ﬁ& ¢
—o0HhH LMOX pETFF Sh Tz,

S. marcescens 6 ¥k Ti¥, AHiZ0.1~100 pg/ml itl
B3 OD7, LMOX 13 3# 0.2 zg/ml, 1% 3.12p8/
ml, 2k 25pg/ml TRIZAETH -1z, P. aeruginos
H4BETIEARHNE T 100 pg/ml BE T & - 12O
UT, LMOX 136.25~>>100 pg/ml iz 7L, 12.57
25 pg/ml T — 25 b33 - 12, )

T8bb, KHIE LMOX 13, E. coli, S. typhi;’Kldr
siella, S. marcescens TIZEZEIZ 72 <, S. aureus, Salmr
nella BE, Enterobacter, Citrobacter i, LMOX #%
FE3Y, Proteus Tix, AFOHE HIZ LMOX ¥
LMCH > Tz, P. aeruginosa 123U T I, ﬂ‘]ﬂ
ABNIFENERI 2b> 120
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Table 2 The serum and cerebrospinal fluid (CSF) levels of T-1982 after intravenous
administration of 100 mg/kg of the drug in the staphylococcal meningitis in
rabbits
Rabbit Minutes after an i. v. administration CSF sugar/
N Specimen Blood sugar
0- 15 30 45 60 75 9 | 105 | 120 | 150 | 180 %)
1 Serum | 182 110 62 38 22 16.2 | 10.8 8.5 4.3 3.1 79
CSF 1.8 2.8 3.2 3.05| 2.75 2.5 2.2 1.8 1.62| 1.68
9 Serum | 198 139 94 68 46 37 26 19 12.8 9.5 53
CSF 6.5 8.9| 11.6 | 13.6 | 13 11.8 | 13 11.2 9.0 7.3
3 Serum | 138 81 48 37.5| 27.5| 20.2| 13 10.8 7.2 4.9 &7
CSF 2.28/ 2.75| 3.7 4.1 3.8 3.3 3.2 3.1 2.6 2.3
s Serum | 146 107 63 44.5| 30.8 | 23 20.2| 16.2| 11.8 8.5 63
CSF 2.42 3.2 4.4 5.2 5.7 4.7 4.3 3.9 3.1 2.75
Serum 166 109 66.8 | 47.0| 31.6 | 24.1| 17.5| 13.6 9.03 6.50
Mean +14.3 [£11.9 | £9.71| +7.18| £5.14] +4.52 £3.47| +2.41| +1.99| £1.50 6
5.5
+S.E. CSF 3.25| 4.41 5.73 6.49 6.31] 5.58 5.68 5.000 4.08 3.51
+ 1.09|+ 1.50] £1.97| +2.41| £2.31] £2.12| +2.48 +2.11| +1.67] +1.28

Table 3 The half-lives (T 1/2) and areas under the curve (AUC) of T-1982 after intravenous
administration of 100 mg/kg of the drug in the staphylococcal meningitis in rabbits

T 1/2 (min.) AUC (min. gg/ml)
Rabbit 15~60 min 15~120 min. 15~180 min.
No. CSF | Serum SCS F/ i i :
erum | cop Serum | % CSF Serum | % CSF Serum | %
1 97.8 27.5 3.56 126.4 4,230 [2.99 274.5 5,314 |5.17 375.3 5,617 | 6.68
2 135 36.6 3.69 458.3 5,490 |8.35]1,211.3 7,778 |15.57| 1,758.8 8,589 |20.48
3 147 34.8 4.22 144.6 3, 251 N 4.45 353.1 4,524 |7.81] 512.1 4,976 [10.29
4 102 40.2 2.54 171.2 3,979 “14.30 459.9 5544 | 8.30] 652.7 6,269 (10.41
Mean | 120.5/ 34.8 3.50 225.1 4,238 |5.02 574.7 5790 |9.21] 824.7 6,363 |11.97

2) FEEET FUREEMERKICST 3 KRBT
- BFRROMAp, FERPRE R X U8 Z OF-fE & Stand-

ard error % Table 2 ITRUTZ,

I fFEEOY—213 4TE 4 153ICdH b, 138~198
rg/ml (£# 166+14. 3 pg/ml), 304 81~139 #g/ml
. (109£11.9 pg/ml), 1 B5R] 37.5~68 pg/ml (47.0+
7.18 pg/ml), 2 BERY 8.5~19 pg/ml (13.6+2.41ug/
ml), 38Rg3.1~9.5 p#g/ml (6.50+1.50 #g/ml) Th
EoY AN

| BBRFBEDOr—213, 60327, 459, 50 ZN7%
N1WTC, 3.2~13.6 pg/ml Th -1z, FHWETIX1

FEDS e —2 T, 6.49+2.41 pg/ml, D% 2 B 5. 00+
211 pg/ml, 3 B5RY 3.51+1,28 #g/ml L RAXITIETUL

12 RAEEHERMNELESRIL3.9% Th -1, KR
No. 2 DEKFHEEIZXDDTE - 1205, D3 PT
b, 1B 3.05~5.2p¢g/ml, 2K 1.8~3.9¢g/m],
3F5 1.68~2.75 pg/ml DERFBESB LN, B
WM E D 2I%, No. 2 1717 T53% & H & »icET
LTz,

ULORED» 5 T 1/2 3 X 07 ORI E H, 15~60
4, 15~12043, 15~18053 0 AUC B X U Z2hZFhDf
WRMEHEDSRYEH L, Table 3 ITRUT, LEET
i, AUC BB ERiE 1 BRI 3 T T 5.02%, 2
BRI TT9.21%, 3B E TT11.97% Th - 12, No.
2 DEMNEVRIT TR I 51253, 0D 3 POREET
b ZNZEh3.91, 7.09, 9.13% Th o1:o T 1/2 13K
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97.8~1474, ¥#9120,5%, WM& 27.5~40.253, ¥
34.84, T 1/2 BEMRMEHI 2.54~4.22, ¥53.50&
Kidotz, 43 AUC DX\ No. 2 OEERFBE
T 1/208/h 3 WS R A Sh/sh - 12,

m #

T-1982 X, %D Cephamycin ¥l Cefoxitin®, Ce-
fmetazole® |cH.~T, indole Bt Proteus, Enterobac-
ter, Citrobacter, S. marcescens \C 3 THE DAL S
NTVWB3DBBHEVDATHHY. ZOAIXSEDR
BT I vbsbhic, 12170 Proteus Tid, XHEIEE L
Tz LMOX 24, Cefotetan® & H~T 4 MIC 55
WHEEMSA bz, COERIZLEENHY ITRKWT, X
WAL TH B, UTeds > TEHEIDRFI, E. coli, Kleb-
siella 1T 4 A5\ 11, Enterobacter, Citrobacter,
S. marcescens ~DWEBDILKILH S v & 5,

{EBUHEERDEAREL U T T h b OEREE ORE
13, E. coli 2B\ T, Zhid¥RA LW, Ly
UWo tAKT A EADDTHEIET, TIRLFERELNTE
MINTWB LRV, 2T TCLRODERY § oK
HIDBEHOE ) bEHET B, BRTPBT YR
Ut BRBROETHRNIZX Sie, 2BEAF O AUC
BB EDEIX9.21% T, 15.57 % & L ORI TED
> 12 No. 2 #BR\T & 7 %34T, Cefoxitin®, Cefmeta-
zole® LSERIDMETH Y, Cefotetan® X b ix 2 bsicd
T iz, Cefmetazole b5 E. coli EEEXKICER) & E
2 6NBT LY, KHIDE. coli, Klebsiella i3 % MIC
%5 Cefmetazole X h 3BMEBEI ¥ ShTwsCe?
»HEINIE, ThLRFUTRAFILREDTH S
50 F12 H. influenzae GEHERITOWT &, FEICHT
3 MIC %3, >100 #g/ml O 1 #A B\ T 0. 39~50 pg/
ml ZHTHL, ©—255 0.78~3.13 ug/ml T & - 120
TeEb, »izh DEBUSTRIINS, BT LIX
Enterobacter, Citrobacter, Serratia it D\ T h\ %2 % & &
bnao

UM U, E. coli, H. influenzae \T X A BEEERIT LT
2, FREDORIIINT, XbH MIC OEWES5 B Ce-
phem FIHBEFEELIY, WUKRLIZEAL VD5, B
B CAFNCHRTH S Rid 72 5 RIS Ly Dic
LT, Enterobacter LI TOBEBDBESIE, 258 Ce-
phem HIT L RVBB/RINSFESEEI L, Bilkic
L2 THEDIBENTH 55E8MH 2 L Bbh3,

UItds-> T, REINIBHARTTI S 505, BEEA

59 B RFOF R ERICRF L TR T LRy
HThorLELLNS,
X [
1) H9EBEFLEREELSFEAEIRER, HEy
vEIY AL, T-1982 $H#k#E, 1981
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FUNDAMENTAL STUDIES ON T-1982
— Antibacterial activity and passage into CSF —

YuTtakA KOBAYASHI
TsuneEkazu HaruTA, KAN-ETSU OKURA and SHIGEKAZU KUROKI

Department of Pediatrics, Kobe Central Municipal Hospital
and Kobe City College of Nursing

Antibacterial activity and passage into CSF of T-1982, a new cephamycin antibiotic, was evaluated.

MICs of the drug against 205 strains of clinical isolates were compared with those of latamoxef and
ywere found to be equal against E. coli, S. typhi, Klebsiella and S. marcescens. However, latamoxef was some-
what superior against Salmonella group B, Enterobacter sp., Citrobacter sp. and S. aureus and remarkably
isuperior against Proteus. T-1982 showed no demonstrable activity against P. aeruginosa.
j CSF concentrations of T-1982 were determined in experimental staphylococcal meningitis in 4 rab-
Ebits after intravenous injection of 100 mg/kg of the drug and the average maximal concentration of 6.49
+ 2.41 pg/ml was obtained at 1 hour with its CSF/serum ratio of 3.9%. CSF/serum ratio of AUC up to
i2 hours was 9.21% with a CSF/serum ratio of T1/2 being 3.50. Among cephamycin antibiotics, these
~values were closely comparable to those of cefoxitin and cefmetazole and were remarkably higher than
ithose of cefotetan.
: The above results indicate that T-1982 may be a potentially effective antibiotic in the treatment of
;pactexia.l meningitis, although with some limitations, and is worth being clinically evaluated.



