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WIRBRMEBIC 3T 5 T-1982 DXEREHY - BRIRAVAREY

FEIEBEE] « FRER « REBIERK - H ERA
ATEH - JINGHOL - Bk %
RBREEFBRWRBEFELE

T-1982 13%7 L\~ Cephamycin RFIEE TH %, SHILHEH L, KERFERD HEbR331KICXY
UTHA bR @ EEic X h MIC % 108 8/ml #E TRIEL I, HiE#le LT LMOX,
CPZ, CMZ, CEZ » [ U1 &R, E. coli Tix LMOX, CPZ ¢ A%, Proteus sp. Tid LMOX X h 1
~9EED L DD CMZ, CEZ X b B <, K. pneumoniae TIIAFIN B b B <, S. marcescens TI3
LMOX &[R4, E. cloacae, C. freundii Ti3 LMOX iC/R\ TR S R LT, LU, S. epider-
midis, S. faecalis TIZi3 & A ¥ DEAS 25 pg/ml L LTI ERBHRIE Iz 572,

DXL 4 ZDBBERAICE U TEHIE CMZ #E0DMD 0.5, 182 v 24 — X — BT 1EHE
AEEYERL, Mkl oRAFEEYRIEL

WIhD$4 ¢ dose response ¥ E¥, MAREEREEMIIARITH1.58ME, CMZ TH1KET
Hotz, MABEDOY - 7EETEAIE 3 ZIEXE L T, BS5HK1IEBHET 0.5 505547 T
39.3, CMZ T 32.5pg/ml, 1g DESBDID 85.9, 82.6 #8/ml Th-1z, 12BHE I TORF
EIXERL, AHITT0~75%, CMZ T 95~99%TH - 120

BE PR 13 B2 SV IR BR RS 8 BVl Uiz as, UTI BFEERE I > THET 5 & 76
58 71.4% OBEHRT, HENBRFZRETH -1, BWERIZ 8HILBIcEBD bnish -1,
PEDT &5 5 FHNIREBBIVESRICERLU 2 8 DEEALNIS

3l

I.E®® 1R
D HES

OF L\ Cephem R EME T & 5, Cephem ROHT
% Cephamycin O R A% H O T, B-lactamase i %
ETH Y, KD Cephem ZHEHIIT < & X, Enterobacter,
S. marcescens, Proteus s ¥ 12, X hamWHE N2 RT &
INTKY, invitro X v invivo OYERBRTWD T
LARER—DDKEHLEIhTVWBD,

SEAKEZERT 2 EBE 2B O TERNLE S TIE
KRN RRY C e iRET 5,

WHERIEFDOBEKDEIRICOWT, EEEELME/m]
¢, BBL® Miiller-Hinton $ER i #1% {#/H U TH &L
P AEEEY I Y h MICORIE. T2 - 12, NRHE
BRI E. coli 121 ¥k, Indole(—)Proteus 208, Indole (+)
Proteus 208k, K. pneumoniae 408k, S. marcescens 40¥%,
E. cloacae 208k, C. freundii 208k, S. epidermidis 208K,
S. faecalis 30RRDEF33LERTH %, T I{EMAZKANIIAA]

Fig. 1 Chemical structure of T-1982

Chemical structure : OCH,
P S N—N
CH3CH-CH-CONH _J I
i g—weonsl
|
C=0 COONa I
io CH,
%
C.Hs

: Sodium 7B8-[(2R, 3S)-2-(4-ethyl-2, 3-dioxo-1-
piperazinecarboxamido) -3 -hydroxybutanamido) -
7a-methoxy-3-((1-methyl-1H-tetrazol-5-ythio-
methyl]-3-cephem-4-carboxylate

: CasHagNsNaOgSs

: 649, 628

Chemical name

Molecular formula
Molecular weight
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Miidsic LMOX, CPZ, CMZ, CEZ D2t 55 Tdh %,

2) BBkt EREE

EVCBRERABF 4RI LU TEHA0.5¢,1g &L CMZ
0.5g, 1g%xMBMD 5% glucose KPR 250 ml LA
fBU, 70 24— -k T1HBATABRELIS,

mEEORIE AHEEARER, AHEEERE0s, 1
BERE (AT TE), 1ER154, 18:R930, 2, 3,

4, 6, 8B THH, RAOEEOAEIVEE, =
WhAm%k 2, 4, 6, 8, 12BEHKICTV, ReENX
REEEUT,

Meq-RABEDRIEIX, K. pneumoniae ATCC 10031
YREHEETAIERH v THEICL > TF 2V, MBEODE
4, &®icid Consera (B/K) AL, ROFRICIE
PH7.0001/15M PBS ¥R U1z, T 1-MiFhiREEIE
BoEEROFEFICH Consera (HK) T,

IO. B% KK B9 48 &

FA B E M REBYUE RS 8 RIS LT, ®
5813 1[0.5~1g T, 5% glucose 250 ml IC &M L 12
LOX 1BECEHY 2H, 5HMRABEBE U, 217
U, 1213%ER 20ml KBRLUTZ 6 O % §4 5 BEE
EUT

Fig. 2 Sensitivity distribution of clinically
isolated E. coli
Inoculum size : 106 cells/ml
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Fig. 3 Sensitivity distribution of clinically
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- | ‘ A N N R S S R N s I T T SO SR V24 N N Y |
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Fig. 5 Sensitivity distribution of clinically

isolated Klebsiella pneumoniae
Inoculum size : 10°% cells/ml

Fig. 7 Sensitivity distribution of clinically
isolated Enterobacter cloacae
Inoculum size : 10° cells/ml
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A 005 0.2 0.78 3.3 125 50 >100 | Total Drugew_ 0-05 02 0.78 3.13 12.5 50 >100 | Total
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Fig. 6 Sensitivity distribution of clinically Fig. 8 Sensitivity distribution of clinically
isolated Serratia marcescens isolated Citrobacter freundii
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Fig. 9 Sensitivity distribution of clinically Fig. 10 Sensitivity distribution of clinically
isolated Staphylococcus epidermidis isolated Streptococcus faecalis
Inoculum size : 10¢ cells/ml Inoculum size : 108 cells/ml
% %
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/ml $0.025 0.1 0.39 1.56 6.25 25 100 MIC
Lig/ml Total /ml $0.025 0.1 0.39 1
Drug |0'105| 0.2 |0'|78| 3'113| 12|.5 ) % l>l|00 Drug ] 0_)05I 0.‘2 10'78 Total
T-1982 114111 2 20 T-1982 30
LMOX 54 911 20 LMOX 30 30
CEZ 113851 1 20 CEZ 1 1206 11 30
CPZ 3773 20 CPZ 6 717 30
CMZ 2 2 961 20 CMZ 3 27 30

Table 1 Serum levels of healthy volunteers
Body weight A :55kg B:57kg C:70kg D:75kg  (pg/ml)

Volunteer Time (hrs.)
Method | “code | Before] 0.5 | 1 | 125 | 15 | 2 | 3 1 6 | 8
T-1982 A 0 24.4 | 52.2 | 40.6 | 31.8 | 21.9 | 12.6 8.8 2.4 | 0.9
0.8 B 0 17.8 | 46.0 | 30.2 | 26.0 | 16.5 | 10.0 6.6 2.9 | 10
e g C 0 18.8 | 24.9 | 22.1 | 20.6 | 10.4 8.4 6.4 2.8 | 0.9
- L D 0 14.8 | 34.0 | 27.1 | 22.5 | 17.1 | 11.6 7.4 3.8 | L7
CMZ A 0 30.2 | 38.6 | 27.4 | 18.8 | 13.2 5.5 3.2 0.7 | —
0.5 B 0 25.0 | 33.2 | 26.0 | 18.4 | 11.2 4.7 2.4 0 -
i % c 0 19.8 | 28.0 | 20.6 | 15.2 | 13.6 5.2 3.1 0 -
-1V D 0 19.8 | 30.2 | 22.6 | 18.4 | 12.4 6.9 4.2 1.4 | —
T-1982 A 0 79.0 | 75.2 | 56.0 | 55.3 | 40.0 | 23.4 | 14.2 6.0 | 2.4
g B 0 52.8 | 74.9 | 56.5 | 46.4 | 38.4 | 21.8 | 11.4 48 | 20
s C 0 44.7 | 97.6 | 48.5 | 40.8 | 37.4 | 20.6 | 15.0 6.2 | 3.2
-1V D 0 57.8 | 96.0 | 77.4 | 46.6 | 40.9 | 22.1 | 15.0 6.8 | 3.7
cMZ A 0 68.0 | 85.2 | 60.8 | 40.6 | 29.4 | 13.4 7.4 L7 | —
1g B 0 66.4 | 80.5 | 62.4 | 44.2 | 21.1 | 12.2 5.3 1.5 | —
o C 0 62.8 | 86.5 | 59.1 | 44.4 | 26.8 | 14.6 7.6 2.2 | —
<LV D 0 39.8 | 78.0 | 52.0 | 45.2 | 30.4 | 13.9 8.2 3.0 | —
Table 2 Pharmacokinetic parameters of T-1982 and CMZ
Drug V(L) | Kuthrd| Kt | Kuthed | aard | sy | V2 | A0
T-1982 0.5¢ 7.73 3.40 5.78 0.78 9.49 0.475 94.9 82.6
cMz 0.5¢ 5.84 2.25 2.75 1.47 5.77 0.703 57.7 58.0
T-1982 1g 4.68 2.13 1.73 1.14 4,58 0.433 96.0 185. 4
cMZ 1g 2.70 8.86 3.88 2.65 14.70 0. 698 59.6 139.7
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Table 3 Urinary concentration and recovery rate of T-1982 and CMZ
(pg/ml)
Volun- Time (hrs.) .
Method | teer Mean Cumulative
code | Before ~2 ~4 ~6 ~8 ~12 recovery
A 0 3,800 935 600 63 70 1,093.6 | (77 39
(38.0%) | (19.6%) (8.4%) (3.3%) (2.0%) | (14.26%) 9%
1,180 236 82.8 89 10.4 319. 6
T-1982 | B O | 6.0%) | 19.8%) | (6.8%) | @3.3%) | .1%) |as.40%) | C77-0%
0.58
) 2, 360 672 213 157 46 689. 6 0
div) C O | @r4% | ar.5% | 6.2%) | 3.0% | (2.0% |as.22%) | 7615
b 0 1,030 625 274 180 32.5 12831 (0 000
(47.4%) | (20.0%) (6.62%) (3.4%) (1.6%) | (15.80%) Ml
Mean 2,002, 5 617 202.5 122.3 39,7
(44.70%) | (19.23%) | (7.00%) | (3.25%) | (1.68%)
A 0 4,282 538 238 33.5 182 1,02L9| (g5 59,
(68.2%) | (19.3%) (5.7%) (1.3%) 0.7%) | (19.04%) -4z
620 332 138 a 8 227.8
Mz B0 1) | (19.6%) | G.2%) | 6% | 0.1%) | (s.44%) | O%2
0.58
; 2,384 611 147 18.2 8.8 633. 8
div) C 0 | (66.8%) | (19.6%) | .6%) | 1.6%) | (0.4%) | (18.80%) | (940%)
b 0 1,170 654 371 164 43 480.4 | (g5 900
(58.5%) | (21.6%) (7.4%) (3.6%) (2.8%) | (18.78%) il
Mean 2,114 533.8 223.5 64.2 19.5
(64.65%) | (20.03%) | (5.98%) | (2.03%) | (1.15%)
A 0 2, 840 748 215 182 19.6 800.9 | (75 205
(45.4%) | (18.3%) | (1.1%)| (2.9%)| 1.5%) | (15.04%) - 4s0
1,585 860 234 46 23.2 549, 6
T-1982| B O | (452% | 19.8%) | 6.8%) | (2.4%) | 2% |as.08%) | (75-4%
12
- 5, 600 3,300 902 272 47.5| 20243
div] C O | 0% | (6.8% | 2| (1% | 5% | a1 | (73-6%
4,940 2,120 305 208 100 1,552.6 .
D 0 | o | 191% | 6% | @1% | @o% | aLus | (7227
Mean 3,741.3 | 1,757 414 199 5 47.6
(43.65%) | (19.25%) | (6.88%) | (2.78%) | (1.55%)
3,720 1,188 139 190 32.8 | 1,054.0
A 0 | @5 1% | @502 | G.1% | 2.0% | (2.2%) | (20.00%) | (100.0%)
6,180 1,382 352 116 11 1,608.2
Mz | B0 | Gg0%) | @56%)| G1%| 6% | 0.7% |(20%) | 1008
18
; 8,410 2, 620 1,090 148 10.8| 2,455.8
Giv) Co\ 0| (B9 | @3%| (G.3%| @4%| 0.4% | avs0%) | ©7-5%)
5, 640 3, 420 1,120 408 9.3 | 2,136.9
D 0 56.4%) | @0.1%) | 0.5%) | G.1% | (4% | 20.22%) | 101.1%)
5,987.5 | 2,152.5 675.3 215.5 37.7
Mean 63.15%) | (25.50%) | (7.40%) | (2.43%) | (1.43%)
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Table 4 Urine volume (ml) and drug recovery (mg)
*Urine volume (drug recovery)
Volunteer,| Time (hrs.)
Method code —~2 ~4 ~6 ~8 ~12 Total
A * 50(190.00) | 105( 98.18) 70( 42.00) | 265C 16.70) | 140C 9.80) 356. 68
T-1982 B 195(230.10) | 420 99.12) | 410( 33.95) | 185( 16.47) | 525( 5.46) | 385.00
0.5¢ C 100(236.00) | 130( 87.36) | 145( 30.89) 95( 14.92) | 215( 9.89) 369. 17
div. D 230(236.90) | 160(100.00) | 120( 32.88) 95( 17.10) | 240( 7.80) 393,17
Mean 223. 23 96.17 34.93 16. 30 8.24 378.87
A 80(342.56) | 180( 96.84) | 120( 28.56) | 195( 6.53) | 185( 3.37) 477.86
CMZ B 525(325.50) | 295C 97.94) | 190( 26.22) | 190C 7.79) | 420( 3.36) 460. 81
0.5g C 140(333.76) | 160( 97.76) | 190( 27.93) | 430( 7.83) | 240( 2.11) 469. 39
aiv. D 250(292.50) | 165(107.91) | 100C 37.10) | 110( 18.04) | 320( 13.76)?| 469,31
Mean 323.58 100.11 29. 95 10. 05 5. 65 469. 34
A 160(454.40) | 245(183.26) | 330( 70.95) 160C 29.12) | 740( 14.50) 752.23
T-1982 B 285(451.73) | 230(197.80) | 290( 67.86) | 510( 23.46) | 510( 11.83) 752. 68
1g C 75(420. 00) 60(198. 00) 80( 72.16) | 115( 31.28) | 310( 14.73) 736.17
aiv. D 85(419.90) | 90(190.80) | 210( 64.05) | 90( 26.82) | 195( 19.50) | 72107
Mean 436, 51 192, 47 68. 76 27. 67 15.14 740, 55
A 175(651.00) | 210(249.48) | 410( 56.99) 105( 19.95) | 660( 21. 65) 999, 07
CMZ B 110(679.80) | 185(255.67) | 145( 51.04) | 135( 15.66) | 590( 6.49) | 1,008.66
1g C 75(630. 75) 85(222. 70) 85( 92.65) | 160( 23.68) | 335( 3.62) 973. 40
di v D 100(564.00) | 85(290.70) | 85( 95.20) | 90C 36.72) | 250 24.08) | 1,010.70
Mean 631. 39 254, 64 73.97 24, 00 13.96 997. 96
Fig. 12 Urinary concentration and cumulative
Fig. 11 Serum levels of T-1982 and CMZ recovery
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Table 5 Clinical summary of complicated UT I cases treated with T-1982
Di Cathe.l UTI Treatment
Case iagnosis athe-| U’ - : P Evalua-| Side
No. Age(Sex Underlying disease [ter  |group Route (]g)())(se Egrrla Pyuria Bacteriuria tion effects
day)|(days)
C.C. P _ _ 10-50 E. coli  10° | Excel-
1|31 | M| 5 Greteral calculi G-3D.1./1x2] 5 |77 - lent | —
| S. faecalis 103 |
C.C.C Fungus ~ 10® |
28| M —B .’1‘ . + G-5|D. 1.0.5%x2 5 [10-15| S. epidermidis 108 | N. E. —
st 10-15| S. faecalis 108
Fungus 108
C. freundii  10°
ccc P. morganii 108 5
318 |M Pr 'tat" ;:a + G-5|1.V.0.5x2| 5 (>100| S. faecalis 10% | Poor —
ostatic ca. 5-10 | S. faecalis 10¢
P. aeruginosa 1Q°
C.C. P _ B 10-30 E. coli 10”7 | Mode-
4|46 | F VU R G-3|D.1.00.5x2 5 |5 2 rae | —
C.C. P. _ _ 10-29 E. coli 104 |(Excel-| _
5|20 F Ureteral calculi G-3|D. I.|1x2 5 <1 — lent
cCp - E. coli 107
. _ 100| "S. epidermidis 10% _
6125 M V.U R QO DL 125 R S Faecatis 105 | OO
Corynebacterium sp.10%
C.C. P _ _ y 5-10 E. coli  10* |Excel-|
T|2|F Ureteral calculi G-3|D.1./1x2| 5 <1 — | lent
S. epidermidis 10*
C.C. P _ _ 5-15 . 4 Excel-|
8 84| M Renal velvic fumor pelvic tumor G-6|D.I.|1x2 5 =1 Corynebacte_rmm sp.10 lent
C. C. C.; Chronic complicated cystitis C. C. P.; Chronic complicated pyelonephritis
V.U.R.; Vesico ureteral reflux N. E. ; Not evaluated
Table 6 Overall clinical efficacy of T-1982 classified by type of infection
Overall
Group i\;(;egf(onertc:tr;%) Excellent | Moderate | Poor | effectiveness
rate
1 st group (Catheter indwelt) 1(14.3%) 1 0%
. 2 nd group (Post prostatectomy)
_Sl?gle, 3 rd group (Upper U T D) 4(57.1%) 3 1 100%
infection | 4 th group (Lower U T I)
Sub total 5(71.4%) 3 1 1 80%
i 5 th group (Catheter indwelt) 1(14.3%) 1 0%
. ;xeg 6 th group (No catheter indwelt)| 1 (14.3%) 1 100%
infection
Sub total 2(28.6%) 1 0 1 50%
Total 7 100%) 4 1 2 71.4%

MRHEIZ UTL KRR 2 IRY 1t~ 10
RRBIBHRER S 2 6], BUBIBA6HITHY, B
58, K 3L THh, FERII2B~84EBI TTH A,

. KEsevigstint il

D #En

E. coli 12181zt L i3 A5, LMOX, CPZ 13133 [F
EOHE AR, CMZ, CEZ X b 6 hric@h kit

HRL, 0.20 £g/ml OBEUE T 90% DEE DR E »H 1-
anre (Fig. 2)

Indole (—) Proteus Tix CPZ & LMOX I3AEED
PENYRL, FHNL 1 BREES > R TH - 128,
CEZ, CMZ X hBENIREITHDH, 0.39 pg/ml OPEF
T0% & R FHEIE 2Nz (Fig. 3),

Indole(+)Proteus Tix LMOX 73 ¢ 81, CPZ, A&
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Table 7 Overall clinical efficacy of T-1982 in complicated U T I
Pyuria
\ Cleared Decreased Unchanged Efgf;_‘iﬂr?:
Bacteriuria
Eliminated | 4 1 5 (71.4%)
Decreased
Replaced 1 1(14.3%)
Unchanged 1 1(14.3%)
Efficacy on Pyuria | 4(57.1%) 1(14.3%) 2 (28.6%) Case total
|__Excellent | 4 Overall
oderate 1 e
Poor 9 5/7(71.4%)

Table 8 Bacteriological response to T-1982

Isolates

No. of strains

Eradicated (%)

Persisted

C. freundii

P. morganii

S. faecalis

E. coli

S. epidermidis
Corynebacterium sp.

o gl e e

ol O

Total

10

9

(90%)

Table 9 Laboratory findings before and after the therapy with T-1982

| RBC Hb Ht WBC S-GOT |S-GPT | Al-P | BUN | S<Cr
Case [(x10%/mm®)| (g/dD (%) (/mm?®) w qe)) (U) |(mg/dl)|(mg/dD)

NO'BABABAB A |B|A|B|A|B|A|B|A|B|A
1 491 | 498 | 14.6 | 14.6 | 42.0 | 45.9 | 13,600 | 4,500 14 12|68|64| 8| 8/0.808
2 426 | 412 |11.6 | 11.1 | 35.2 | 33.6 | 4,700 | 4,300 |19 |35 |16 |27 |88 |93 |16 |20 | 1.0 0.9
3 359 | 387 |11.4 | 11.3(33.3|32.1| 4,300 | 3,900 |22 32| 7| 7|79 73| 13|11 |11 10
4 366 | 367 [12.0|11.3|34.8 |32.9| 9,200 | 5,200 | 46 |30 |40 |35 |60 (101 | 8| 8|0.9 07
5 458 | 451 |11.1]11.0(33.7 |33.0| 7,200 | 6,100 |13 |14 | 4|13 |57 |54 |11| 4|0.8 07
6 589 | 536 |16.3 | 15.6 | 51.7 | 49.4 | 13,700 | 6,600 |12 |17 |18 | 21 | 81 |83 |22 | 11| 1.8 0.9
7 539 | 491 |12.4 | 11.5(40.5|35.7 | 7,600 | 5,000 |18 |18 | 8|13 |66|63| 8| 60.8 0.7
8 408 | 472 12.4|13.6|38.1 [41.6 | 6,300 | 6,100 | 26 | 32 | 21 | 22 [101 |97 |19 | 10|12 12

B : Before A : After

KoM 1 EBET OBV E L 5523, CEZ, CMZ &
h BIFs YR, 3.13 pg/ml T90% LI ED¥EAFE

B xht: (Fig. 4),

K. pneumoniae 1T U T EAI A § BIF S RE% T
L, 0.20 pg/ml OB T 0% O¥LREXHIESH,

LMOX, CPZ »iz hizHiv-Tu 1z (Fig. 5)o
S. marcescens Ti3&FK] & LMOX OB G 13 iITA%E

T, B b BVESHEARUT, 6.25 #g/ml OME T80

%D FEEMIL 3 hiz (Fig. 6),
E. cloacae 125\ ~Tix LMOX 23 b B\ VESHAT
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U, CHILEEL DREFITH -1, 6.25 ¢£g/ml T 70%
OEBAFERE L SN (Fig. 7.

C. freundii WL Tix LMOX HE & B { AFIMNC
g1z U UZs o3 s C. freundii T L T3 25¢8/
ml JED MIC E%RTEK1IKRD b, L
bOAREE ¢ Z 2 5h 1z (Fig. 8),

D b\ Wb T3 X 51T, S. marcescens, E. cloacae,
C. freundii 1t LU Ci3 CEZ, CMZ 1343 & A & O Bk
© MIC ffiA% 25 pg/ml LI EDERR LT,

¥z GPC Th 5 A%, S. epidermidis it L TidCEZ
PELEVREEZRL, DWT CMZ Thbh, ZDRIC
LMOX & CPZ THAUIR % - 12 BREAT, 70%DE
Bt 25 pg/ml Ll EOWEE T/ IRER L3 hish
>1z (Fig. 9),

S. faecalis TIXE DEEIDFE & 13 & A EDBRN
25 pg/ml Pl MIC fE%RUTz (Fig. 10),

2) TN BEERER

A%l 0.5g, 1g, CMZ 0.5g, 1gDMAEEORE
{13 Table 1 IT/R U1z, FHfEE IR LT § D Fig.
UTh3, WTFNOHE b 1BEART, ABKTEOD
BEAE B L, XFIDEE 0.5 g #5T 39.3pg/m], 1
g®R5T 85.9 pg/ml, CMZ Ti3 0.5g#% 5T 32.5p8/
ml, 1845 T 82.6 #g/ml & FHIDHFHHEDDE - 7 fE
BRUTD, BEAEEN TN EWAD, —F, mTEE
1% 6 BERE T3 AHFIDIS S 3.0 £g/ml, 6.0 zg/ml DR
ExRUTzH, CMZ Tl 0.5pg/ml, 2.1pg/ml Th
h, FH T8I THI DD 1.1 ¢g/ml, 2.8 pg/
ml 4 T X 72, Pharmacokinetic parameter |3 Table
2HURU Tz, RICERABEHES X OBUNE TH 523, B
D7 —#413 Table 3,4 IWRUTZ FHEEXRRLIZH D
» Fig. 12 Th 5 1288 % T T, KFIDE & H76% »
ah, CMZ Tz 95%ZEENI NS & ibh b,

V. B8 K B #&

IEGIs X v UTI SRANFMELEIC X 2 IRHIE /2 L1
Table 5 1K/RU T2, UTI SEE)FRMEEEIC & 5 BEAIEERZD
Rid Table 6 it RUTz, 1248 SEREIEDEIL Table
TIRU Tz, SBESHIIREZRU T b D7 Table 8 Th
5o UTI 3B M TIIER 461, B 14,
EH2BEsh, BEELTHIE5BITL 4% & 725,

BHBITIL, E. coli DEMBAUITE 5 D2 Eh 12,

BAfERICBEL TRz & DB D 5, Mk
BEOEETH Table 9 IR C & &, BTkRNc
AEBRDNE RELBIAD LNE» -1,

V. & ES
TR~ & 5 iz, &Kl Cephamycin ROH L\

AEFIT, Enterobacter sp., S. marcescens, Proteus sp.
PZEITH U THRESED Cephem RIEEANCH LT M B
NERTEebh T ), BRERSBERTHAICELT,
E. coli Ti3 CPZ, LMOX &5 Wb W 38 3RO
Cephem RIEHIL RAEDHBE %R, Indole(—)Pro-
teus Tz CPZ X bH 12%#E, Indole (+) Proteus T
LMOX kb 1~28REE, CPZ L H 1BRESLHIZU
DREERL, Wi K. pneumoniae T3 LMOX, CPZ
L OBENTRBEEY R UIZ, $12 S. marcescens 1T LT
i3 LMOX ¢ AEOHEN%YTRL, Hohic CPZ L)
T LN T2, E. cloacae, C. freundii it L Tz LMOX
¢ CPZ OBEDOHENARLIZC 3T 6DHE
BT U T2 Y DARVEIFTE B L LRRUIL LD
Thh, bW A5 1A, 2 2HARD Cephem RFE
Bl UTHRESZBINTW5% CEZ, CMZ X h ¥ ihiz
MENXB2LEALNS, L L2 6 GPC D S.
epidermidis Ti3, BT 5HIDATER § RENEL,
S. faecalis T b tF & FAEORMATH > 12,

LT EIERESICITER U 12 Bk S. fae-
calis D1IRIZT TH-12 L ETHRERLAREINT W B,
F 12 AKNL, P.aeruginosa \CEHTHAHL L, TR
B & U T P. aeruginosa, S. faecalis, S. epidermidis 72
ERHBULIZC & b ARIOME A b7 2 DRA LR
LIRS 4DThbH,

RN ARERIC T3, FEIE CMZ D& 0.5¢,
18D 1BBAREELY 2 0 24 — N BT 4EOEE
BRACHUTFIF 51228, WTFhO®EETH L ¢ dose
response %7RL Tish, MAREREFR 2347 OB &K
1565, CMZ TR 1IKETHY, THRAEINEK S
KHIDIHE 8 K% TT 70~75%, CMZ DI 595~98
%L, BEOBREY LI —HLUTW3,

HE R b5 aHBRDOC &L T, RAEEIE § fa
BE, MR RRBE &V D T EI3IRBERRYMEDIE
BT H T > TIHBRECCTVEAIE WAL S,

In vitro X b in vivo THEHNELDNTWBA, LD
FHRIZDOWTEbh b OKE U EERN TIZAERL £
g inoice TEBIBUID 72\~ b D DIBYEB MEVE R BE BYLAE
WW\WTEWER 784, TLABDEYRLRLUIZL & T
FENIRBRBRIEICERTHA LEAONT,
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FUNDAMENTAL AND CLINICAL STUDIES ON
T-1982 IN THE FIELD OF UROLOGY

KEisH1 Okaba, Nosuo KAwAMURA, MAsaaKl OHKOSHI,
YasUHIDE MURAKAMI, HiDEcHIKA KINOsHITA, TosHIFUMI KAWASHIMA
and MIKI SHIRAMIZU
Department of Urology, Tokai University, School of Medicine

T-1982, a new cephamycin antibiotic, was studied for its MICs against 331 clinical isolates in com-
parison with LMOX, CPZ, CMZ and CEZ. The isolates were inoculated at 108/ml according to the
criteria by Japan Society of Chemotherapy.

The MIC values demonstrated that T-1982 was equal to LMOX and CPZ against E. colz, inferior to
LMOX by 1~2 tubes but superior to CMZ and CEZ against Proteus sp., most active against X.
preumoniae, equal to LMOX against S. marcescens and second to LMOX against E. cloacae and C. freundi.
However, T-1982 did not inhibit most of S. epidermidis and S. faecalis strains at less than 25 pg/ml.

To measure serum and urinary levels, 4 healthy adults were given T-1982 or CMZ at a dose of 0.5 g
or 1 g in a cross-over manner by 1 hour intravenous drip infusion. The serum levels of both antibiotics
were dose dependent, the serum half lives being 1.5 hours and 1 hour respectively for T-1982 and CMZ.

The levels at 1 hour after administration of 0.5 g and 1 g were 39.3 pug/ml and 85.9 ug/ml for
T-1982, and 32.5 pg/ml and 82.6 ug/ml for CMZ.

The urinary recovery rates within 12 hours were 70~75% for T-1982 and 95~99% for CMZ.

T-1982 was given to 8 patients with chronic complicated urinary tract infections. The therapeutic
results assessed according to the criteria by the UTI committee were effective in 5 out of 7 cases, the effec-
tiveness rate being 71.4%.

No side effects were noted in any cases.

It is therefore presumed that T-1982 is useful for treating urinary tract infections.



