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Fig. 1 Chemical structure of T-1982 and CPZ
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Table 1 MICs of T-1982, CPZ, CMZ and CEZ to E. coli (41 strains) 10°cells/ml (zg/ml)
MIC
=0.1/0.2|0.4|0.8|1.63.2|6.4[12.5| 25 | 50 | 100 | 200 |>200
Drug .
T-1982 20% [ 8 7 2 2 1 1
CpPZ 8*| 6 4 6 2 8 4 2 1
CMZ 3% 17 | 13 2 2 1 3
CEZ 4*( 16 8 2 4 5 2 :
*Included E. coli NIHJ
Fig. 2 Correlogram of MICs to E. coli between T-1982, CPZ and CMZ
108cells/ml, 41strains
MIC(ug/ml) MIC(ug/ml)
>200 1 >200 1
200 1 200
100 100 1
50 50
25 25
o 12.5 o 12.5
3 =]
= 6.4 2 6.4
= 3.2 & 3.2 \
1.6 2 1.6 2
0.8 2 0.8 1 1
0.4 |1]2 2 11 0.4 231 1
0.2!1]2]1/2 1|1 0.2 11241
=0.1[7[3]1 27 <0.1 2[12|5 1
<0.1 0.4 1.6 6.4 25 100 >200 <0.1 0.4 1.6 6.4 25 100 >200
0.2 0.8 3.2 12.5 50 200 0.2 0.8 3.2 12.5 50 200
CPZ MIC(ug ml) CMZ MIC(ug/ml)
Table 2 MICs of T-1982, CPZ, CMZ and CEZ to P. eeruginosa (20 strains) 10°cells/ml (pg/ml)
MIC
=0.1/0.20.4|0.8|1.6|3.2|6.4 [j12.5| 25 | 50 | 100 | 200 [>200
Drug
T-1982 1 1 1 9 5 3
CpPz 1 1 9 4 2
CMZ 1 18
CEZ 1 19

Fig. 3 Correlogram of MICs to P. aeruginosa between T-1982, CPZ and CMZ
108cells/ml, 20 strains

MIC(ug/ml) MIC(ug/ml)
>200 1]1]1 >200 3
200 111/2]1 200 5
100 1 1(5](1 1 100 9
50 1 50 1
25 1 25 1
o~ 12,5 ~ 12,5
g 6.4 g 6.4
= 3.2 & 3.
1.6 1.6
0.8 0.8
0.4 1 0.4 1
0.2 0.2
0.1 =0.1
<0.1 0.4 1.6 6.4
0.2 0.8 3.2 12.525 50100200>200 éo'5.20'40.81'63.26'412.525 50100203200
CPz MIC(ug/ml) CMZ MIC(ug/mi)
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Fig. 4 Correlogram of MICs to Klebsiella between T-1982, CPZ and CMZ
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Fig. 5 Correlogram of MICs to other bacteria between T-1982, CPZ and CMZ
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Table 3 Serum levels of T-1982 and CMZ after intravenous injection
in 4 healthy volunteers, cross over

standard ; consera

0 T ——
Tl?l’lle ;
rs.
Drug Case 1/4 1/2 1 2 4 6 8 1
No.
No. 1 60. 8 46.7 32.6 20. 6 8.8 3.6 14 <0.5
T-1982 No. 2 62.2 49.2 33.0 19.2 9.2 4.2 16 <0.5
No. 3 49.0 32.6 21.8 12.2 4.5 2.2 11 <05
0.5g) No. 4 39.2 31.4 22.4 13.2 4.9 1.9 0.7 —
Mean=S.E. 52.8+5.41/40.0+4.6|27.5+3.1(16.3+2.1| 6.9+1.2 | 3.0+0.6 | 1.2+0.2 | 0.4+0.1
No. 1 82.3 57.2 37.9 18.0 5.4 <1.0 — —
CMZ No. 2 72.2 56.2 34.8 16.4 7.9 2.2 <10 —
No. 3 81.2 58.0 37.6 19.0 6.0 2.1 <1.0 <10
1.08) | No. 4 84.8 59.2 42.2 23.2 8.6 2.4 | <10 | <10
Mean+S.E.[80.1+2.7(57.7+0.6|38.1+1.5[19.2+1.5| 7.0£0.8 | 1.9+0.3 | 0.8+0.3 | 0.5+0.3
(pg/ml)
Fig. 6 Serum levels of T-1982 and CMZ after intravenous injection
in 4 healthy volunteers
llg/ml /tg/ml
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0-----0 CMZ 1.0g K
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b Q
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Fig. 7 Serum levels of T-1982 and CMZ after
intravenous injection in 4 healthy volunteers
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Table 4 Pharmacokinetic parameter of T-1982
and CMZ from intravenous injection in
4 healthy volunteers

S R P T
1 98 123.1
2 99 127.5
T-1982 3 124 80.6
(0.5g) 4 85 77.4
Mean 105 101.4
1 54 154.2
2 7 120.8
Mz 3 77 124.7
(L.og) 4 77 124.7
Mean 74 127.3

Table 5 Urinary levels of T-1982 and CMZ after intravenous injection in 4 healthy volunteers (zg/ml)

Time(hrs.) 0~1 1~2 2 ~4
Drug No. 1| No. 2 | No. 3 l No. 4 | No. 1| No. 2 | No. 3 | No. 4 | No. 1 | No. 2 | No. 3 | No. 4
T-1982 4,450 | 1,820 618 873 | 1,470 | 1,570 159 156 | 318 336 300 82
0.5g) (45)| (95)| (330)| (300D (45) (45)| (430)| (245) (250)| (170D (310)| (530
CMZ 5,125 | 5,210 | 3,120 | 4,150 938 | 1,850 | 1,225 | 1,980 433 840 662 382
.02 @ais)| aos)| 7o)l @i 1o)| (90| 170)| (90)| (265) (200)| (225)| (340)
Time(hrs.) 4~6 6~8 8 ~12
Drug No. 1| No. 2| No. 3| No. 4 | No. 1 | No. 2 | No. 3 | No. 4 | No. 1 | No. 2 | No. 3 | No. 4
T-1982 131 | 91.4 204 | 48.2 | 70.1| 34.1 108 | 86.5 40| 16.8| 26.3 5.4
0.52) 260 (300)| (155)| (275)| (185)| (310)| ( 95)| (135)| (305)| (435)| (260)((1,000)
CMZ 342 231 408 147 | 57.2 | 72.8 182 43| 10.8| 7.7| 42.2| 16.1
(.og) o0)| @95)| (115)| (300)| (215)| (225)| ( 95) (405)| (470)| (880)| (210)| (510)

Urinary levels (ug/ml)
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Fig. 8 Urinary levels and urinary recoveries of T-1982 and CMZ after intravenous injection
in 4 healthy volunteers
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Table 6 Urinary levels and urinary recoveries of T-1982 and CMZ after intravenous
injection in 4 healthy volunteers
Tine 2~4 4~6 6~38 Ttl
hrs. 0~1 1~2 ~ ~ ~ 8 ~12 a
Drug s %)
R
. (If;g‘};{l) 1,940. 3£ 875. 6| 838.8+393.8 |259.0459.5|118.7+33.1(74.7+15.6/18.1+4.7
-1982
0.5g L.v.| pocove 76.743,0
(%)ry 42.0+3.7 | 12.2+1.5 | 13.7+£2.2 | 5.3+0.9 |2.3+0.1| 1.4+0.1
oz (hovelly [4,401.3+490. 11, 222. 6433, 8579. 3+106. 1) 282. 058, 0 88. 8+31.7] 19. 0+:8.0
1.0g i.v. Recove 93.3+3,3
% v 53.1+2.81 18.7+0.9 | 14.1+1.2 5.1+0.6 | 1.6+0.1 | 0.7+0.1

Fig. 9 Urinary excretion after single intravenous
injection of T-1982 and CMZ in healthy
volunteers (n=4, cross over)
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Fig. 10 Case 1 T.M.44y. male : Biliary tract infection, gastric cancer with
liver metastasis
[ T-1982 1gX2d.i. 13.5 days ]
c 5/18 20 25 30 6/1
39 |
/\ N AN AR
37 /\
A V \,J \/\/ VWY VVVVY
36 |
P. maltophilia® P. maltophilia
Enterobacter** Enterobacter Enterobacter
S.epidermidis Enterococcus Enterococcus  Fungus
WBC 8400 12400 8100 9900
ESR 69 mic. 79 84 64
GOT 30 29 56 35
T-1982
GPT 30 | cpp 400 S50 19 B 3w
AlP 59.0 CMZ >400 >400 68.7 99.5 77.4
BUN 13.7 | ABPC >400 >400 14.9 12.7
CRT 0.8 0.7 0.7
Fig. 11 Case 1 T.M.44y. male : Biliary tract infection, gastric cancer with
liver metastasis
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381
i AAAAA/\ A 1
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6 9/19 *ABPC(-)
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_ _ PIPC ()
- - - +
Blood culture (=)-) (=) (=) (=)(+) (=) CEZ (#)
GOT 35 24 47 47 36 105 GM  (#)
GPT 32 25 24 34 24 60
AlP 77.4 58.7 59.5 75.2  57.3 103.0
y-GTP 478 495 539 413 441 514
T-Bil. 2.7 2.7 7.3 8.0 8.0 15.8
WBC 9900 9600 11600 8800 9300 12800
ESR 64 75 95 102 73
CRP >6+ 4+ 5+ >6+
> 12, BRREEICOWT, %1 FIOFfEERL, RRE

F2RIUT AR TR INTEERIICERD L HEI N
2o TDH L, BREOREUVAL 2HITIXE b IKBE
14722195 o8

Bifick b R EBtA 3 BAIGER LT, BWER 25
HEUA S 128 3BT 4 BTN TicEWER %
BEDEdST,

KT B b DEE AL, >, B5HT, KTHE
BRERELAS 511/mm® &, 3 by Th{IbiEREYLE
SRBEOAThH-12,
v, # 2
T-19821EED + 7 7 < 4 v o Rk B T E-77
4 v - FINUTER IR D) T, P cerugind
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Table 9 Bacteria isolated from bile and susceptibility to antibiotics
Bacteria isolated from bile
7/9 9/5 9/11 9/21 9/30

6/10

Klebsiella (41)
P. aeruginosa(+)

I)_ Klebsiella oxytoca(Ht)
2)| Enterobacter ()
3)| Aeromonas (#)

Klebsiella (+)
E. coli ()

Klebsiella (41+)

E. coli (+H)
P.maltophilia(+4)

Klebsiella (+)
E. coli (4+)

P. aeruginosa(+)
Serratia (+)

Klebsiella (+)
P. aeruginosa(+)
P. morganii (+)

8)| Enterococcus (+)

Susceptibility to antibiotics (paper disc method)

T T o |l 2|l |l ] D H» H|D D D
wEC | + - - | #+ -] - -]- = +] = = = - |# - -
BPC | H - # |+ H |- #w| - = = = = % - |# # -
PIPC | # + | # A (TR
Gz | - + | # -] - +|-# - - # - —-|- - -
CFX | # — 4 | #  — | # | # # - - W
o S T T T N A S T

RY—JWOBEEXB T, 0B BE Y 7 L BHRBREIC 126

VT ShRBEERABE LT %, EBOFRICLN
i, XAOEET T, MHEIBERICL 2RE 2L e
Iu77-URIARE -HLELOINBIZRU, in
vitro ICH LT in vivo TOPRD X InfigTcar s e
AUEN

31, REEET Y AOBSER T b IV REER
Uiz, 3 ChiEBE2F T 5 &R #RIZ N
B,

AN, EBHIL W03 EEVSTH Y, RebFhit
Bre0nBEIAL N A, BHHBETLEEFTH S,
KATR#EEXIT AT &b EInsizy, KRBE
DHTEKBEE SNABRIRH IN TN,

RE D MIC ERBE S, Wt WEHODET S5
I ABHEEICET AT CARMBEIXRD S 8 DTH
2126

T-1982 0.58 & CMZ 1 g D#ix% cross over ¥k
TR, MAME - RebSiaRIE L RS0 5 A 5
&, T-1982 EBEHRETH 25, CMZ D 70%iTdh
RBER MAEA & UTEDT, 2ROV & &E
BLUTW3EBbh3s,

RAEERRIZ CMZ X b {Ed> - 1223, Diauwa312d 1A
HRBEINRRETHS C LRI 3N 5, RABE,
¥ERRETHZ 1), CMZ D% 2L ZNBTTH

UL, T-1982 3B 7 2 BHREDOEZ D
it U, CMZ X hdsh T 5 12dic, —
EOBEKEYAWT, RARENYHET S L, ¥ERES
Tb, CMZ X h EHAERCHERME L B UIRTASE
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STUDIES ON T-1982
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Antibacterial activity of T-1982, a new antibiotic of cephamycin group developed in Japan, was
tested against clinical isolates of a variety of gram-negative bacilli comparing with cefoperazone,
cefmetazole and cefazolin. T-1982 showed the best activity among them except for glucose non-
fermenters.

The serum level and urinary recovery were measured in cross-over method using 0.5 g of T-1982
and 1 g of CMZ by one-shot intravenous injection to 4 healthy volunteers. T-1982 showd longer sus
tained serum level, while CMZ recovered more into urine.

Clinically, 5 cases were treated with T—1982 mainly in drip infusion. Good result was obtained in 4
cases, but 1 case was poor perhaps due to severe underlying fatal disease. No adverse reaction was
observed.



