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Fig. 2 Serum concentration of THR-221 after 1g
i.v. administration n=7)
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Table 1 Serum concentration of THR-221 after 1 g administration (i.v.)

( #g/ml)
Time
(h) 0 1 3 6 24
Case No.
1 N.D. 56.3 22.7 10.7 —
2 N.D. 115.6 61.4 31.9 3.6
3 N.D. 119.2 41.7 28.9 2.0
4 N.D. 67.8 48.9 23.1 1.8
5 N.D. 68.1 41.7 23.5 1.6
6 N.D. 61.5 43.0 23.9 —
7 N.D. 45.0 20.0 7.9 -
Mean+S.D. - 76.2127.1 39.9+13.4 21.418.2 2.310.8
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Fig. 3 Serum and bile concentration of THR-221
after 1g i.v. administration (n=5)
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Table 2 Serum and bile concentration of THR-221 after 1 g administration (i.v.)
(pg/ml)
Time after THR-221 injection Average Bile volume | Recovery
Case No. | Concentration (h) concentration (0~24 h) | (0~24 h)
0 1 3 6 24 (0~24 h) (m1) (mg)
1 Bile N.D. 407.8 184.1 70.0 1.9 22.1 500 11.1
Serum N.D. 115.6 61.4 31.9 3.6 - - -
2 Bile N.D. 169.0 123.2 68.2 4.5 15.1 400 6.0
Serum ND. 119.2 41.7 28.9 2.0 - - -
3 Bile N.D. 327.3 100.6 53.7 6.9 9.3 500 4.7
Serum N.D. 67.8 48.9 23.1 1.9 - - -
. Bile N.D. - 268.9 103.2 - - - -
Serum N.D. 61.5 43.0 23.9 - - - -
5 Bile N.D. - 61.3 19.1 - - - -
Serum ND. 45.0 20.0 7.9 - - - -
Mean1S.D. Bile N.D. 301.4199.2 |147.6%x72.5 62.8127.2 4.412.0 15.5%5.2 466.7147.1 7.312.8
Mean1S.D. Serum N.D. 81.81+30.0 43.01+13.4 23.118.3 3.511.8 - - -

Table 3 Exudate from abdominal cavity and serum

concentration of THR-221 after 1 g administration (i.v.)

(pug/ml)
Day after
operation 1 2 3
Time after
injection 0 1 3 6 0 1 3 6 0 1 3 6
(h)
Case No. | S | EAC S EAC| S |EAC| S [EAC| S |EAC| S |EAC|[ S [EAC| s JEAC| s [Eac| s [EAC| S [EAC| S |EAC
1 - |17.5] 63.3|18.8)21.634.2( 7.5]|23.7| — 5.5(49.0(13.9)|21.6 |25.8( 7.1{26.0| — [12.0]49.2(22.0{19.4]28.4} 6.9(20.9
2 - 6.2| 67.4]| 7.0/28.5|26.410.5[2.6| — |19.3/67.9|64.2(34.0(53.7|16.3|20.5| — [14.3[56.0(35.0]35.2(40.9{17.1]31.4
3 ND. | ND. 54.5| 2.5/21.3|15.1| 5.5(|17.9| 0.9| 9.8{65.8|16.8(21.5)|38.5| 9.0(18.1] 2.3 8.5|64.2(55.9(27.6|53.3(10.8(17.6
4 0.5 ND. | 106.0]15.2139.1/36.1[14.6]26.9| — - - - - - - - - - = - - - -1 -
Mean 0.3 59| 72.8/10.9/27.728.0( 9.5/23.8(0.92(11.6(60.9(31.625.7[39.3/10.8[21.6 2.3[11.656.5[37.7]27.4]40.9]11.6|23.3
ES + k4 + + + + + + + x t + % t E 4 t + E 4 F4 S t
S.D. 7.1 19.7] 6.5] 7.2 83| 3.4| 3.6 5.8) 8.5[23.1] 5.9[11.4| 4.0| 3.3 24| 6.1[14.0] 6.5[10.2] 4.2] 5.9
S : Serum

EAC : Exudate from abdominal cavity
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Fig. 4 Exudate from abdominal cavity and serum concentration of i'THR-221 after 1 g administration (i.v.)
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Table 4 Clinical cases with THR-221 administration
Treatment Eff
) reamen Clinically ect
Case | Age X . Prior X . .
Diagnosis Dose Duration Total isolated Bacterio- . Remarks
No. | Sex drug Route . K Clinical
(8% /day) (days) dose organism logical
1 28 | Serotum Unknown | 1 X 2 di.v. 9 18 Unknown Unknown Good
M phlegmon o
Right foot
19 phlegmon
2 M Lymphangitis ABPC 1 X2 div 8 16 Unknown Unknown Good
Right ingdinal
lymphadenitis
Right foot S. aureus
ight foo . s
40 S. epidermidis
3 abscess (—) 1 X2 di.v 6 12 P Eradicated Good Incision
M L ” S. pyogenes .
ymphangitis
day 3
k2
4 Left leg (=) 1 X2 div 5 10 Unknown Unknown | Excellent
M phlegmon
Acute A
21 appendicitis ppen-
5 M ) (=) 1 X2 di.v 9 18 E. coli Eradicated Good dectomy
Localized o Drainage
peritonitis
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Table 5 Laboratory findings before and after THR-221 administration
Case | Age Before RBC Hb Ht WBC S-GOT S-GPT Al-P BUN Creat
No. | Sex After | (X10% | (g/dl) (%) (1U) (1U) (V) (mg/dl) | (mg/dy)
\ 28 Before 470 15.1 43.5 14200 23 21 5.8 9.8 0.96
M After 481 15.4 45.5 7200 28 40 5.4 10.5 1.32
2 49 Before 332 10.1 30.0 4900 20 16 8.3 19.6 1.89
M After 346 10.1 32.5 6000 40 35 8.1 36.4 1.76
3 40 Before 471 15.1 44.0 13500 11 10 6.2 8.4 0.94
M After 484 15.4 45.0 6800 17 15 5.9 1.7 1.07
. 34 Before 514 15.6 47.0 8500 12 10 3.5 8.9 0.79
M After 443 14.4 40.5 5200 12 10 3.0 - -
5 21 Before 450 14.9 42.5 15700 13 14 4.7 9.4 1.1
M After 484 15.1 45.0 5600 8 5 4.6 14.1 1.3
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BASIC AND CLINICAL STUDIES ON CEFODIZIME(THR-221) IN THE SURGICAL FIELD

SHIGETSUGU KATO, SHIGEO ONO and TOYOHARU TANAKA
Department of Surgery, Tokyo Dental College, Tokyo

Cefodizime (THR-221), a new cephalosporin, was investigated in terms of its serum level, bile and abdominal exudate
distribution, and clinical effect. The exudate was obtained from the abdominal cavity after operation. The results
obtained were :

The serum half-life of THR-221 was comparatively long, and showed good distribution to bile, whose levels were 3~4
time those in serum.

The serial changes in its distribution to abdominal exudate were slightly delayed as compared with those in serum.
The peak level in the abdominal exudate(28.0~40.9 »g/ml) occurred at 3 h after administration.

THR-221 was administered to 5 patients with surgical infection. Clinical response was excellent in 1 case and good in 4
with a 100% efficacy rate. No side-effects were noted, and no abnormal findinds were observed in laboratory parameters.



