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Table 1 Plasma levels of cefaclor after single oral administration

Dose Volunteer Time after administration (hrs.) ug/ml -
Fo‘td V°;“;‘I:ie;:lN°' Age fk:)’ Before | 1/2 | 3/4 1 2 4 6
1. YN 21 72 0 5.0 10.0 10.0 1.7 0.2 0
2. YH 20 65 0 8.0 10.0 8.0 4.2 0.28 0
250 mg 3. Y.N. 20 53 0 6.5 8.0 10.0 4.0 0.62 0
without 4. M.N. 22 54 0 6.0 10.5 15.0 1.7 0.28 0
food 5. NH. 22 65 0 5.0 10.0 4.0 0.78 0.2 0
Mean 21 61.8 0 6.1 9.7 9.4 2.5 0.3 0
+SE +0.45|3.62 +0 +0.56 | $0.44 | +1.78 | x0.68 | £0.08 | 0
1. YN. 21 72 0 8.0 14.0 14.0 6.8 0.4 0
2. Y.H. 20 65 0 4.8 10.0 15.4 4.8 1.0 0
500 mg 3. YN 20 53 0 10.0 11.6 14.0 4.8 1.0 0
without 4. MN. 22 54 0 13.6 18.0 13.6 3.6 0.62 0
food 5. N.H. 22 65 0 6.4 13.5 9.0 3.6 0.28 0
Mean 21 61.8 0 8.6 13.4 13.2 4.7 0.7 0
+SE +0.45/+3.62 0 +1.53 +1.35 +1.09 +0.59 +0.15 0
IFNEmEERIszE, M. luteus ATCC 9341 Ziigi & Fig. 2 Plasma levels of cefaclor after single oral
U, Y7 v A JERES CRID 2MOTHFRA » 7 administration
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Table 2 Urinary excretion of cefaclor after single oral administration
Dose | Volunteer No. Urinary concentration (ug/ml) Cumulative urinary recovery (%)
& & Time after administration (hrs.) Time after administration (hrs.)
Food Initial Before 0~1 1~2 2~4 4~6 0~1 0~2 0~4 0~6
1. YN. 0 1,300 700 145 21 22 35 39 41
2. Y.H. 0 1,300 980 230 27 23 45 51 53
250 mg 3. YN. 0 2,500 1,900 230 56 47 95 97 98
without 4. MN. 0 980 500 200 40 49 86 94 95
food 5. NH. 0 1,300 1,300 230 120 18 50 55 58
Mean 1,476 1,076 207 52.8 31.8 62.2 67.2 69.0
0
+S.E +263.39 | £246.12 | £16.55 | +17.84 | + 6.67 | +11.89 | +11.86 | +11.57
1. YN. 0 1,900 1,400 445 70 16 40 45 51
2. YH. 0 1,150 1,400 900 68 9 29 51 53
500 mg 3. YN. 0 1,150 1,680 620 58 10 68 75 80
without 4. M.N. 0 1,150 620 200 68 43 76 85 87
food 5. N.H. 0 1,150 1,800 380 100 8 46 53 55
Mean 1,300 1,380 509 72.8 17.2 51.8 61.8 65.2
0
+S.E +150.00 | +205.52 [+118.62 (+ 7.12 | + 6.60 | + 878 |+ 7.71 |+ 7.58
Fig. 3 Urinary recovery of cefaclor
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Table 3-1 Clinical result in acute simple cystitis with cefaclor,
750 mg/day for 3 days

No. | Sex| Age . Clinical findings (before treatr-nent > after tr?atrfxent) 81‘1'::’;1’11 Side
Organisms (MIC ug/ml)* Pyuria Subjective symptom efficacy | effect

1| F |41 |Proteus mirabilis (1.56) —> (-)| (+) —> (=) |Mictionpain (+) > (-)|Excellent| (-)
2| F |32 |[E coli (3.13) > (F) #® 2> ®) ‘Miction pain (#) - (-)| Good (=)
3|F |51 |E coli (3.13) -> (=) (*) = (=) |Mictionpain (+) > (-)|Excellent| (-)
4 | F |57 |Micrococcus (0.4) - (=) ) = (=) |Mictionpain (+) = (+)| Good )
S| F |44 |E. coli > (=) & - _(—) Miction pain (+) = (-)|Excellent | (-)
6 | F |32 |E coli (1.56) = (=) (#) - (=) [|Mictionpain (++) —> (-)|Excellent| (-)
7| F |61 |E coli(6.25) = ()| () = (=) |Mictionpain (+) > (=)|Excellent| (-)
8 | F |28 |E. coli(3.13) - (=) (*) ~ (<) |Miction pain (++) —> (-)|Excellent| (-)
9 | F | 54 |S. faecalis (200) - (-)| ¢+) > (=) |Mictionpain (+) —> (-)|Excellent| (-)
10 | F |47 |E. coli (1.56) - (-)| (#) = (=) |Mictionpain (+) = (-)|Excellent| (-)
11 | ¥ | 39 |Proteus mirabilis (3.13) —> (-)| (+) —> (-) |Mictionpain (+) —> (-)|Excellent| (-)
12 | F |45 |Proteus mirabilis (3.13) —> (=)| (*) —> (-) [Mictionpain (+) > (+)| Good (—)
13 | F | 27 |E. coli (1.56) -> (=) +) = (=) |Mictionpain (+) > (-)|Excellent| (=)
14 | F |70 |E. coli (0.4) > (=)| (++) > (-) |[Miction pain (++) —> (-)|Excellent| (-)
15 | F |61 |E. coli(0.4) > (-)| () > (=) |[Mictionpain (++) —> (=)|Excellent| (-)
16 | F |57 |E. coli(3.13) > ) ) > (=) |Miction pair.x (++) > (-)|Excellent| (-)
17 | F |38 |E. coli(0.4) > (=)| (+¥) > (2) |Miction pain (++) —> (-)| Good -)
18 | F |37 |E. coli (1.56) > (=) (#) > (=) |Miction pain (++) —> (-)|Excellent| (-)
19 | F |55 |E. coli (0.78) > (=)] (+*) > (=) [Mictionpain (++) —> (=)|Excellent| (-)
20 | F |62 |Proteus mirabilis (3.13) = (=)| (++) = (=) |Miction pain (++) —> (-)|Excellent| (-)
21 | F |59 |E. coli (0.4) > (=)| (+++)=> (=) |Miction pain (++) —> (=)|Excellent| (-)
22 | F |53 |E. coli (1.56) = ()| (+t) = (=) |Miction pain (++) —> (-)|Excellent| (=)
23 | F |27 |E. coli (1.56) > (=) (#) > (=) [Miction pain (++) —> (-)|Excellent| (-)
24 | F |35 |E. coli - (=) ) ~ (=) |Miction pain (++) => (-)|Excellent| (-)
25 | F |26 |E. coli = (=)| () > (-) |Miction pain (++) —> (-)| Excellent| (-)
26 | F [ 45 |E. coli (6.25) > (=) ) > (=) |Miction pain (++) > (=)|Excellent| ()
27 | F |39 |E coli(0.78) - (=) (++) = (-) |Miction pain (++) —> (-)|Excellent| (-)
28 | F |43 [E. coli (1.56) > (=)| ) —> (=) |Mictionpain (++) => (-)|Excellent| (-)
29 | F |40 |E. coli (0.4) - (=)| () = (=) |Miction pain (++) > (-)|Excellent| (-)
30 | F |32 |E. coli (1.56) = (=) (+¥) = (=) |Miction pain (++) —> (=) Excellent| (=)
31 | F |33 |E. coli(0.78) - (=) (++9) > (=) |Miction pain (++) —> (=)|Excellent| (-)
32 | F |24 |E coli (0.78) = (=) (#¥) = (=) |Miction pain (++) —> (-)|Excellent )
33 | F |26 |E. coli (1.56) = (=)] (*) = (=) |Miction pain (++) —> (-)| Excellent )
34 24 |E. coli (0.78) - (=) (++) = (=) |[Miction pain (++) —> (-)| Excellent ()

* MIC of cefaclor; Inoculum size: One loopful of 10° cells/ml.
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Table 3-2 Clinical result in acute simple cystitis with cefaclor,

750 mg/day for 3 days

No.| Sex | Age : Clinical findings (before treatr‘nent —>after tr.eatl'nent) %‘;’igl Side '
Organisms (MIC ug/ml)* Pyuria Subjective symptom efficacy | effect
35 | F |48 |[Proteus mirabilis (5.13) - (=) # > (=) |Mictionpain (++) —> (-)|Excellent| (-)
36 | F |54 |E. coli (3.13) - ()| #® > (=) [Mictionpain (++) —>"(=)|Excellent| (-)
37 | F |25 |E. coli (0.4) = (-)| ¥ > (<) [Miction pain (++) —> (-)|Excellent| (-)
38 [ F |57 |E. coli (1.56) - (=)| () > (=) [Mictionpain (+) > (-)|Excellent| (-)
39 | F |56 |Acinetobacter (0.19) -> (-)| @+ > (=) |Mictionpain (+) > (-)|Excellent| (-)
40 | F |64 |E. coli (1.56) > E. coli (3.13) (++) > (=) [Mictionpain (+) > ()| Good -)
41 |'F |45 |E. coli (6.25) - (=)| @+ > (=) [Mictionpain (+) > (-)|Excellent| (-)
42 | F |36 |E. coli (0.4) > (=) &+ ~> (=) |Miction pain (+) > (-)|Excellent| (-)
43 | F |47 |E. coli (1.56) - (=) 4 > (¥) |Mictionpain (+) > (=) Good -)
44 | F |58 |E. coli (1.56) - ()] # > (=) |Miction pain (++) > (-)|Excellent| (=)
45 | F |21 |E. coli (3.13) - (=)| () > (¢) |Mictionpain (+) > (-)| Good -)
46 | F |43 |S. aureus (1.56) - ()| (+) = (=) [Miction pain (+) > (=)|Excellent| (=)
47 | F |28 |E. coli (12.5) > (-)| (® > (=) |[Mictionpain (++) —> (-)|Excellent| (-)
48 | F |38 |E. coli (3.13) - ()| () > (=) [Mictionpain (++) > (=)|Excellent| (-)
49 | F |32 |E. coli (0.39) - ()| (# > (=) [Mictionpain (++) > (=)|Excellent| (-)
S0 | F |45 |E. coli (3.13) = (=) (M > (=) [Mictionpain (++) > (-)|Excellent| (-)
51 | F | 48 |Proteus mirabilis (3.13) > (=)| () —> (=) |Miction pain (++) —> (-)|Excellent| (=)
52 | F |27 |E. coli (3.13) - (=) (#) = (=) [Mictionpain (++) —> (-)|Excellent| (-)
S3 | F |20 |E. coli (3.13) - (=) ) > (=) |Mictionpain (++) —> (-)|Excellent| (=)
5S4 | F |20 |E. coli (0.78) = (=)| ()~ (=) |Miction pain (++) —> (-)|Excellent| (-)
55 | F |28 |E. coli (0.13) - (-)| (++) > (¢) |Miction pain (++) —> (-)| Good )
56 | F |26 |E. coli - (=) () > (=) [Mictionpain (++) > (-)|Excellent| (=)

* MIC of cefaclor; Inoculum size: One loopful of 10° cells/ml
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Table 4 Overall clinical efficacy of cefaclor in acute simple cystitis
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Table 7 Sensitivity distribution of clinical isolates

Organisms \py oleells/ml| 02 04 08 1.6 3.1 625 125 25 50 100 200 >200 ug/ml
(Straifis)
10° 10 2 5 4 21 3 1
L
‘ CCL1 50e 8 6 14 14 3 1
E. coli
46) 10° 10 7 23 5 1
CBXI 100 10 20 15 1
108 1 3 2
Proteus CCL 108 1 5
mirabilis 0 ; p
(6) X .
CEX| s :
108 1 1
Kiebsiela ~ |C°L| 106 L1
pneumoniae N
10 )
EX
@ ¢ 10° )
8
CCL 106 3
Serratia 10 3
&) 10° 3
CEX| s X
10® )
L
Proteus cC 10 .
morganji To° ,
1)
CEX| s !
8
ccr| 1 1
Acinetobacter 10 1
1) 8
cex| 1© 1
10¢ 1
8
cer| 1% 1
S. aureus 10 1
1) 8
cex| 1 1
106 1
8
ccL 106 1
S. faecalis 10 1
@ 10° 1
CEX
106 1
108 1
cCL
Micrococcus 10¢ 1
6] s |
cex| 19
108 1




538

CHEMOTHERAPY

DEC. 1979

Fig. 4 Sensitivity distribution of clinical isolates
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Table 8 Bacteriological response

. No. of strains
Isolates No. of strains Eradicated (%) Persisted appeared

after treatment
E. coli 49 48/49 (98.0%) 1 0
K. pneumoniae 2 1/2 ( 50%) 1 0
Proteus mirabilis 6 6/6 (100%) 0 0
Proteus morganii 1 1/1 (100%) 0 0
Serratia 3 1/3 (33.3%) 2 0
Acinetobacter 1 1/1 (100%) 0 0
S. aureus 1 1/1 (100%) 0 0
S. faecalis 1 1/1 (100%) 0 0
Micrococcus 1 1/1 (100%) 0 0
Total 65 61/65 (93.8%) 4 0
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Laboratory and clinical evaluations were performed on a new oral cephalosporin, cefaclor, and the re-
sults were obtained as follows.

1. When cefaclor was administrated orally once at dose of 250 mg and 500 mg in 5 healthy fasting sub-
jects by cross over method, the mean peak plasma levels were 9.7 ug/ml and 13.4 pg/ml], respectively. The
mean plasma levels were undetectable after 6 hours. The urinary recovery rates within 6 hours were 69.0%
and 65.2% respectively.

2. Fifty-six female patients with acute simple cystitis were treated with 750 mg daily for 3 days.
Excellent response was obtained in 48 patients and good response in 8, and the effectiveness rate was 100%.
Five patients with chronic complicated cystitis were treated with 750 mg or 1,500 mg daily for 5 or 7 days.
Excellent response was obtained in 2 patients and poor response in 3, and the effectiveness rate was 40%.

3. At 10° cells/ml inoculum size, MIC of cefaclor against most of the strains of E. coli isolated from
those patients was <3.1 pg/mL

4. Gastric discomfort was complained in one out of 65 cases who were administrated cefaclor in this

trial.



