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F L&D Cephalosporin 3| Cefadroxil DEABIMEL BRKBMELME Lz, SRR,
Cefadroxil 29ffiFF3s X U'E#, Cephalexin ZZffrsD 3 PO\ T, £# 500 mg % 2 EE N5
L, MPRE, Kppkttd i, Cefadroxil ZBERFTIX, K& 19.7 pug/ml O MmbMEYXRL,
ABT 12.5 uyg/ml TP -7z, Cephalexin iX 15.4 ug/ml CH - 7=, Cefadroxil iX, REIT X D
MPREOETEH -7, FHfksribh, AUC 2L, REOKEIVIEVWLDOTH 1,
Cephalexin IZE~T T1/2 &<, AUC dyHFRCKE 0o, RPHEHRIZ, 128/ % CT,
hEhsl.0, 76.1, 82.3% %, 3EMTEIh o1z, SIFIDRRECHA L, BRDEY Hi-
2, FRHRIZ.5%THolco BWEAXTRNLATH -7
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# L\ & 0 A Cephalosporin 8 #TH 5, AFZ{LEH
#% Lt Cephalexin CHEE LT3, TDOHEBEARZ + v
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Pmeumoniae V=3t 5 IWEHIX, in vitro, in vivo ki,
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6 BOBRERASTF (EH21~27F, ¥3522.57, &
H 57~80kg, 35 64.8kg, H& 160~177cm, P35
168cm) iz, Cefadroxil 3s X U* Cephalexin (Palitrex)
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RepgEfy Adc, RHABRERZAELOBBRTRD LI
fTitotce H1 EEREHEFRES L L, RPEERCE
TIREL, xoREBAY LY, BAGOLERT 2 [EE
DREETIV, TORKERY L o1, BELARED
M 2Bl & Lo 7eHRIET 200ml DK E & HIAT
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B, 2B, 1B3FEL, $1BHL Cefadroxil
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F1EEHEARDOFERC L o7z, LA, BEY
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BRI, & b s X U EERABETIK (Cefadroxil X
pH 6.0, Cephalexin (¥ pH7.0) ¥\, Th¥himE
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fenteh, MBS ERLLI bR, RAIRXD 1) #Am

RRESNEELEbOLER, BHERLLTRY & - AT B IPMEDHBY, Table 1, 2, 3 ITR

o L#zo Cefadroxil M 55 Tk, MEDOY— 2121
‘RO I\ T, MK - FF - WIREREL T - BB % 2 HMCd - T 14.3~19.0 pg/ml T, F#516.1

Table 1 Serum levels of cefadroxil 500 mg orally administered twice
at 6-hour interval to fasted healthy volunteers (N=6)

Serum lev;i; 'm]
BW BH (e
No. | Age | (g) | (cm)
0.5 1 2 4 6 6.5 7 8 10 12hr.
1 63 163 1.7 125 19.0 5.8 1.9 4.3 17.0 | 23.0 5.5 1.8§
2 7 80 177 25 10.0 | 145 5.4 1.3§5 9.3 215 | 16.0 4.1 1.55
3 21 65 169 7.0 140 | 143 5.1 1.7 3.7 20.0 | 16.5 53 2.6
4 21 67 170 6.0 17.5 | 15.5 5.2 1.8 2.3 45 | 20.0 6.6 35
5 24 57 160 3.7 9.8 | 16.2 4.8 1.4 35 21.5 | 205 3.0 1.6
6 21 57 169 2.6 16.0 | 17.3 6.9 24 2.5 15.5 | 22.0 7.3 29
Mean 3.9 13.3 | 16.1 5.5 1.8 43 16.7 | 19.7 53 23
+S.D. +2.12 | £3.14 | £1.79 | £0.76 | +0.37 | £2.57 | +6.44 | +2.87 | £1.57 | £0.78
Table 2 Serum levels of cefadroxil 500 mg orally administered twice
at 6-hour interval to non-fasted healthy volunteers (N=3)
hr. Serum levels (ug/ml)
No. 0.5 1 2 4 6 6.5 7 8 10 12
1 1.5 11.5 16.0 5.6 3.8 3.1 2.7 7.0 6.5 6.3
1.5 6.1 10.5 5.0 3.1 2.1 2.0 7.9 7.1 50
0.3 5.1 11.0 6.8 1.9 1.7 2.3 7.4 6.2 3.1
Mean 1.1 7.6 12.5 5.8 29 2.3 2.3 7.4 6.8 4.8
+S.D. +0.69 +3.45 +3.05 +0.92 +0.97 +0.73 +0.35 +0.45 +0.80 +1.61
Table 3 Serum levels of cephalexin 500 mg orally administered twice
at 6-hour interval to fasted healthy volunteers (N=3)
hr. Serum levels (ug/ml)
No. 0.5 1 2 4 6 6.5 7 8 10 12
2 19.4 139 3.7 N.D. ND. N.D. 6.1 7.5 3.0 N.D.
9.9 11.5 4.3 34 ND. 35 10.8 10.0 24 N.D.
6 15.1 20.9 8.6 29 N.D. N.D. 43 114 4.2 1.3
Mean 118 | 154 | 55 21 12 | 11 9.6 32 | 043
+S.D. +9.68 +4.88 +2.67 +1.84 +2.03 +3.36 +1.97 +0.90 | 0.74




CHEMOTHERAPY

VOL. 28 s-2

91

Fig. 1 Comparative mean serum levels of
cefadroxil in 6 fasting and 3 non-
fasting volunteers
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Fig. 2 Comparative mean serum levels of
cefadroxil and cephalexin in fast-
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Table 4 Urinary excretion of cefadroxil 500 mg orally administered twice at 6-hour
interval to fasted healthy volunteers (N=6)

0~ 2 hrs. 2~4hm 4 ~ 6 hrs, 6~ 8 hrs, 8~ 10 hrs. 10~ 12 hrs. 0~ 12 hre,
S E o J SR S— .
t
No. urinary | urinary | urinary | urinary | urinary | urinary | urinary | urinary | urinary | urinary | urinary | urinary | urinary | urinary
recovery rate 1ecovery rate recovery rate recovery rate recovery rate | recovery Tate Tecovery | rate
(mg) (%) (mg) (%) (ing) (%) (mg) (%) (mg) (%) f (mg) (%) (mg) %
1 66.6 133 100.0 200 522 104 204.0 40.8 270.0 54.0 (766.3 13.3 755.8 75.6
2 62.5 12,5 176.0 35.2 45.1 9.0 291.5 58.3 183.0 36.6 ’ 55.0 11.0 813.1 813
3 160.0 320 107.1 214 50.7 10.1 270.0 54.0 220.0 44.0 65.0 13.0 872.8 87.3
4 160.0 320 122.5 245 41.6 8.3 123.0 24.6 247.5 49.5 67.1 | 134 761.7 76.2
|
5 135.0 27.0 91.3 18.3 61.2 12.2 297.5 59.5 183.8 36.8 54.6 10.9 i 8234 823
|
6 : 149.9 30.0 98.0 19.6 63.0 12.6 206.9 414 238.0 47.6 738 148 | 8296 83.0
! I N |
Mean 1233 24.5 115.8 23.2 523 10.4 232.2 46.4 223.7 448 63.6 127 | 809.4 81.0
1S.D. $45.70 £9.15 $31.34 $6.26 +8.52 +1.70 167.19 1344 | 23515 $7.02 1749 £1.51 14424 14.42

Table 5 Urinary excretion of cefadroxil 500 mg orally administered twice at 6-hour
interval to non-fasted healthy volunteers (N=3)

- - — —_ — - e ———
0~ 2 hrs. 2~ 4 hrs. 4 ~ 6 hrs. 6~ 8 hrs. 8~ 10 hrs. 1 10~ 12 hrs. I 0~ 12 hrs

| I . . e . T —
No. | urinary | urinary | urinary | urinary | urinary | urinary | urinary | urinary | urinary | urinary = urinary | nrimryl urinary | urinary
recovery rate recovery rate recovery rate recovery rate recovery i rate recovery | rate recovery . rate
(mg) (%) (mg) (%) (mg) (%) (mg) (%) (mg) | (%) (mg) | (B  (mg) | ®
1 ! 195.8 39.2 224.7 44.9 725 14.5 51.3 103 | 1175 23.5 l 81.3 i 163 | 7429 743
i !
2 119.9 30.0 208.0 41.6 45.6 19.1 354 7.1 2795 | 559 ! 114.0 E 228 8024 | 802
. I I |
s 105.6 21.2 256.3 51.3 435 8.7 88.2 17.6 1438 ; 288 | 1018 | 204 739.1 739
! |
Mean | 1404 30.1 229.7 45.9 539 10.8 58.3 11.7 180.3 36.1 99.0 F 19.8 7615 76.1

+S.D. l +49.48 +9.00 +24.53 +4.93 +16.17 +3.24 $27.09 $5.38 +86.94 +17.38 | £16.52 | 1329 +35.50 +3.53

Table 6 Urinary excretion of cephalexin 500 mg orally administered twice at 6-hour
interval to fasted healthy volunteers (N=3)

~ -—Y—— ——
L 0~ 2 hrs. 2~ 4 hrs. 4 ~ 6 hrs. 6 ~ 8 hrs. 8 ~ 10 hrs. | 10~ 12 hrs. 0~ 12 hrs.
No. [ urinary | urinary | urinary | urinary | urinary urinary | urinary i uri i | uri | i i i
1ecovery rate recovery rate recovery rate recovery m;T\ler rt?:vaexryy mxl::ry } r:?::gy ‘ m;l:‘ta:y rzrcl:v.gy m;l:\;ry

mg)” | @ | me) | % | (mg) ® | m) % | e | (® \[ me)" | ® | m) | %

2 262.5 525 127.5 25.5 215 4.3 204.0 40.8 1440 288 47.1 9.4 806.6 80.7
4 2232 44.6 115.5 231. 50.6 10.1 250.0 50.0 162.5
6 260.0 52.0 108.0 21.6 300 6.0 185.0 37.0 184.0
Mean 248.6 49.7 117.0 234 34.0 6.8 213.0 42.6 163.5

+8.D. $22.00 14,42 19.84 +1.97 +14.96 +2.98 +33.42 +6.68 +20.02
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Table 7 Pharmacokinetic parameters of cefadroxil 500 mg orally administered
twice at 6-hour interval to fasted healthy volunteers (N=6)
No. Ty ka kel Tmax Cmax AUC
1 0.7554 0.9213 0.9174 1.5044 16.0706 47.5183
2 0.8273 0.8476 0.8377 1.6034 13.3569 43.0901
3 0.8453 0.8768 0.8198 1.4292 15.3544 49.2436
4 1.2842 2.2485 0.5396 1.2518 18.9842 5§5.2086
5 0.8264 0.8467 0.8386 1.6035 14,3682 46.3527
6 0.8565 0.9560 0.8091 1.5524 18.6097 57.6521
Mean 0.8992 1.1162 0.7937 1.4908 16.1240 49.8447
+S.D. +0.19 +0.56 +0.13 $0.13 +2.27 +5.54
Table 8 Pharmacokinetic parameters of cefadroxil 500 mg orally administered
twice at 6-hour interval to non-fasted healthy volunteers (N=3)
No. Ty, ka kel Tmax Cmax AUC
1 0.8660 0.8009 0.8002 1.5044 14.8751 55.5077
3 1.3927 0.8509 0.4976 1.4292 9.7050 41.5225
5 0.9859 0.7100 0.7029 1.6035 7.0329 27.0617
Mean 1.0815 0.7873 0.6669 1.5124 10.5377 41.3640
+S.D. +0.28 +0.07 10.16 +0.09 +3.98 +14.22
Table 9 Pharmacokinetic parameters of cephalexin 500 mg orally administered
twice at 6-hour interval to fasted healthy volunteers (N=3)
No. Ty, ka kel Tmax Cmax AUC
2 0.4416 3.8805 1.5694 0.4750 19.7843 23.3110
4 0.6625 2.3100 1.0460 1.0435 9.9649 18.3521
6 0.9300 8.2794 0.7451 0.7363 24.3078 41.3934
Mean 0.6780 4.8233 1.1202 0.7516 18.0190 27.6855
+S.D. +0.24 +3.09 +0.42 +0.28 +7.33 +12.13
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mgx4E 2B CH oo HEABIII~10BMTD »
Tro MIESMMERTR & LTI, FERBMRPEE IR
DYDOARSD N, MKRE4H, RETHIMN, B
FRH2PGETH o, DUEBMKIIKBESF, BB
B1HTH -l MERHCIFLHNENAT, BE
NIFADRTH otz BERZRR, KRR L0
% Table 11 ®RLM, ERI106, BRIM, ©oH
%2 A THYDRITB.5% L LV TH -, Bl

Table 11 Clinical responses to cefadroxil
treatment by diseases

Clinical responses

No, of
Dissaies cans Exosllent | Good Fale Poor
Replratory tract infection 23 6 13 2
Bronchopnsumonia 1 1
Bronchltls scuta 10 2 6 2
Bronchitis chronica 1 H
Pharyngitls acuta 6 1 5
Tonaillitis acuts 4 1 2
Cystitle acuta 6 ‘4 1
Entazitie souta 2 3
Total n 10 19 2
91.5%

Table 12 Laboratory findings of 31 patients before and after cefadroxil treatment

RBC(x10) | Hb@/d) | Hr(%) WBC GOT(W | GPT(W | AMP@) |BUN(maap| Ciestisine | Coprbs
| before| after | before| after | before| after | before | after | before|after | before| after before | after | before | after | before| after | before | after
1. KL | 490 | 465 | 15.0 [ 14.6 | 42.0 [ 43.0| 9,700 | 7,900 | 24 33 14 24 6.8 65| 188 |21.2 | 0.86 | 0.8 -
2, KK.| 410 | 428 |'12.4 [ 13.1 | 364 |37.6| 7,900 | 5900 | 17 16 9 11 8.8 92| 150 (170 1.1 |09 -
3.KS. | 448 | 451 | 134 | 134 | 393 |39.5| 8,500 | 6400 | 9 8 8 8 78 | 74| 11.0( 90| 1.0 | 09 - -
4. MY.| 467 | 473 | 139 | 13.8 | 40.3 | 409 | 8,900 | 6,700 | .19 | 24 31 |2 73 | 67| 16.0 1.5 - -
5.CW.| 520 { 507 | 15.8 | 15.3 | 47.3 | 45.5 | 10,700 | 6,700 | 13 15 8 3 79 74| 190100 1.3 |12 -
6. KK.| 402 | 398 | 129 [12.7 | 390 |38.0| 4,500 | 4,700 | 19 20 11 9 4.8 5.0 | 12.9 | 18.0 | 0.64 | 0.66
7. HK.| 500 | 480 | 14.9 | 14.3 | 44.5 | 42.0| 9,600 | 5,700 | 15 20 11 12 8.2 6.6 | 22.1 | 18.8 | 0.82 | 1.03 -
8. RM.| 475 | 501 | 14.8 | 158 | 43.6 |45.1 | 5,800 | 6,500 | 16 16 6 8 1.5 6.7 13.0 | 15.0 | 1.1 1.0 -
9. T.T. | 464 | 485 | 14.8 | 15.0 | 41.0 | 41.4 | 8900 | 7,200 | 24 21 26 20 5.0 50| 12.0 120 07 |07 - -
10. CS. | 394 | 412 | 12.4 | 12.1 | 37.0 | 37.5 10,900 | 7,900 ( 20 25 18 11 6.2 6.0 171 0.72
11 MM.| 461 145 44.0 7,100 | 5,800 | 15 8 5.6
12. MN.| 354 | 357 | 11.3 | 11.5 | 34.0 |35.0( 7,000 | 8500 | 20 21 7 9 6.2 58| 41.0 335 | 168 | 1.3 - -
13. FX.| 340 | 343 | 12.3 | 12.4 | 38.0 [36.0 6,700 | 5,300 | 14 18 2 5 6.2 50| 11.9 | 184 | 0.68 | 0.72
14, MK.| 444 | 455 | 149 {13.7 | 39.7 |39.7| 9,700 | 5,400 | 14 20 11 12 9.2 76| 13.0 | 140 | 1.6 | 1.4
15. TN. | 417 | 421 | 12.8 38.0 9,500 | 8,000 ( 22 21 14 9 6.8 6.7| 123 { 9.7 | 0.92 | 0.62 -
16. S.T. | 426 | 431 | 125 | 12,7 | 38.0 ([38.0 | 7,500 | 5,500 | 13 14 5 7 6.7 (109 | 11.4 | 15.0 | 0.52 | 0.62 -
17. HT. | 481 | 473 | 14.7 | 144 | 42.1 | 415 | 14,100 | 9,000 | 12 10 9 3 5.8 S1| 140 (130 | 14 | L1
18. KH. | 483 | 459 | 14.8 | 14.0 | 43.2 {41.0| 8,800 | 8,800 | 19 22 16 24 15 731 11.0 | 140 | 0.8 | 0.8 -
19. ML | 355 118 36.0 8,400 15 4 5.6 .1 133 0.76
20. RS. | 490 | 501 | 15.0 | 15.1 | 42.2 (423 | 9,800 | 6,400 | 18 21 21 24 6.0 6.0 | 12.0 | 100 | 0.8 | 0.7 -
21. MH.| 502 | 490 | 15.2 {15.0 | 43.2 | 43.0 |10,100 | 6,300 | 21 | 19 20 | 23 6.0 | 50| 13.0 (120 0.7 | 0.7 -
22. NNN.| 495 | 501 | 15.1 | 15.0 | 42.0 [ 42.0 ( 9,800 | 7,500 | 21 22 26 20 6.0 60| 10.0 | 100 | 0.8 | 0.7
23. Y.T.| 442 | 412 | 139 | 13.2 | 42.0 | 38.5 {12,000 | 7,400 | 31 24 P 18 19 7.6 | 15.7 | 142 | 0.52 | 0.56
24. TO.| 405 | 432 | 12.5 [ 13.9 | 37.5 [40.5 | 7,000 | 8,500 | 17 20 7 10 4.1 46| 222|230 0.85 | 0.78
25. M.S. | 439 | 455 | 14.2 | 144 | 39.7 |40.2 | 8,100 | 6,500 | 18 20 21 24 6.0 60| 13.0 100 | 08 |08 -
26. KS. | 476 | 489 | 14.8 | 15.0 | 40.5 |41.0 | 8,800 | 7,600 | 19 20 16 26 6.0 6.0 13.0 (120 | 08 | 0.8
27. AL | 492 | 485 | 15.0 | 15.0 | 41.0 (405 | 9,000 | 7,800 | 22 20 26 25 7.0 70) 13.0 {120 09 |09 -
28. TK.| 460 | 482 | 14.6 | 14.6 | 41.1 |41.2| 7,500 | 7,000 | 14 10 18 15 5.0 6.0 | 10.0 | 10.0 [ 0.7 | 0.7
29. TK. | 431 | 467 | 14.1 | 144 | 40.1 [40.8 | 7,900 | 7,500 | 12 16 14 16 6.0 6.0 | 10.0 | 100 | 0.8 | 0.7
30. Y.Y.| 553 | 535 | 16.2 | 15.7 | 46.8 | 45.0 | 6,300 | 9,300 | 14 11 12 10 4.2 45| 120 | 150 | 14 |13 - -
31. AS. | 488 | 519 | 15.9 | 15.2 | 42.6 |44.3 (12,200 | 5,200 | 14 17 14 16 4.9 43| 140|100 | 1.4 (13 -
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CEFADROXIL : PHARMACOKINETICS AND CLINICAL EVALUATION

AKIRA SalTo, YAasuMicHI KATo, KiYOoFuMI ISHIKAWA,
Hirokt UEMURA and EINOSUKE ODAGAKI
The Second Department of Internal Medicine,
Hokkaido University School of Medicine

MasumMmi ToMIZAWA
Sapporo Hokushin Hospital

ICHIRO NAKAYAMA
Sapporo Tetsudo Hospital

YosHio KINOSHITA
Sapporo Teishin Hospital

Pharmacokinetics and clinical evaluation were studied with cefadroxil, a new oral cephalosporin agent.
As to the pharmacokinetics, blood level and urinary excretion were determined after 500 mg of the agent
administered orally twice in 3 groups; cefadroxil at fasting and after meal, and cephalexin at fasting.
With cefadroxil at fasting, blood level was 19.7 gg/ml at maximum, and 12.5 #g/ml after meal, whereas
cephalexin level was 15.4 ug/ml at fasting. Cefadroxil showed a durability, though blood level decreased
after meal, without difference of AUC, and less influenced by meal. T 1/2 was longer and AUC was
larger significantly than cephalexin. Urinary recovery rate was 81.0%, 76.1% and 82.3% respectively
within 12 hours, and no difference was observed among 3 groups.

Cefadroxil was applied clinically in 31 cases with infections, and efficacy ratio obtained was 93.5%.
No side effects were observed with cefadroxil, except a diarrhea was noticed in 1 case.




