LI AT T I X W i ) B WS
AN WHNOOR P

8 Ketek(EIl Lilly)250mg cephal exi(mg/ ml )

Time(hr) B C D E F G H | J K L Mean SD.  CV.(%)
0.0 0 0 0 0 0 0 0 0 0 0 0 0 0

0.382.322.630.2271.460.d.n.d.0.117.580.18&%.d.n.d.1.663.895.93207.
0.665. 4500. 494 39563. 97n7. d.11. 1B73362. 06 486. 258. 1254. 081 362B.69744. :
1.0 9.6786.72B2.0g4522.106.2161. 4B57640. 18B0228.8092.768. 452. 68&B1. ¢
1.5 7.918.7108.806.118%.848.789.235.6668.938.628 4546.997.0071.5121.5
2.0 4.732.148.908.156.019.64%.198.913.518.88%2.473.98@.713.31&7. ¢
2.5 3.063.94%.302.714.200.333.638.712.52%.702.808.1648.1760.77&4.
3.0 2.381.518.192.11P28303.468.812.022.716.790.639. 462.328.63R7.
4.0 1.670.780.889.635.353. 766.622.290.040.106.768&.759.3910.39R8.
5.0 1.21@.357.180.47@.810.866.078.7302.370.720.422.408.804.357440
6.0 0.658.100.450.3302.540.72686.760.310.216.236.118.738.4340.24756. ¢
8.0 0.1640.d.0.1968.286.160n.d.0.346.116.09x0.d.n.d.n.d.0.1130.12006.
10.00.0940.d.n.d.0.09%N.d. n.d. n.d.n.d.n.d.n.d.n.d.n. d.0.01&.03233.

*n.d. is expressed as not detectable.
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9 Cephan’iyc) 250 mg cephal exi(mg/ ml )

o o - O O o

\¥a) O \¥a)

A

Time(n) . A B C D E F G H | J K L Mean SD.  CV.(%)
0.0 O 0 0 0 0 0 0 0 0 0 0 0 0 0 0

0.331.608.44DR. 4451 .53 054.041.148.52@8.502.162.398.642.877.97403.
0.665. 95%1. 599 178B4. 608 380V2. 0%4 1051. 323 748.819. 73H4. 0586 878 .367%9. :
1.0 9.779.69N1.6B7548. 738.3240. 2465 4340. 647588.0792.578.602.11R4. ¢
1.5 6.786.5123.438.738.816.546.958. 426.623. 16%5.08%. 15565. 187L. 2159. ¢
2.0 5.443.366.598.676.328.334.304.432.988.588.8083. 17%.336L.3030. (
2.5 3.732.324.972.175.972.953.022.918.288.554.898. 37B.1811.203B7. ¢
3.0 3.296.916.627.4183.922.152.060.843. 143.999. 400.232.334.05%5. 3
4.0 1.601.292.8102.889.03%9.250.276.818.330.140.546. 961.330.605%5.:
5.0 1.026.718.536.525%5.07Q.710.810.516.68@.490.350.40D.73%D. 33745. ¢
6.0 0.51R2. 480.96@.2908.66Q.26Q.360.14@.48Q2.220.086.0940.3810.25%B7.:
8.0 0.100.19@.11Q.148.226.130.130n.d.0.05Q2.092n.d.0.80.108.06%3. ¢
10.00.06M.d.0.090M.d.n.d.0.09%.d.n.d.n.d.0.05In.d.n.d.0.025.03a253.

*n.d. is expressed as not detectable.
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10 cephalexin (Mg / ml )
Time Keflex Cephanmycin
(hr) (Hg/ml) (hg/ml)
0.0 0 0
0.33 1.895+3.931 2.877+2.974
0.66 8.362+3.697 8.878+4.367
1.0 8.455+2.688 8.604+2.119
15 7.007+£1.513 6.187+1.215
2.0 4.713+1.316 4.3361.303
2.5 3.17640.776 3.181+1.203
3.0 2.328+0.639 2.334+1.059
4.0 1.391+0.393 1.330+0.605
5.0 0.804+0.357 0.739+0.337
6.0 0.434+0.247 0.381+0.257
8.0 0.113+0.120 0.108+0.069
10.0 0.016+0.037 0.025+0.039
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11 Ketk(EI Lilly)
Subject AUCy;,  AUCqe Cl/IF K T Vpsd/F MRT T max Corax

(Mg hr/ml) (ng hr/ml) — (L/hr) (hr-1) (hr) (L) (hr) (hr) (ug/ml)
A 20.602%.7829.02915208. 332223.11253129.009.6770
B 14863 14.5643.16H928070.85801.26966048.6610. 4940
C 25.652F. 9798 6396. 6097. 136185.80221119.0012.0840
D 21.64@23.8384. 44D7489%. 41683.3913908%D.6613.9770
E 15.182%.45588. 17H05970L. 161D7. 12286413 .50 7.8430
F 19.8323.1520.81925512.25751.4425110M0.6611.1770
G 22.95@B.8526. 48063846. 80227.244242273.0011.4250
H 18.9484DP.1418.06075939. 16721.994488130.6612.0860
| 15. 942%. 1405. 48904655. 48923.27458603.0010.1500
J 15.1183%. 4646. 16006758. 02573. 92089604 .00 8.2260
K 16. 1825.3108.32D88810. 78617.360A77348.66 9.1250
L 21.8123.6880. 4694392%.76656.89485943XD.6614.0810
Men 19.02d42.5308.27P45807. 26663. 57@280248.871T70.8621
SD. 3.6418.8950.64502.151@.3174.6990.27802.2602.0136
CV. 19.140®%94309.93P28.0738.0389.93%59. 7422.8758.5377
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12 Cephan’iyc) n

Subject AUC,,,  AUC. Cl/F K Ty VpofF MRT T Crex

(Mg hr/ml) (ug hr/ml)  (L/hr) (hr-1) (hr) (L) (hr) (hr) (Mg/ml)
A 20. 7629008811.97825798. 19550.65@02523.00 9. 7790
B 18.2038B.6439. 40D8438Y. 579380.559395140.6611.5590
C 27.84Q24.99819290@.5708. 21445. 64263798 .0011.6170
D 20. 162@®. 482@8. 2095460104 26.559450080.6614.6180
E 19.55283.9922. 509p051848. 33724. 122066971 .508.8190
F 20.552D. 7232. 06855509. 25881. 9812893 M.6612.0540
G 18.1848.4189.578905734%4. 20883. 67210489 00 10. 2450
H 16. 50365.693a8. 9284 7608.911169.69886990VD.6611.3230
| 17. 4037 . 4769. 30486 7030. 985D0. 292915571.0010.6470
J 16.548%.63%83. 0284586Y. 18155.6636914680.66 8.8190
K 14.63204.4217.33908500. 814560. 3397544M0.66 9. 7360
L 17.13215.2568. 48DPD3 7306. 948189. 829960430 .6614.0560
Mean 18. 931D.13%38. 399161024. 17852. 41809680. 8431B31. 1060
SD. 3.394B.4130.7000.1250.2323.938R2.3560. 263Y. 8464
C.V. 17.9289.83%39.68206. 48Y2. 7591. 56¥8. 0936. 26B6G. 6249




13 cephal exin
Parameter Keflex(Lilly)  Cephanmycin( ) Statigtic
Mean+S.D. MeantS.D. P 005
AUCoo(lg hriml) 19.0262+436418  18.9311+3.3941 N.S.
AUC-(ug hr/ml) 19.5308+3.8950  19.1354+3.4130 N.S.
Cl/F(L/hr) 13.2724+2.6452  13.3951+2.1007
K(hrh) 0.5807+0.1514 0.6104+0.1250
To(hr) 1.2666+0.3171 1.1785+0.2329
Vpe/F(L) 23.5708+4.6991 22.4180+3.9382
MRT (hr) 2.0248+0.2782 1.9680+0.3561 N.S.
Tmadhr) 0.8717+0.2604 0.8433+0.2637
Crnad(Hg/ml) 10.8621+2.0136  11.106+1.8464 N.S
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14 ANOVA

Par anset erF 90%C.|Il .Powen Pvaluwu
Ghax 1.48|98.961505Pp 1. 0000 0. 000
(ug/mi)

Tma x 1. 0 90.8 612054 0. 868 0. 0200
(hr)
MRT 058 (900491309 0. 9951 0. 0400
(hr)

A UL 0.10 (92.13 1708y 0. 9691 0. 0300

(ug  hr/mi)

AUG 017 [890416091L 0. 9515 0. 06

(g  hr/ml)

-82-




15 cephal exipng/ ml)
Kefl ex Ti me (hr)
-Q -2 1 -4 2 -6 4 -8 6-1C 8
1586. 70 2408. 99 300¢C
B 152.78 475. 64 74. 93
C 774. 63 200396009 629. 74
D 1326.50 666. 21 56. 71
E 187.98 995. 58 641. 18
F 2883. 27 3108.66 641. 72
G 12322781 25587.81 361. 68
H 393. 08 948. 35 25
I 404.80 1829.08 453. 79
J 347.02 2783. 31 505. 58
K 30.4919 . 05 270. 96 76. E
L 542.81 2462.72 37:
Cephanmycin Ti me (hr)
-10 -2 1 -4 2 -6 4- 8 6 -10 8
A 319.17 2904Q@81.23194.19 75
B 142.73 217. 39 145. 64
C 1503. 24 4446. 70 8 8
D 3651. 87 1540. 40 14:
E 185. 87 125365 1% 136. 22
F 560. 77 889. 77 247 .79
G 555. 83 1260. 70 8 0 ¢
H 339.56 1314. 34 20¢
I 1 38326.6515. 11 822.02
J 1444. 65 846. 02 187.01
K 50.60 577.06 9 ¢
L 240. 84 867. 88 138.93




16 ( ml)
Kefl ex Time (hr@ephanmycin Ti
01 -21 -42 -64 -8 -180 -1 0-21 -4 -64 -8 -180
A 50 10 10 90 160 270
B 230 285 650 300 3330 3850 50
C 75 15 30 30 110 70
D 50 190 260 160 160 130
E 135 160 60 110 150 50
F 25 30 8 @ 41050 11060 325
G 30 40 100 20 110 60
H 270 70 200 210 160 60
I 45 65 200 100 40 260
J 50165 50570 700 345 50 1
K 550 260 360 210 60 570
L 70 50 160 90 30 400




17 cephal exi(mmg)

Kef |l ex Ti me (hr)

-Q -2 1 -4 2-6 4 -8 6-18 Tot al
A 79. 34 24. 09 30.00 84. 22
B 35. 14 135. 56 48. 70 16. 15
C 58.10 88. 726. 9260.22712 18 .28% . (
D 66. 33 126. 58 14. 74 24 .58
E 25. 38 159. 29 38. 47 20. 02
F 72.08 93. 26 44 . 92 14. 40
G 37.04 1 0 07..8283 2568, .4778 2. 22 2
H 106. 13 66. 38 50. 67 22.
I 18. 22 118. 89 90. 76 9.
J 17. 35 139. 17 83. 42 8. 53
K 183. 08 107. 54 16. 07 0.40 1
L 38.00 123. 14 59. 46 8. 45
=95.78% S.D.=2.70 C. V.

Cephanmycin Ti me (hr)

-Q -2 1 -4 246 -8 6-18 Tot al
A 11. 17 183. 21 38. 71 13.59
B 40. 68 119. 57 50. 98 21. 03
C 52.61 88. 93 84. 29 16. 91
D 146. 0/31. 3593. 9112 . 39 0. 56 3.98
E /7. 43 126. 82 84. 20 12. 26
F 84. 12 53. 39 80. 53 11. 88
G 33. 35 /75. 64 84. 66 19.
H 765402 46.16 23.51 8. 27
I 62.21 109. 83 41.10 20.
J 72. 23 93. 06 59. 84 6. 44
K 8. 35 155. 81 28. 53 29.
L 50. 58 121. 50 35. 43 15. 25 3
=94.63% S.D. =3.69 C. V.




18 Cephal exin ( mg/ hr)
Kefl ex Ti me (hr)
0.5 1.5 3
A 79. 34 24. 09 15.00
B 35. 14 135.56 24. 35
C 58. 10 88. 72 30. 14
D 66. 33 126.58 7. 37
E 25. 38 159. 29 19. 24
F 723 .086 22. 46 7.20
G 37.04 100. 88 29. 39
H 106. 13 66. 38 25. 34
I 18. 22 118. 89 45. 38
J 17.3571 1394127 40.00
K 17. 04 108. 95 48. 77
L 38.00 123.14 29. 73
Me an 47 .51 107. 08 28. 24
S. D. 28. 70 36. 255 1. 286
C. V. ( %) 60. 40 33. 86 43.40
Cephanmycin Ti me (hr)
0.5 1.5 3
A 11. 17 183. 21 19. 36
B 40. 68 119.57 25. 49
C 852361 42.85 8. 46
D 146. 07 53.91 15. 70
E 7. 43 126. 82 42.10
F 84 . 12 53. 39 40. 27
G 33.35 75.6140. 564 2. 331
H 76. 40 65. 72 23.08
I 62. 21 109. 83 20. 55
J 72. 23 93. 06 29. 92
K 8. 35 155. 81 14. 27
L 50. 58 121.50 17. 72
Me an 53. 77 103. 95 27 .75
S. D. 39. 30 40. 17 11. 14
C. V. (%) 73.009 38. 64 40. 13




-87-



19 Cl ear alihg e,

N)Y

Kefl ex Cephanmycin
Ck T Cl Gl Cl
A 11. 44 12.122. 03
B 16. 78 1310217 13
C 9 916 4 8. 93 8 .
D 11. 03 12.32. 45 12.
E 16. 24 11. 96. 18
F 11. 71 11.1312. 82
G 10. 13 13.108. 48 13.
H 261 13.D%. 66 14
I 14. 93 1316049 14
J 16. 44 131869 17 15
K 14. 95 15189 33 17
L 10. 57 130227 1
Me an 13. 05 12186 27 1
S. D. 2. 71 1. 628. 65
Ck
Ct



1 Ke ek

Dissolved (%)

1-2

Dissolved (%)

120

100

80

60

40

20

120

100

80

60

40

20

Cephan’my cipnH
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Medium : pH6.8
Basket: 100rpm

4

10 20 30

cephalexin

40

50 60 70

Time (min)

pH

80 90 100 110

6.8

120



Intensity (nV)

Intensity (m/)

2 Cphal exin

2

84 8 .
6 6 12:;
44 E 4
. L-'JULL,_,.=8 0 LlMLL.MJL :
L | [ [ [ [ [
0 2 4 6 8 10 12 14 16 18 2 0 2 4 ] 8 10 ) u 1 B 2
Retention Time (min) Reetion Tine (i)
(©)) (4)
84 84
6 6 g
24 ; E 24 j\
L hutw : ] LMJuLouL
0 2 4 6 8 10 12 14 16 18 2 0 2 4 6 8 10 12 14 16 18 20
Retention Time (min) Retention Tine (rin)
(1) Blank plasma
(2) Blank plasma and Cephalexin
(3) Blank plasma and Cephradine
(4) Blank plasma Cephadexin and Cephradine
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Intensity (m)

Intensity (m)

Q)

(7)

(6)

Pt e

303 303
5 5
07 03
153 53
3 = 3
105 z 103
E c = E
= — E
(4] 4
5 = 53
< -
o
JL‘ 8 :_;L“I\_Jlf
0 T 04
L bl ) ) L L Al ol A W | L i S Al ) B

Retention Time (rin) Retention Tine (nin)

(8)

3 0] =
- K [}
3 E E
%5 . 53 2
3 < 3 S
-1 © -
0 g 20 3 @
4 = -1 —
o -1 o
E 8 3 e
15 ; = 55 E 5
103 é 10 —:
E c 2 ]
E UQJ - k
53 3 5
] : : JL
- Q
03 N 0 —: . L
L bl ) ) L L Al ol A W | A L
0 2 4 6 8 0 1 U 1B 18 N N AU 0 2 4 6 8 0 12 14 1 1B 20 2 U

Retention Time (rin)

(5) Blank urea

(6) Blank urea and Cephadexin

(7) Blank urea and Cephradine

(8) Blank urea Cephalexin and Cephradine
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3 Keflex’  Cephanmycin’

Peak area ratio

Y=0.1346X+0.01937
r’=0.9999

18

Conc.( ng/ml)



4 Kefle’"  Cephanmycin’

Subject A

Y=7.6755X-0.17503
’=0.9999

Peak area ratio

0 2 4 6 8 10 12 14 16

Conc.(mg/ml)

Subject B

Y=7.4507X-0.19675
?=0.9999

Peak area ratio

0 2 4 6 8 10 12 14 16

Conc.(mg/ml)



Peak area ratio

Peak area ratio

Subject C

Y=7.5683X-0.16009
’=0.9999

6 8 10 12

Conc.(mg/ml)

Subject D

Y=7.5099X-0.21027
’=0.9998

14

16

18

Conc.(mg/ml)

18



Peak area ratio

Peak area ratio

Subject E

Y=7.7593X-0.19812
?=0.9998

0 T T T T T T T T
0 2 4 6 8 10 12 14 16

Conc.(mg/ml)

Subject F

Y=7.6177X-0.18642
?=0.9999

18

0 T T T T T T T T
0 2 4 6 8 10 12 14 16

Conc.(mg/ml)

18



Peak area ratio

Subject G

Y=7.6134X-0.23815

r’=0.9999
3 5
il
®
®
(0]
s
X
1]
(0]
o
1I8
Conc.(ng/ml)
Subject H
Y=7.7527X-0.18933
r’=0.9998
3 -

18

Conc.(ng/ml)
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Peak area ratio

Peak area ratio

Subject |

Y=7.5134X-0.07894
r’=0.9999

T T T T
6 8 10 12

Conc.(ng/ml)

Subject J

Y=7.6755X-0.19858
r’=0.9999

14

16

18

Conc.(ng/ml)

18



Peak area ratio

Peak area ratio

Subject K

Y=7.3563X-0.16701
r’=0.9998

6 8 10 12

Conc.(ng/ml)

Subject L

Y=7.3166X-0.17648
r’=0.9999

14

16

18

Conc.(ng/ml)

18



Conag/(ml )

Conaeg/(ml)

12

10

14

12

10

5 Keflex’

Cephanmycin’

cephalexin

Subject

—e— Ke f |

e X

—o— Cephanm

o T T T . Qo
0 2 4 6 8 10
Ti me( hr)
Subj ect R
—e— Kef | ex
—o— Cephanm
'c|’ T T 1 T 1
0 2 4 6 8 10
Ti me( hr)
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Coneaeg /(ml )

Coneg/(ml)

14

12

10

16

14

12

10

Subject[ o eor | ex
—o— Cephanm
e . : — Q
0 4 6 8 10
Ti me( hr)
Subject =
—e— Kef | ex
—o— Ce p hann
Ie! . . —0— »
0 4 6 8 10

Ti

me ( hr)
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Conag/(ml )

Conag/(ml )

10

14

Subj

ect

—

—e— Kef

—o— Cephann

| e x

Subj

ect

10

—e— Kef

—o— Cephannm

I e x
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Conou/(ml)

Conaog/(ml)

14

12

10

Subject

—o— Kef |l ex
—0o0— Cephan

my C i

Subject

10

—e— Kef |l ex
—o— Cephan

my c i

Ti me( hr)
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ect

Subj

12

10

(lw)yBouoD

0

10

Time(hr)

ect

Subj

(lw)/fduod

me ( hr)

Ti
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Coneaeg/(ml)

Conag/(ml )

12

10

16

14

12

10

Su

bj ect
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—e— Kef | ex
—o0— Ce phann
<|" T T T T T T T T 1
0 1 2 3 4 5 6 8 9 10
Ti me( hr)
Subj ect !
—e— Kef |l ex
—o— Cephannm
c( T T T ’? 1
0 2 4 6 8 10
Ti me ( hr)

yci

y ci



Conng./ (ml )

6 Keflex’

[
(o2}
|

=
N
1

[EnN
N
1
T

=
o
|

o
1

Cephanmycin’

cephalexin
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7 Kefled’

Log conc.( nmg/ml)

Log conc.( mg/ml)

cephalexin

Cephanmycin’
log
Subject A
—e— Keflex
—o— Cephanmycin
0 2 4 6 5 10
Time(hr)
Subject B
—e— Keflex
—o— Cephanmycin
0 2 4 6 5 10
Time(hr)
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Log conc.( ng/ml)

Log conc.( ng/ml)

Subject C

—e— Keflex

—o— Cephanmycin

Time(hr)

Subject D

10

—e— Keflex

—o— Cephanmycin

Time(hr)
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Log conc.( nmg/ml)

Log conc.( mg/ml)

Subject E

—e— Keflex

—o— Cephanmycin

Time(hr)

Subject F

10

—eo— Keflex

—0— Cephanmycin

Time(hr)
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Log conc.( ng/ml)

Log conc.( mg/ml)

Subject G

—e— Keflex
—o— Cephanmycin

Time(hr)

Subject H

—e— Keflex
—o— Cephanmycin

Time(hr)
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Log conc.( ny/ml)

Log conc.( nmg/ml)

Subject |

—e— Keflex
—o— Cephanmycin

10

Time(hr)
Subject J
—e— Keflex
—O0— Cephanmycin
0 4 6 g 10
Time(hr)
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Log conc.( mg/ml)

Log conc.( ny/ml)

Subject K

—e— Keflex
—O0— Cephanmycin

—o— Cephanmycin
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0 H
1 4
_2 T T T T T 1
0 4 5 6 8 9 10
Time(hr)
Subject L
—e— Keflex
2 A
l -
0 4
-1 4
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Time(hr)




L og conc.(mg/ml)

Keflex’”  Cephanmycin’ cephalexin
log

—eo— Keflex
—o— Cephanmycin
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Excretion rate(mg/hr)

cephalexin

Time(hr)

—e— Keflex

—o— Cephanmycin
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CI(L/hr)

30 ~

25 ~

20 H

15 ~

10 ~

10 (Renal

Cl ear)ance,

Time(hr)

—e— Keflex
—o— Cephanmycin
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( Non compartment model)

A WG 0

(Mg * mi n/ ml )

0-8 :P\U@dt

AUWC 0

(Mg * mi n/ ml )

ve ALCE L

Gras g/ ml )

T x (hr)
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Cl/F (L/ hr)

Cl |/ F[f AUDOose [/
K ( h™

Ti) 2 (hr)

12=T 0. 693 / K

Vosls F (L)

oss | VF = Dx[skRUC K

MRT (hr)
¥ ¥
MRT = ¢ txCpdt /) C, dt = AUMC /AUC

AUG:

AUGC AUGC.GCG.{t K
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