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Table 1 Physical characteristics of healthy male volunteers participated
Study 1 Study 2 Study 3
Case Age | Height Bédv CFIX 100mg |CFIX 100mg : CFIX 100mg : Creatinine
weight VS light meal without probenecid
No. (y-0) (cm) clearance
(kg) CCL 250mg Vs Vs
. . . . (ml min)
in fasting heavy meal with probenecid
1 33 177 78 O O O 161
2 21 170 65 O — O 131
3 21 171 81 O O — o
4 22 178 73 O O O 165
5 21 168 58 O O - -
6 21 165 50 O O O 163
7 22 170 56 — O — —
3 21 170 62 = — O 110
9 21 169 68 — — O 128
Table 2 Serum concentrations of Cefixime and Cefaclor after a single oral dose in fasting state
Case Serum concentration (xg/ml)
Drug
No. 0.5 | 1 VX 3 ¥ 5 6 g 12°
1 (0.37) | (0.85) | (1.45) | (1.81) | (2.03) | (1.83) | (1.29) | (0.47)
2 0.59 1.29 1.55 1.68 1.58 1.37 1.01 0.45
3 0.38 1.14 1.31 1.55 1.42 1.07 0.74 | 0.27
CFIX 4 0.45 1.06 1.40 1.57 1.46 1.19 | 0.83 0.34
100mg 5 0.43 | 0.74 | 0.91 1.21 1.27 | 0.94 0.61 0.19
6 0.51 1.46 | 2.09 | 2.30 | 2.14 1.57 0.96 | 0.38
Mean 0.47 1.14 1.45 1.66 1.57 1.23 | 0.83 | 0.33
+S.E." +0.04 | £0.12| £0.19| £0.18 | £0.15| £0.11| £0.07 | £0.04
1 (1.20) | (2.14) | (0.32) | (0.88) | (0.38 ) —
2 6.42 3.84 0.72 | 0.34 = -
3 4.24 3.44 0.76 | 0.24 = -
CCL 4 6.88 | 2.00 | 0.34 = = S
250mg 3 5.26 | 2.64 0.66 | 0.24 = =
6 7.36 | 3.54 0.58 | 0.24 = —
Mean 6.03 | 3.09 | 0.61 0.21
+S.E." +0.57 | £0.34 | £0.07 | £0.06

* Mean value is calculated of 5 volunteers except No. 1

BEg7efErsc CFIX 100mg # 7+ £ 7213 CCL 250
mg # 7L %7k200ml TRRAL, MAOMPRES X
URPHEM & 472, WEREIZATR b S 10RFEILL LB R
L, PR 4 BERALI I3 AT, B8, R5H%2
BRI LA O K 12 200ml & L 7z, FRIEFRE 13 CFIX (2
0, 1, 2, 3, 4, 5 6, 8 128 T, CCLx0, 0.5,
L, 2, 3, 4, 6B Th -7, FREFRIE, CFIX (30

— :not detectable

~2, 2~4, 4~6, 6~8, 8~128FfE T, CCL i3 6~8
B Te L7z, ZOMANE 7T HERBO 70 A+ ——
ETITo 1

RAEI  ARBRE TEALBER L OHE
HALBRACAERO2EEL L, ZORKIDK
CFIX 100mg # 7+ b %7K100ml THRA & ¥ 2O & OM
chifpr L RO BRI 2 A 7o, BBNE L, BRIIKRY
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Table 3 Parmacokinetic parameters of Cefixime and Cefaclor after
100mg and 250mg dose in 5 volunteers in fasting state

Dru Case Cmax Tmax Ty AUCo-~ = CL/F x %
& No. (g/ml) (hr) (hr) (g+hr/ml) (ml/min)

2 1.59 3.73 2.61 14.7 119

3 1.45 3.47 2.01 10.9 153

4 1.46 3.64 2.22 12.0 139

B 5 1.15 3.84 1.96 8.01 208

6 2.27 3.45 2.68 15.2 110

Mean x 1.60 3.67 2.50 12.1 138

2 10.1 0.09 0.55 8.87 470

3 4.48 0.43 0.52 5.95 701

4 12.9 0.09 0.35 7.78 535

©eE 5 8.07 0.08 0.55 7.14 583

6 11.8 0.08 0.47 9.15 456

Mean * 10.5 0.06 0.50 8.18 509

* Parameters estimated by nonlinear least-squares fitting of mean serum

concentration
* x F ; Fraction of dose absorbed

100g 8 X VBB TH A oY) —#250Kcal TH %, BE
RITKERFI300g 5 L VEIRT, £ 0 ) —#500Kcal
DEDOTHL, BBIZEIN1IME, 0D 14, kg 1
W, UYL TH- 1, RIMEEMIZ0, 1, 2, 3, 4,
5, 6, 8, 10, 120 T, BRIREEMHIL 0~2, 2~4, 4~
6, 6~8, 8~12, 12~24BfTH -7, WEEIL 5 AR
D7AAF —N—FETT>72,

BRI . 7o~ 4> ROME

TNty FOFERH LIS, RHEERIC 7ox
Y FERBALUCE ., FRAICSD TIT>7, 7ux
# ¥ F it CFIX AAR3043 #7 2 #100ml T500mg (7 o
~NA Y FEE®) ZRRAL, %0 4 FE%C 2 EE500mg
% 7K100ml THRA L 72, CFIX i2100mg # 7+ L % 7k
200ml T1EHRS L, ZOHOMPEE B L O RpHE
& Bfze BB, BREREHRESREBRI L IZIZRLCTH 2
#r, BRIFRC 2485 A 0D - 72, Wi 8 HREIRRD 7
OAA—N—8TITo ke &8, FHABORHICIEE
HA, GSHEHEOBIR LG S+,
EHIRSHEOBRRE AR TR{Thar -7,
ARBEIN T, 5L &5% 8 B2, GOT,
GPT, AL-P, y-GTP, LDH, BUN, S-Cr ##l5E
L7zo RERIITIX, R EERICITY, & 500 4 B8
B &Nz 7- M REEE & fIE L 72,

HHBERE : CFIX i, ¥ EE Escherichia coli

Fig.2 Mean serum concentrations of CFIX and
CCL in 5 volunteers
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ATCC 391885 AV 2 HRBFAR 7 1 A 7k TITo 720 B
#id Nutrient agar ( Difco) ZH\ 7z, fEHEMRIZ,
M7 X HERE O 7 — VMg T, Rix1/15M ) > iR
i (pH7.0) TIERK L 720 2B, RBEER, 0O
BTG AL THEL 72, CCL XRTER
Micrococcus luteus ATCC 9341 % Fv> 2 BEVAR T 4 R
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Table 4 Urinary excretion of CFIX after a single 100mg oral dose in fasting state
Case Urinary excretion (xg/ml, mg ,%) Total
No. 0~2° 2~ 4 4°~6 6 ~8° 8" ~12° 0~12°
wug ml 4.75 27.6 127 133 48.9
1 mg 2.2 7.6 10.2] [ 8.7] 9.3 ( 37.9)
% 2.2 7.6 10.2 8.7 9.3 37.9
ug ml 20.9 84.7 74.0 97.3 31.0
2 mg 1.6 5.8 7.8 5.8 5.9 26.8
% 1.6 5.8 7.8 5.8 5.9 26.8
pg/ml 11.5 33.9 98.7 97.0 27.8
3 mg 2.4 7.8 8.4 5.3 5.8 29.8
% 2.4 7.8 8.4 5.3 5.8 29.8
ug/ml 18.5 32.1 58.8 45.6 9.85
4 mg 2.6 7.2 9.1 6.2 7.2 32.3
% 2.6 7.2 9.1 6.2 7.2 32.3
ug/ml 9.94 26.7 23.0 14.8 9.68
5 mg 2.1 4.9 5.8 5.4 5.0 23.2
% 2.1 4.9 5.8 5.4 5.0 23.2
wg/ml 36.2 49.9 74.1 20.6 23.4
6 mg 2.0 8.0 9.3 8.1 6.9 34.3
% 2.0 8.0 9.3 8.1 6.9 34.3
ug ml 19.4 45.5 65.7 55.1 20.3
Mean"| mg 2.1 6.7 8.1 6.2 6.2 29.3
% 2.1 6.7 8.1 6.2 6.2 29.3

* Mean value is calculated of 5 volunteers except No. 1

TETIT 1, BEid b ) 7 { EREH CRED) %
B, EdEfhig iz, MEImBED 7— VI, Rid
0.1M VY v EEEEK (pH6.5) AW, 4, KK
hiE, ZOBERTIO/ULICHRL TERL 7,

B N0y A8 1, e sV Tk CFIX 3k
IV 12 lag-time ® & %, CCL % lag-time 0 % > one-
compartment open model (= & 0, FEER/N kT
077 . NONLIN #Fv 7z, ABRIIC 51> Tid model
independent %12 & D BHIL 72,

II. & £

AB 1 : CFIX 5 L ' CCL o1& # Table 2 i
~L7:, Case No.l1TCCLOMAEBE, fofls
EL{Ru-> T, 208BE, ZOFIIEARSAT
DEEHBRIWTBS T, RERELX->TEBY, K
DERE, ZORBL»S TRTRI LT, FHfEIR

o SFICL B LDTHS, MERBEDFIIEOHS
% Fig. 2 =R L7, CFIX i, E— 7 {5 4 BRI &
5T, FH91.66ug/ml ThH -1z, 12058% T 40.33ug/
ml THo7:, CCLIZLF0.58fIcE— 7 @R L,

F$96.03ug/ml Th o 12, EBHFER T A= — 11
Table 3 Z/RL 72, FEIMFRE(E TR+ 2 & CFIX
13 Crax 1.60ug/ml, Tra 3.6785f, T, 2.5085R],

AUC 12.1ug+hr/ml ThH-7t:, CCLIZFN*4110.5
wg/ml, 0.068Ff, 0.5085R, 8.18ug - hr/ml T& -
fzo R o HE Mt iz, CFIX (3 Table 4, CCL i Table
542Ut CFIX RRIRAIF 2 ~ 4 BrfE45.5pg

ml, 4 ~ 6 K165 7ug/ml, 6 ~ 8 ¥ 155, lug/ml
L, HEAFSL TEORES KL, &4~ 6BHE
DEETH- 1, 1205 £ TOHEMR1323.2~34.3% T
T4529.3% ThHo 2o CCL 1L, FRAPEREE (20~ 20ERT A
IS T689ug/ml T, 8 £ TOHEMEEI1247.6~79.6
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Table 5 Urinary excretion of Cefaclor after a single 250mg oral dose in fasting state
Case Urinary excretion (g ‘ml, mg, %) Total
No. 0 ~2° g £ ~6 6 ~8° 0 ~8
ug ml 284 232 114 15.1
1 mg [ 88.0 62.6 9.1 1.4 (161 )
% 35.2 25.1 3.7 0.5 64.5
) mg 150 33.4 11.0 4.7 199
% 60.0 13.4 4.4 1.9 79.6
ug ml 522 66.0 28.4 4.75
3 mg 164 20.5 3.1 0.76 189
% 65.8 8.2 1.3 0.3 75.5
ug ml 382 25.0 4.48 1.66
4 mg 111 6.4 1.4 0.34 119
% 44.3 2.6 0.6 0.1 47.6
g ml 775 79.0 8.54 1.45
5 mg 136 12.2 0.9 0.17 149
% 54.3 4.9 0.3 0.07 59.6
g ml 236 25.0 14.2 2.65
6 mg 115 8.1 1.2 0.17 124
% 45.8 3.3 0.5 0.07 49.6
wg ml 689 84.2 18.4 4.32
Mean mg 135 16.1 3.5 1.2 156
% 54.0 6.5 1.4 0.5 62.4

* Mean value is calculated of 5 volunteers except No. 1

% T¥162.4% TH > 12, CFIX & CCL 0 {h 1 B e

i1, 2<ELIMHEOLOTH- 1,

ABI  BERLB L UBERZOMGEE % Table
6 1ZRL 7, MiffE L2 1 REEIT, BIERRMELLTO Y
DHRD SNz, MFEEDFHEDHR % Fig. 312
U, BRE TS KM 47ug/ml, 6 BERT1. 45ug/
ml L, GOULVNLERLEY, 5EESREETH-
fzo @EAE T, 5. 12pg/ml, 6 BRI 19ug/
ml LR REro LARAER BRI TH- 7, BAKD
Fitr, RREOMAPRE LR 72, EBFR T £ —
Y —% Table TIZR L 72, BR% TI2 Cpax 1.47ug/
ml,  Trax 5. 00Ff, T, 3.7685#, AUC12.8ug « hr/
ml ThH- 7/, MERE T, F1L#11.19g/ml, 6.0
M, 3.34B5fE, 9.88ug - hr/ml Th -7, - DEE
T Toax CHEENH - 1275, ORI IZEZA L
o1z, REHEMIZ DL TS, #EA% & Table 812, 58

BR%IE Table 9 IR L7z, BAKIE, RAOEEIZ4
~ 6 FFf T42.8ug/ml, 6~ 8 BERE T54.0ug/ml & &
<, 24B5R % TT10.8~34.4% T, F3925.8%DHEM K
Thot:o BERBTRRTEEIEREZ LKL,

6 ~ 8 I T26.6ug/ml, 8 ~120FMH T24.7ug/ml =,
LU A ER AR L, 2485 % TTI1.4~29.2%,
I8 3% DMK ThH - 12, KABRICB T 2 ERRE
Bk % Fig. 4 \CR LT, BICEFEEERLLLORA
Moz,

AEN . CFIX oMmH & B L CRPHEMIC B LI
T7uxI Y RORREE AT, 7oLy R &b
B850 %Mk 4 Table 10127 L 72, 6 flOFH
i % Fig. 5127 L 72o MIFRIRE S FEGF RS 4 BEEIC
E— 7 {E1.99ug/ml 2R L7z, BEABFL E— 7 fE1d4
B[ 2. 19ug/ml Th - 72, FFAREDO A, EFEL
%L, BB ¥R/ NF x—% —% Table 111271
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Table 6 Serum concentrations of CFIX after a single 100mg oral dose to 6 male volunteers
after light and heavy meal

Case Serum concentration (xg/ml)
Meal
No. 1° 2° 3° 4° 5° 6° 8° 10° 12
1| 0.08 0.34 1.00 1.15 1.70 1.75 1.30 1.07 0.68
3 | 0.08 0.24 1.00 1.30 1.50 1.25 0.98 0.84 0.52
4 | 0.28 0.60 1.30 1.88 2.07 1.85 1.35 1.05 0.78
. 5 | 0.18 0.52 1.25 1.55 1.35 1.08 0.58 0.37 0.22
Light | ¢ — 0.19 | 078 | 1.22 | 1.60 | 215 | 1.30 | 074 | 0.44
7 — 0.06 0.18 0.66 0.60 0.62 0.37 0.25 0.15
Mean| 0.10 0.33 0.92 1.29 1.47 1.45 0.98 0.72 0.47
+SE| +0.04 | +0.08 | +0.17 | +0.17 | +0.20 | +0.23 | +0.17 | +0.14 | +0.10
1 - 0.13 0.82 1.22 1.50 1.62 1.15 0.64 0.37
3 - 0.22 0.68 0.86 0.96 1.12 0.92 0.41 0.27
4 | 0.27 0.86 1.25 1.45 1.23 1.55 1.08 0.76 0.50
5 - 0.05 0.26 0.82 1.35 0.96 0.54 0.52 0.32
Heavy| ¢ - 0.06 0.18 0.48 0.80 1.05 0.96 0.78 0.56
7 - 0.4 0.68 0.82 0.86 0.86 0.52 0.36 0.19
Mean| 0.05 0.29 0.65 0.94 1.12 1.19 0.86 0.58 0.37
+SE| +0.05 | +0.13 | +0.16 | +0.14 | +0.12 | +0.13 | +0.11 | +0.07 | +0.06

— . not detectable

Table 7 Pharmacokinetic parameters of CFIX after a single 100mg
oral dose to 6 volunteers after light and heavy meals

Meal Case Crmax Trmax T2 AUCo- »
No. (xg/ml) (hr) (hr) (zgehr/ml)
1 1.75 6.0 4.28 16.7
3 1.50 5.0 4.98 14.2
4 2.07 5.0 4.88 20.0
Light | 5 1.55 40 | 2.65 9.42
6 2.15 6.0 2.56 13.2
7 0.66 4.0 2.98 4.50
Mean % 1.47 5.0 3.76 12.8
1 1.62 6.0 2.44 11.4
3 1.12 6.0 2.26 8.27
4 1.55 6.0 3.60 14.2
Heavy | O 1.35 5.0 | 4.16 8.36
6 1.05 6.0 5.14 11.4
7 0.86 5.0 2.75 7.05
Mean * 1.19 6.0 3.34 9.88
<tical
Statistical N.S. |P<0.05| N.S. N.S.
analysis

* estimated from mean serum concentrations

* * Paired t-test
AUC were calculated by linear trapezoidal method
with extraporation to infinity
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Table 8 Urinary excretion of CFIX after a single 100mg oral dose to 6 male volunteers after light meal

Meal Case Urinary excretion (zg/ml, mg, %) Total
“| o 0 ~2° | 2°~4° | 4°~6" | 6°~8° | 8°~12 | 1r~24 | 0~
ug/ml 3.0 14.0 72.0 118 54.0 19.0
1 | mg 0.4 3.1 7.2 7.1 7.0 6.2 31.0
% 0.4 3.1 7.2 7.1 7.0 6.2 31.0
ug/ml 1.5 20.0 44.0 90.0 21.5 8.2
3 | mg 0.2 2.3 4.4 5.9 4.7 4.5 22.0
% 0.2 2.3 4.4 5.9 4.7 4.5 22.0
ug/ml 4.7 12.5 43.0 46.0 11.2 12.5
¢ | mg 1.2 5.6 6.5 5.3 7.6 5.6 31.7
% 1.2 5.6 6.5 5.3 7.6 5.6 31.7
ug/ml|  11.8 46.0 38.0 16.0 11.2 1.7
Light| 5 mg 1.0 4.5 5.1 6.2 7.1 1.0 24.8
% 1.0 4.5 5.1 6.2 7.1 1.0 24.8
ug/ml 1.5 5.6 33.5 11.0 23.0 11.5
6 mg 0.2 1.7 6.4 5.8 11.5 8.7 34.4
% 0.2 1.7 6.4 5.8 11.5° 8.7 34.4
wug/ml 1.2 7.2 26.5 43.0 6.8 5.6
7| mg 0.1 0.6 2.0 2.6 3.5 2.0 10.8
% 0.1 0.6 2.0 2.6 3.5 2.0 10.8
pg/ml 4.0 17.5 42.8 54.0 21.3 9.8
Mean| mg 0.5 3.0 5.3 5.5 6.9 4.7 25.8
% 0.5 3.0 5.3 5.5 6.9 4.7 25.8
Lteo FIHEL DRD /3T A =5 — % IEHHRRE & B Fig.3 Mean serum concentrations of CFIX after
BETH B & Crax 121.70 £ 1.88ug/ml, Ty 123.86 & a single 100mg oral dose after light and
3.83B5 M, T..i23.35 & 34685/, AUCIZ15.8 & heavy meals
17.6ug « hr/ml EMBCEEZRRD Sk h o 12,
FRepE it i3 JEfFARE & Table 12, ##FIRs % Table 134C 9
R U, FEOFRRED IR 3 4 ~ 6 BRI T62. 1ug/ I
ml, 6~ 8 B T78.3ug/ml T, HFEBED Zh Zh 2 1f
311, 36.8ug/ml TN THVETH > 72, 2B 2 g
TOHMES, G AR T26.3~39.0%, Fi931.7% £ 05
T, GHAIRFIZ21.1~29.2%, F1926.2% L, BERIRSICIE E
Rt A B I HIRE 5 0 7, g .
o o——o light meal
FABII B BEREDOKFE* Fig. 6 c R L1, 5 o— heavy meal
16IS-GPT s B¥fE 4T L1 b5, BRTEZCRY, & 01
$7: v-GTP b BOEAARL T WS hs, B E
HOBEHSEZ SN, Z0MIE, £ RER LD S
2o MPREEMBEOWR E 41253, Fu~4 s FIEGHER 1 2 3 4 5 6 B 1l0 T
IS Ef A <, HRABCERICETLTLE I, Time (hour)

5, 70X2 Y FRBINEh, THAEHEREL TL
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Table 9 Urinary excretion of CFIX after a single 100mg oral dose to 6 male volunteers after heavy meal
C Urinary excretion (zg/ml, mg, %)
Meal I\?se . &0 Total
0. 0 ~2° 2°~4° 4°~6"° 6°~8" 8°~12° 12°~24° 0 ~24°
wg/ml 0.1 6.3 21.0 78.0 56.0 9.5
1 mg 0.1 3.2 5.8 6.2 9.8 4.2 29.2
% 0.1 3.2 5.8 6.2 9.8 4.2 29.2
wg/ml 1.8 22.0 27.5 36.0 58.0 3.8
3 mg 0.2 2.0 3.0 2.2 7.8 2.3 17.5
% 0.2 2.0 3.0 2.2 7.8 2.3 17.5
wg/ml 9.0 29.0 17.5 13.0 15.2 4.6
4 mg 1.4 6.2 4.6 3.1 9.3 3.4 28.1
% 1.4 6.2 4.6 3.1 9.3 3.4 28.1
wg/ml 0.6 12.2 11.0 8.8 3.0 4.8
Heavy| 5 mg 0.1 1.3 2.1 2.5 2.6 2.9 11.4
% 0.1 1.3 2.1 2.5 2.6 2.9 11.4
pg/ml 0.6 1.6 9.2 9.6 9.0 4.8
6 mg 0.1 4.3 2.1 2.4 4.0 2.5 11.6
% 0.1 4.3 2.1 2.4 4.0 2.5 11.6
wg/ml 2.7 25.0 18.0 14.0 7.0 1.4
7 mg 0.4 3.5 2.6 1.6 2.4 1.3 11.8
% 0.4 3.5 2.6 1.6 2.4 1.3 11.8
ng/ml 2.5 16.0 17.4 26.6 24.7 4.8
Mean mg 0.4 2.8 3.4 3.0 6.0 2.8 18.3
% 0.4 2.8 3.4 3.0 6.0 2.8 18.3
Table 10 Serum concentrations of CFIX after a single 100mg oral dose without and with 500mg
of probenecid orally, 30min before and 4hr after the drug administrations
Case Serum concentration (xg/ml)
Drug
No. 1° 2° 3° 4 5° 6° 8° 120 | 24
1 0.42 1.62 2.23 | 2.50 2.35 1.90 1.15 0.45 0.04
2 0.23 | 0.84 1.60 1.64 1.73 1.65 1.08 | 0.56 | 0.09
4 0.22 0.92 1.40 1.73 1.40 1.3¢ | 0.82 0.31 0.05
Without 6 0.61 1.10 1.90 | 2.70 | 2.55 | 2.40 1.75 | 0.75 | 0.05
probenecid 8 0.32 0.54 1.05 1.45 1.42 1.38 1.05 | 0.35 0.03
9 0.72 1.34 1.65 1.90 1.55 1.35 0.82 | 0.34 | 0.03
Mean 0.42 1.06 1.64 1.99 1.83 1.67 1.11 0.46 0.05
+S.E. | £0.08| £0.16 | £0.17 | £0.20 | £0.20 | £0.17 | £0.14 | £0.07 | £0.01
1 0.46 1.23 1.45 1.72 1.54 1.51 1.05 | 0.38 0.03
2 0.63 1.73 2.12 2.80 | 2.52 2.43 | 2.10 | 0.85 | 0.15
4 0.41 1.02 1.46 1.50 1.25 1.23 | 0.78 | 0.40 0.03
With 6 0.54 1.30 2.48 2.90 | 2.60 2.38 1.78 | 0.52 0.05
probenecid 8 0.34 1.26 2.18 2.60 | 2.40 1.90 1.35 0.45 | 0.04
9 0.45 | 0.62 1.46 1.60 1.40 1.35 | 0.94 0.42 0.04
Mean 0.47 1.19 1.86 2.19 1.95 1.80 1.33 | 0.50 | 0.06
+S.E. | £0.04 | £0.15| £0.19| +0.26 | £0.25 | +£0.21 | £0.21 | £0.07 | £0.02
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Fig.4 Laboratory findings in 6 healthy volunteers following CFIX 100mg oral dose after light and

heavy meal
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Table 11 Parmacokinetic parameters of CFIX after a single 100mg oral dose without and with probenecid

D Case Crnax Thmax Kabs Ke T12ams T2l AUC Vd/F ** CL/F ** Lag-time

o No. |(ug/ml)| (hr) | (1/hr) | (Vhr) | (hr) | (hr)  Kugehr/mDj(L/body) m/minbody) | (hr)

1 2.28 3.38 | 0.635 | 0.219 1.09 3.16 18.2 25.1 91.7 0.82

2 1.53 4.32 | 0.439 | 0.171 1.58 4.05 16.3 35.9 102 0.81

. 4 1.38 3.50 | 0.674 | 0.184 1.03 3.77 12.3 4 .4 136 0.85
Without

. 6 2.52 4.45 | 0.444 | 0.240 | 1.56 2.88 21.6 19.2 77.1 1.44
probenecid

8 1.40 4.31 | 0.557 | 0.223 1.24 3.11 11.6 38.7 144 1.57

9 1.69 3.13 | 0.632 | 0.215 1.10 3.22 13.7 33.9 122 0.54

Mean | 1.70 3.86 | 0.460 | 0.207 1.51 3.35 15.8 30.7 106 0.70

1 1.63 3.63 | 0.473 | 0.230 1.47 3.01 14.0 31.1 119 0.66

2 2.49 4.08 | 0.474 | 0.165 1.46 4.21 26.5 22.9 62.8 0.67

With 4 1.40 3.64 0.488 | 0.218 1.42 3.18 12.3 37.3 135 0.65

. 6 2.84 3.73 | 0.855 | 0.217 | 0.811| 3.19 20.8 22.1 80.0 1.59
probenecid

8 2.49 3.62 | 0.901 | 0.219 | 0.769 | 3.16 17.9 25.5 93.2 1.55

9 1.59 3.93 | 0.819 | 0.197 0.846 | 3.51 12.7 40.0 132 1.64

Mean 1.88 3.83 0.480 | 0.200 1.44 3.46 17.6 28.4 94.8 0.70

Statistical
st N.S.|N.S.|N.S.|N.s.|N.s.|N.s.| N.S. [N.S.| N.S. |[N.S.
analysis

¥ Paired t-test
* x Fraction of dose absorbed
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Table 12 Urinary excretion of CFIX after a single 100mg oral dose without probenecid

Dru Case Urinary excretion (xg/ml, mg, %) Total
g
No. 0 ~2° | 2°~4" | 4°~6° | 6°~8" | 8°~12° [ 12°~24" | 0 ~2¢’
wg/ml 5.7 16.0 96.0 102 11.2 6.4
1 mg 2.0 5.6 9.6 12.8 6.0 3.0 39.0
% 2.0 5.6 9.6 12.8 6.0 3.0 39.0
pg/ml 5.7 41.0 123 165 10.0 14.3
2 mg 0.5 3.7 8.6 9.9 4.5 6.5 33.7
% 0.5 3.7 8.6 9.9 4.5 6.5 33.7
wg/ml 4.9 29.0 15.2 90.0 15.0 8.2
4 mg 0.6 3.5 4.9 9.0 3.8 4.6 26.3
% 0.6 3.5 4.9 9.0 3.8 4.6 26.3
1
Without ©#g/m 7.0 21.7 38.2 37.0 9.8 7.0
. 6 mg 1.9 7.1 6.7 4.8 8.0 5.4 33.9
probenecid
% 1.9 7.1 6.7 4.8 8.0 5.4 33.9
wg/ml 8.8 46.0 62.0 49.0 24.2 7.5
8 mg 1.0 4.4 6.8 4.2 6.8 3.6 26.8
% 1.0 4.4 6.8 4.2 6.8 3.6 26.8
pg/ml 5.2 20.1 37.9 26.7 19.4 4.9
9 mg 4.9 7.7 7.6 3.0 4.1 3.2 30.5
% 4.9 7.7 7.6 3.0 4.1 3.2 30.5
wg/ml 6.2 29.0 62.1 78.3 14.9 8.1
Mean mg 1.8 5.3 7.4 7.3 5.5 4.4 31.7
% 1.8 5.3 7.4 7.3 5.5 4.4 31.7
Fig.5 The effect of probenecid on the serum . ,
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Table 13 Urinary excretion of CFIX after a single 100mg oral dose with 500mg of probenecid orally,
30min before and 4hr after the drug administration

b Gaoe Urinary excretion (xg/ml, mg, %) Total
4
No. 0 ~2° | 2°~4° | 4°~6° | 6°~8° | 8°~12° [12°~24" | 0 ~2¢°
pg/ml 3.1 18.2 22.0 37.0 34.5 5.4
1 mg 1.9 5.9 5.8 3.3 4.8 3.2 25.1
% 1.9 5.9 5.8 3.3 4.8 3.2 25.1
ug/ml 6.2 34.0 38.0 18.0 17.0 4.0
2 mg 0.8 5.6 7.2 4.3 7.7 3.6 29.1
% 0.8 5.6 7.2 4.3 7.7 3.6 29.1
pg/ml 7.4 15.5 21.5 21.0 13.2 4.7
4 mg 2.0 3.8 5.2 2.6 4.5 3.1 21.1
% 2.0 3.8 5.2 2.6 4.5 3.1 21.1
With pg/ml 9.2 11.0 38.3 18.6 5.5 6.8
benccid | 6 mg 1.0 4.2 8.8 7.3 3.1 4.8 29.2
. % 1.0 4.2 8.8 7.3 3.1 48 | 29.2
ug/ml 4.5 13.4 29.5 76.0 6.6 13.4
8 mg 1.1 4.1 6.0 9.1 3.4 5.5 29.2
% 1.1 4.1 6.0 9.1 3.4 5.5 29.2
ug/ml 3.2 16.6 37.0 50.0 12.1 6.4
9 mg 1.0 6.0 4.6 5.0 2.7 4.1 23.4
% 1.0 6.0 4.6 5.0 2.7 4.1 23.4
ug/ml 5.6 18.1 31.1 36.8 14.8 6.8
Mean mg 1.3 4.9 6.3 5.3 4.4 4.0 26.2
% 1.3 4.9 6.3 5.3 4.4 4.0 26.2 %

* . Comparison of 0 ~24 hrs urinary recovery(%) with CFIX alone and CFIX plus probenecid combination by

the analysis of t-test (% p<(.05)
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Table 14 Pharmacokinetic parameters of three studies
Drug Dose Meal Cmax | Tmax | Kas | Ke | Trzas | T2 | AUC | VA/F | CL/F |Lagtime
(mg) (vg/ml)| (hr) | (1/hr) | (1/hr)| (hr) | (hr) | (ghr/m)|(L/body)(ml/min) (hr)
CFIX 100 1.6 | 3.67 2.50 | 12.1 138
Fasting
CCL 250 10.5 | (0.06) 0.50 8.18 509
Light | 1.47 5.0 3.76 | 12.8
CFIX 100
Heavy | 1.19 | 6.0 3.34 9.88
CFIX 100 1.70 | 386 | 046 | 0.21 | 151 | 335 | 158 | 307 | 106 | 0.70
S Fasting
100
(+Probenecid) | (+500 X 2) 1.88 | 3.83 | 048 | 0.20 | 144 | 346 | 176 | 284 | 94.8 | 0.70

Fig.6 Laboratory findings in 6 healthy volunteers following oral use of CFIX with or without oral

probenecid
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Fig.7 Comparative urinary excretions of CFIX in fasting and non-fasting

states
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PHARMACOKINETIC STUDIES ON CEFIXIME

AKIRA SAITO
College of Medical Technology, Hokkaido University

Pharmacokinetic profile of cefixime (CFIX), a new oral cephalosporin, was investigated in the following three
studies using 9 healthy male volunteers and results were as follows.

1) Comparative study of CFIX and cefaclor in fasting state : Calculated peak serum concentration (Cpax), time
to reach peak serum concentrations (Tnay), serum half-lives in elimination phase (T,,,), and area under the curve
(AUC) after dosing with CFIX 100mg were 1.6ug/ml, 3.67 hrs, 2.50 hrs and 12.1xg-hr/ml. Those after dosing with
cefaclor 250mg were 10.5x4g/ml, 0.06 hrs, 0.50 hrs and 8.18g+hr/ml, respectively.

2) Comparative study on the influence of food between light and heavy meals : Cpax, Tmax, T12, AUC after a
single dosing with CFIX 100mg in the volunteers having light or heavy meal were 1.47ug/ml, 5.0 hrs, 3.76 hrs and
12.8ug-hr/ml for light meal, and 1.19xg/ml, 6.0 hrs, 3.34 hrs and 9.88xg+hr/ml for heavy meal, respectively.

3) Effect of probenecid : The effect of probenecid on the serum concentration of CFIX was rarely observed,
but its effect on urinary excrection was found significantly.

From the above results, the pharmacokinetic profile of CFIX is characterized by a long Tpax and T, and a
relatively low urinary excretion rate. The absorption of CFIX is somewhat restricted by the food, especially by
the heavy meal. There were the effect of probenecid on the urinary excretion of CFIX in human body.

In addition, no abnormal findings on laboratory tests or subjective symptoms were observed in volunteers
throughout the studies.



