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CHEMOTHERAPY

Cefetamet pivoxil DGR 1 B (B 1H)
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BRI A B THEEAE 6 & % XMRIC cefetamet pivoxil (CEMT-PI) DB 1 FHRABR %17\,
AR DEEMDHER B L ENBIEDORET 1T - 72, 250 mg, 500 mg B#EOHRS % 5 U
500 mg EMRRERBRICBE W TAFRSICL 2 L EZ LN HEMR, HERRBLUCLGE
X, M, G, PRESEO—MERK, BRREMICREIZED LU >, 250 mg, 500
mg AFEOREGRHFNMBHBEZ TR LHEHERLH»IC LA L, NEPBREY— 7 FHER
Bl (Tmax ), BEMEEPBE (Crax ), MEEHBEEFEL (T, ), MsEHREHRBKT @ (AUC)
BZNZ£12.31, 2.47 KM, 3.99, 6.06 xg/ml, 1.47, 1.56 B¥f, 18.9, 33.1 ug-h/ml T&
D, 5% 24 B F TORPHEMERIZZNFN59.7%, 56.6% THhH - 72, 500 mg ZefEr&E 0
BEBRED Trax 13 2.12 B, Crax 1 4.99 gg/ml, T, i3 1.79 BRE, AUC I3 26.2 ug-h/ml,
B51% 24 e £ CORBHEMERIT 38.5% Th - 72, ZHEERSICH L, BEEE5EIE Tha 7
BN, Cnax, AUC B L R BEERL 22 &5 5, A% CEMT-PI 3 &% 580
FHEERRS L D RIRARIFCH B Z s HEEI NI,
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Cefetamet pivoxil (CEMT-PI) i3&7 72 2K
CROROTEWE T, SOREH, BEEIC TEE
BHIZAT 77— VB 2T b3 n, MEESE
% H 7 % cefetamet (CEMT) 243 & 115 prodrug
TH 5 (Figl), CEMT id Streptococcus pyogenes,
Streptococcus pneumoniae, Streptococcus agalactiae
B0 77 LBHEE L U Escherichia coli, Klebsiella
pneumoniae, Haemophilus influenzae, Proteus mir-
abilis, Branhamella catarrhalis 50 77 LEMHHIC
XL TRCHEEEZ R L, £FED B-lactamase 125t
LTERETH 5. CEMT-PI % & t¥ic CEMT &%
MR, —HEHRABRFORBEKARICE VW TRHFICH
BEUAMRIBRLN T WY | 22 T4, BEERE
ANE—BEL LT, B I3@ERANBFEREE I
T 5 CEMT-PIn&EEtDHEL L VAN BIBOK
AEIT-72DT, ZORMMEBET S, b, ARRK
2B 61 £ 7 A~10 AICEML 72,

I. # B ¥ &

1. HEBE

EHHEICAROBIERKRRBREE SEIC BT K
B, ARBEOBW - HiE - Ay va—n, RBRICHE
O ERMEFIC O E I HBA 2Ty, RERBIIC IMA¥
B, MBECERNRE, REZE, GEXB X UH
BEORRZHE 21TV, RBRICEDL L UM INLEA
BFTEEIC CARR~DOSMEREL 72 6 & & #E
HBr LT, BEBREDEMIZ 23~36 5%, F128.7 5%,
K&z 52~81 kg, F¥63.3kg TH -7z (Tablel),

2. HEBBIUREHE

fERE#AI2 CEMT-PI 250 mg (194 mg f1ifi) 4t %
vy, 6 &0EEHIC 250 mg (1 82) # SR KIS
L7z, ¥MIEHRSBIZNEICHIT S E P kA EERET
HERT1E 4000 mg T THRE X 72D 7 & U2
AEIOHE S, RNBIE"E & ORREH B &
»HLBEL, AFIOBEKAR % 500~2,000 mg/H & #

* T 241 BREWHEKERES 4-20-2
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Fig. 1. Chemical structure

EL, TOBRKARD 1/2 TH 5 250 mg I2FEL 72,
72, HEICBIT S MANBIEBRETAR? TRKE
SRNFHEBERRS & ) RIS BRI BEA B S 1
Twieize, BRRSICTARRY EH2, “BRE
NHBERHTIABRE L T LETEE6ZIC7a 2
F—N—gIZT500mg (2%8) #BHFHERB L UL
MREICHE L, RNBIEE L 72, EAIZVWTNY
#200ml ke & HICRAZYE, 5 4BRBENEAR
R CL£REE (400 ml) DK 2 HES, BRIE, 7
T2 ORI OWTIZEARE TZILE L7,

3. REZX 7Y 22—

HBEHIIRBAE L N AR, #5EFHFTH -
MK DB, HENRE, BRRES L KB
EREANRM, RR%ERTV, BENLTVZ L%
R LB &7, & 515 48 Bl ICBER 2T %
EiL, M2 R L) 2 TKRD step IZH#A TS,

BB EIC I3 RBRBAS 1 BRI L DRI RA AL,
ELICHBRATE B L URBREFII T L 2 — LB
PEIEL, R—nAEEL2 L LE,

4, BEEEB L UBREERY

B - MEERIIEARKLHEL, BBREEFICHR
I & FEERRICEEA S, M2 ERT- 2, IE - O
108 (BAGL), FRIRE, KIBIZ3RIN & REERICRIE L 72,
LEN, mBEFORE, MEECEARES L ORR
EIIBEETB & KRS 24 BR%ICIT - 72,

5. M - RPBERIE

REBEAEHOMAIZRER], £50.5 1, 2, 3,
4, 6, 8, 12, 24 BEREI#LICERELL, MmEREICSBEILHEIE £
T—20CICREFL 72, Rz EHI, 0~2, 2~4, 4~6,
6~8, 8~12, 12~24 B5fIIRZERL, REZXHEL 2
%, £D—E% —20CICRFL 72, CEMT DiBEHIE
I3 HPLC #:8B L N E. coli ATCC 39188 # REXBH & L
7z bioassay i TiT» 72, H BMEAIEIZ HA 2 & 2 7F
ZeRriC TAT - 72,

ug/ml °—=500mg(non-fasting)
107 *—=500mg( fasting)
~=-~=250mg(non-fasting)
5.
4
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Time detection limit:0.2ug/ml

Plasma level of cefetamet after single
administration of cefetamet pivoxil (HPLC)

Fig. 2.

Table 1. Physical characteristics of healthy volunteers and
dosage assignment.
Dose Volunteer Age Height  Weight
No. (years) (cm) (kg)
+ 250 mg p.o. 1 31 169 52
(non-fasting) 2 26 180 81
« 500 mg p.o. 3 36 170 63
(non-fasting) 4 23 172 60
* 500 mg p.o. 5 28 173 60
(fasting) 6 28 173 63.5
28.7 172.8 63.3
+
mean + SD +45 +39  +96
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Table 2-1. Laboratory findings before and after single administration of cefetamet pivoxil (250 mg, non-fasting)

Volunteer No. 1 2 3 4 5 6
Item Normal range B | A B A B A B A B A B A
RBC 400~500X10°/mm® | 490 | 491 | 471 | 473 | 499 | 501 | 487 | 484 | 514 522 | 477 | 501
Hemoglobin 14.0~17.0 mg/dl 16.2 | 16.2 | 156 | 156 | 16.5 | 16.6 | 15.7 | 155 | 13.6 | 14.0 15.5 | 16.4
Hematocrit 41~53 % 489 | 49.1 | 45.1 | 45.9 | 47.0 | 47.5 | 46.5 | 46.6 | 41.2 | 42.1 45.3 | 48.1
Platelet 15~35X104/mm® | 22.4 | 24.6 | 24.5 | 24.7 | 20.0 | 21.0 | 19.2 | 19.8 | 23.7 | 25.5 | 167 19.3
WBC 4000~8000/mm?3 5500 | 5500 | 5700 | 5700 | 3600 | 3800 | 4400 | 4200 | 4800 | 4400 | 4200 4900
Eosinophil 1~5% 5 3 5 2 4 1 3 6 | 18 | 11 1 1
Basophil 0~1% 2 0 0 0 1 0 4 0 5 2 0 0
Neutrophil (Stab) | 3~6 % 3 3 3 1 2 8 5 5 3 2 1 3
Neutrophil (Seg) 45~55 % 44 37 32 33 26 45 43 36 17 33 36 42
Lymphocyte 25~45 % 44 52 50 60 61 45 38 46 55 50 57 47
Monocyte 4~7% 2 5 10 4 6 1 7 7 2 2 5 7
T. protein 6.5~8.0 g/dl 7.1 7.6 7.1 75 7.4 7.4 7.1 7.3 7.1 76 7.4 8.0
Albumin 3.8~5.3 g/dl 4.3 4.5 4.0 4.2 4.6 4.4 4.4 4.4 43 4.5 4.3 4.6
A/G ratio 1.1~2.0 1.5 14 1.3 1.3 15 14 1.6 15 1.5 14 14 14
TTT 0~§ 8] 07 | 09 0.4 0.2 1.0 1.6 0.8 0.8 | 26 3.0 14 14
ZTT 4~12 U 4.7 | 5.0 5.5 6.1 5.1 5.9 4.3 4.7 35 43 7.8 8.3
GOT 8~40 U 21 24 16 19 19 | 22 16 18 16 18 19 | 28
GPT 5~35 U 13 16 10 12 12 13 8 9 10 10 12 16
Al-P 2.7~10 KAU 7.6 83 56 | 5.7 5.1 59 | 6.1 6.8 | 6.9 7.7 5.2 5.6
LDH 50~400 U 268 | 272 | 250 | 251 | 253 | 234 | 230 | 219 | 261 | 260 | 242 | 257
y-GTP 3~20U 3 4 7 7 15 16 4 5 6 7 12 13
T.cholesterol 130~250 mg/dl 189 | 204 | 155 | 156 | 199 | 199 | 122 | 125 | 164 | 161 | 148 | 168
Triglyceride 50~150 mg/dl 73 88 75 54 86 77 58 49 148 | 123 93 89
T-bilirubin 0.3~1.1 mg/dl 0.30 | 0.30 | 0.39 | 0.33 | 0.63 | 0.42 | 1.06 | 0.40 | 0.41 | 0.30 | 0.57 | 0.78
D-bilirubin 0~0.6 mg/dl 0.14 | 0.14 | 0.10 | 0.27 | 0.21 | 0.21 | 0.33 | 0.15 | 0.10 | 0.18 | 0.16 | 0.22
Glucose 70~110 mg/dl 89 85 105 | 95 110 97 110 | 100 | 105 98 123 93
BUN 8~22 mg/dl 130 | 98 | 131 | 87 8.2 7.4 | 172|109 | 14.7 | 104 | 135 | 125
Creatinine 0.7~1.5 mg/dl 0.92 | 1.03 | 1.07 | 1.00 | 0.99 | 1.07 | 1.04 | 1.14 | 1.08 | 1.09 | 1.22 | 1.27
Uric acid 2.5~7.0 mg/dl 5.1 5.6 43 | 4.2 5.5 5.2 5.2 4.8 6.4 6.1 5.8 6.2
Na 135~147 mEq 144 | 144 | 145 | 143 | 144 | 143 | 146 | 145 | 142 | 142 | 142 | 146
K 3.5~5.0 mEq 4.3 44 39 | 43 4.1 3.9 4.4 3.6 4.3 44 4.3 4.4
Cl 98~106 mEq 102 |{ 100 | 101 | 101 | 101 | 102 | 100 | 100 | 100 | 101 | 102 | 101
Ca 4.5~5.5 mEq 5.1 4.8 4.8 4.8 46 | 46 | 50 4.8 4.9 49 5.0 5.1
P 2.5~4.7 mg/dl 2.8 2.7 3.3 3.3 2.5 2.6 3.5 3.2 3.2 2.6 2.9 2.0
ESR 2~10 mm/1 hr 2 2 6 6 6 6 3 2 3 3 4 3
D-coombs (=) (D))= [ (=) (=) (=)
[-coombs (=) (D)D) =) (=) (=)
Urinalysis
Protein =) [ (DS][ =)=
Glucose =) | DD =)
Urobilinogen (£) [ (2) [ (D) | (£) | ()| (D) | () [ ()| ()| ()| ()] (F)]|(£)
Sediment RBC 0~1{0~1({0~1]|0~1|0~1 1 0~1(1~2[0~1 1 0~1|0~1
Sediment WBC 1 1 2~3|1~2]0~1 1 1 1~2(2~4|2~3|3~4|1~2
Sediment Epithelium 1~2{0~1|0~1{0~1({0~1|{0~1|{0~1|0~1|[0~1|0~1]|0~1]|0~1
A : after B : before
6.  FEENSIFHIRT m. & B &8 &

AREOREHOMBPBEIC OV TIZRIND 1. %&eH
lag-time # & {s one-compartment open model # F WTENORAEBRREICBWY TLARBRRM Y, A5R5
WTIT L 72, TETAADYETIIDHIZSAS 7ur 5 ICk B EEZLNDEHENMR MWERMRL L o EBX,
LD NLIN 7o o »—#4H L, Marquardt #ic MFE - OoFA%k, MREEFDOBLHIRE 7 & O BBk
& IR 2 S TRTRL 72, FED RELEIZD LM% » - 72 (Table 2-1, 2-2,
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Table 2-2. Laboratory findings before and after single administration of cefetamet pivoxil (500 mg, non-fasting)
Volunteer 1 2 3 4 5 6
Item Normal range B|A|B|A|B|]A|B|]A|B|A|B]A
RBC 400~500X10°/mm? | 471 | 461 | 453 | 461 | 485 | 510 | 477 | 471 | 522 | 491 | 482 | 437
Hemoglobin 14.0~17.0 mg/dl 158 | 156 | 150 | 151 | 16.1 | 16.7 | 155 | 153 | 14.2 | 13.1 | 15.6 | 14.4
Hematocrit 41~53 % 484 | 45.3 | 44.7 | 43.7 | 46.7 | 47.3 | 459 | 46.6 | 41.3 | 40.5 | 45.6 | 42.3
Platelet 15~35%10%/mm® 21.3 | 234|226 | 249 | 18.0 | 21.7 | 20.2 | 20.0 | 25.8 | 22.8 | 16.3 | 16.8
WBC 4000~8000/mm? 5300 | 5000 | 5200 | 5700 | 3600 | 3800 | 4300 | 4500 | 7400 | 4000 | 4000 | 4100
Eosinophil 1~5% 5 9 4 1 1 1 2 3 8 14 2 1
Basophil 0~1% 1 1 0 2 0 0 1 2 3 2 0 1
Neutrophil (Stab) | 3~6 % 4 4 2 1 7 5 5 8 2 2 51 2
Neutrophil (Seg) | 45~55 % 40 39 26 36 35 40 43 46 28 21 40 49
Lymphocyte 24~45% 44 44 66 56 55 52 42 36 57 56 50 41
Monocyte 4~7% 6 3 2 4 2 2 7 5 2 5 3 6
T. protein 6.5~8.0 g/dl 7.0 7.1 6.9 7.5 7.0 7.8 7.2 74 7.6 7.7 7.8 7.4
Albumin 3.8~5.3 g/dl 4.1 44 4.0 44 4.1 4.7 4.4 44 44 46 44 42
A/G ratio 1.1~2.0 14 1.6 14 14 14 1.5 16 1.5 14 1.5 1.3 1.3
TTT 0~5U 0.5 0.8 0.1 0.2 1.3 1.1 0.8 0.8 44 5.4 1.0 0.7
ZTT 4~12 U 49 4.4 6.3 5.6 5.3 5.3 33 3.2 2.7 2.6 6.3 5.7
GOT 8~40 U 22 23 20 23 21 25 19 17 19 14 23 19
GPT 5~35U 17 17 16 14 13 15 7 6 9 7 15 12
Al-P 2.7~10 KAU 7.5 79 5.5 5.7 5.4 5.8 6.4 6.4 7.4 7.1 6.2 5.8
LDH 50~400 U 269 | 240 | 244 | 233 | 237 | 237 | 230 | 222 | 243 | 237 | 274 | 246
y-GTP 3~20U 4 4 7 8 15 18 4 4 6 6 10 9
T. cholesterol 130~250 mg/dl 196 | 202 | 153 | 168 | 206 | 238 | 128 | 119 | 188 | 176 | 166 | 144
Triglyceride 50~150 mg/dl 80 110 65 58 154 76 55 66 195 | 226 93 81
T-bilirubin 0.3~1.1 mg/dl 0.30 | 0.30 | 0.41 | 0.38 | 0.45 | 0.57 | 0.88 | 0.60 | 0.55 | 0.36 | 1.06 | 0.51
D-bilirubin 0~0.6 mg/dl 0.16 | 0.11 | 0.12 | 0.18 | 0.18 | 0.24 | 0.39 | 0.27| 0.25 | 0.15 | 0.45 | 0.19
Glucose 70~110 mg/dl 104 87 115 94 102 | 101 99 100 91 96 100 98
BUN 8~22 mg/dl 1151107 { 109 |1 103 | 79 | 10.1 | 20.8 | 14.3 | 12.4 | 14.0 | 12.3 | 11.7
Creatinine 0.7~1.5mg/dl 105 1.15| 1.24 | 112 | 1.23 | 1.11 | 1.10 | 1.12 | 1.06 | 1.12 | 1.16 | 1.16
Uric acid 2.5~7.0 mg/dl 4.8 5.3 4.0 4.3 5.2 5.3 49 4.5 5.9 5.6 5.6 5.0
Na 135~147 mEq 145 | 144 | 145 | 145 | 144 | 144 | 146 | 147 | 145 | 145 | 147 | 146
K 3.5~5.0 mEq 4.3 4.2 4.0 4.3 35 4.1 4.8 4.2 4.5 4.0 4.4 3.8
Cl 98~106 mEq 103 | 100 | 101 | 103 | 102 | 102 | 102 | 104 | 101 | 104 | 101 | 103
Ca 4.5~5.5 mEq 438 5.1 4.9 5.0 46 4.7 5.0 49 4.8 5.0 5.0 49
P 2.5~4.7 mg/dl 2.7 2.7 2.5 3.0 2.0 2.2 39 3.6 3.4 3.0 2.6 2.6
ESR 2~10 mm/1 h 1| 7 s | 1|5 9|3 |1 |4]2]6]/]1
D-coombs (=) ()| =) ) (=) (=) (=) ] (=)
I-coombs (=) ([ (D)D) () [ (=) [ (=) (=) (=) ] (=)
Urinalysis
Protein (=) | (D)D) (=) (=) (=) [ (=) ] (=)
Glucose (=) [ (D] ()| D)D) (=) [ (=) [ (=) ] (=)
Urobilinogen (£) | ()| () [ (D) | ()| () | ()| () [ ()| ()| ()| ()| (+)
Sadiment RBC 0~1{0~1|{0~1]0~1]|0~1|0~1|0~1 1 0~1]0~1 1 1
Sediment WBC 1 1 1~2 1 1 0~1|{5~8|6~8 1 1 3~411~2
Sediment Epithelium 0~1]0~1 1 0~1]0~1{0~1|0~1{0~1|0~1]0~1|{0~1|0~1

2-3)

2.

A : after

NSEubS

B : before

250 mg, 500 mg AFFE DRSO MEFREIL
Ty 5 %ESH»IC LA (Fig 2, Table3) L, HPLC
Bk 2R BE Y — 7 FERER (Thax ) 2ENE
n2.31, 247TERICRDH LN, FHRBEMEDRE

(Crax )13 NLE1.3.99, 6.06 ug/ml ThH 72, %72,
(8% A BE A (T, ) IR ENZH1.47, 1.56 BERS
EBRENL 7218 & 7% - 72, MAE R EEdhAR T (AUC)
BENZEN18.9, 33.1ug-h/ml LITITAEICHHIL
128Efm% /N L 7z (Table 4), ReCIZBe51% 24 Byl
TIRENZENZGED 59.7%, 56.6%» Pt S n, %
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Table 2-3. Laboratory findings before and after single administration of cefetamet pivoxil (500 mg, fasting)
| Volunteer 1 2 3 4 5 6
Item Normal range B|] A |B|A|B|A|B|A|B|[A|B]|A
RBC 380~530X10°/mm?3 | 488 | 468 | 502 | 495 | 524 | 528 | 508 | 537 508 | 516 | 495 | 476
Hemoglobin 12.4~17.2 mg/dl 16.0 | 15.4 | 162 | 159 | 164 | 165 | 159 | 16.8 | 13.7 | 137 153 | 14.8
Hematocrit 38~54 % 46.3 | 44.1 | 463 | 455 | 46.9 | 47.2 | 45.4 | 47.9 | 39.8 | 40.6 | 43.8 | 42.2
Platelet 11~34X10*/mm? 233 | 236 | 25.3 | 26.1 | 21.1 | 20.6 | 21.4 | 20.5 | 18.6 | 194 17.7 | 17.2
WBC 3000~ 8500/mm? 5300 | 5300 | 4500 | 6600 | 3400 | 3700 | 4200 | 5000 | 6400 | 6800 4000 | 4800
Eosinophil 0~10 % 7 8 2 4 2 3 5 1|11 |1 0 0
Basophil 0~5% 0 3 3 2 0 0 1 2 2 3 3 1
Neutrophil (Stab) | 0~19 % 2 1 2 4 5 2 5 4 4 3 0 2
Neutrophil (Seg) | 28~68 % 52 48 38 43 40 37 45 53 56 49 42 44
Lymphocyte 17~57 % 37 38 49 39 47 52 34 38 22 30 46 49
Monocyte 0~10 % 2 2 6 8 6 6 10 2 5 4 9 4
T. protein 6.0~8.0 g/dl 72 | 6.6 7.8 7.1 7.5 7.1 7.0 7.2 74 7.2 8.1 7.6
Albumin 3.2~5.0 g/dl 4.4 4.0 4.6 4.2 4.5 4.2 4.4 45 4.4 4.2 48 4.5
A/G ratio 1.0~25 1.6 15 14 14 1.5 1.4 1.7 1.7 1.5 1.4 1.5 1.5
TTT 0.1~4 U 06 | 06 06 | 0.5 1.0 13 | 05 0.9 1.6 1.6 1.3 14
ZTT 23~12 U 5.1 5.2 58 | 58 5.6 5.9 4.3 4.7 4.4 4.4 7.6 7.8
GOT 5~40 U 22 19 22 23 23 22 13 14 19 15 34 22
GPT 4~35U 15 16 20 22 21 22 8 9 14 13 31 29
Al-P 3~11 KAU 5.8 5.7 4.5 4.4 4.3 4.4 5.4 5.7 6.0 6.2 5.1 4.8
LDH 170~450 U 300 | 259 | 280 | 251 | 263 | 232 | 227 | 225 | 279 | 225 | 269 | 229
y-GTP 0~50U 14 13 29 27 48 47 14 14 24 25 42 37
T. cholesterol 120~230 mg/dl 183 | 185 | 184 | 177 | 194 | 191 | 130 | 138 | 158 | 160 | 149 | 146
Triglyceride 40~170 mg/dl 60 72 79 80 76 105 43 63 179 | 147 65 76
T-bilirubin 0.3~1.2 mg/dl 0.5 06 | 0.7 0.8 1.0 1.1 0.6 0.9 0.4 0.4 0.8 0.8
D-bilirubin 0.1~0.6 mg/dl 0.2 0.2 0.3 03 | 04 0.4 03 | 04 02 | 0.2 0.3 0.3
Glucose 70~110 mg/dl 78 76 86 87 85 86 86 85 89 86 84 84
BUN 8~20 mg/dl 159 | 17.0 | 106 | 13.8 | 105 | 12.8 | 13.6 | 15.2 | 14.1 | 16.5 | 13.5 | 19.6
Creatinine 0.6~1.3 mg/dl 0.8 0.9 1.0 11 0.9 0.9 0.9 1.0 | 0.8 | 09 1.1 1.1
Uric acid 2.9~6.5 mg/dl 6.0 5.8 37 | 39 5.1 49 4.7 48 70 | 68 | 64 6.2
Na 134~145 mEq 138 | 141 | 139 | 140 | 139 | 138 | 139 | 141 | 140 | 141 | 141 | 140
K 3.4~5.0 mEq 4.3 4.2 4.1 44 4.3 4.1 39 4.2 4.1 4.1 5.0 48
Cl 98~110 mEq 104 | 106 | 104 | 105 | 104 | 104 | 104 | 106 | 105 | 106 | 105 | 105
Ca 4.0~5.0 mEq 44 4.3 4.5 4.5 4.3 4.3 4.4 45 4.5 4.5 4.7 4.6
P 2.7~4.6 mg/dl 31 3.2 3.2 4.0 23 | 23 3.2 35 2.2 25 24 2.9
ESR 0~15mm/1 h
D-coombs (—) (D[]S [ (=) ] (=)
I-coombs (=) (D[] [ (=) ] (=)
Urinalysis
Protein (=) [ (D[ (D[ D] [ (=) (=) | (=)
Glucose (=) [ (D[]S (D)) (=)
Urobilinogen (£) [ () [ (£) [ () | (D) [ (D) | ()| ()| ()| ()| ()| ()| (L)
Sediment RBC 0~1{0~1{0~1|0~1({0~1{0~1}0~1{0~1|0~1{0~1]|0~1|0~1
Sediment WBC 0~1{0~1{1~2|1~2({0~1{0~1|0~1[{1~3|0~1|{0~1]|0~1|0~1
Sediment Epithelium 0~1/0~1{0~1{0~1|{0~1/{0~1|{0~1|0~1]0~1]0~1|0~1|1~2

A : after B : before

DITE A EIZR51% 12 BeE F TicBEt X 17z (Fig 3,
Table5), 500 mg ZHERFE OKR5EF D Thax 13 2.12
BER, Crax 13 4.99 ug/ml, T, 13 1.79 KefHE, AUC I
26.2 ug-h/ml & 7%c V), BEHBERICHL, 22IT0K
UGERBEIZIZZEIIEBD S Nl - 728Y, IRIRDEEHK
TL7z, RehBEittiz #5424 B 3 Clcik 58D

38.5% Bkt & 117z, RAPPEHER S A% ER L DK
%~ L7 (Table5),

Bioassay ¥:ic & 2 HIEFER b L5 HPLC & & i h
BN EmERL 72, &8, WRIEEIC L 2 mEs
CEMT EDFERICIZE B (r=0.984, p<0.001)
% &7z (Figd).
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Table 3. Plasma level of cefetamet after single administration of cefetamet pivoxil (HPLC)
(ug/ml)
Volunteer Norume W} /5 1 2 3 4 6 8 12 24
0se
1 — 1.7 43 4.6 34 1.7 0.6 — —
2 0.8 2.6 3.9 2.9 2.1 0.9 0.4 — —
3 - 0.9 35 38 33 1.5 0.6 - —
250 mg 4 0.3 14 42 4.0 34 1.6 0.7 - -
(non-fasting) 5 - 1.2 3.6 3.6 3.0 1.6 0.8 0.2 -
6 0.3 2.9 4.1 4.2 3.1 1.4 0.7 — -
mean | 0.23 1.8 3.9 3.9 3.1 1.5 0.6 0.03 .
+ SD| £031 | £0.80 | £0.33 | £0.58 | £0.49 | £0.29 | £0.14 | £0.08
1 0.2 35 6.3 7.5 5.8 3.1 1.4 0.3 —
2 0.9 3.6 5.4 5.1 3.8 2.0 0.9 0.2 -
3 — 1.8 5.3 6.4 5.2 2.5 1.0 — —
500 mg 4 0.3 2.3 5.2 6.2 5.8 33 1.6 0.3 —
(non-fasting) 5 1.1 2.5 5.2 6.0 5.4 3.4 1.7 0.4 -
6 1.2 4.4 6.3 6.4 5.6 3.1 1.6 0.3 -
mean 0.6 3.0 5.6 6.3 5.3 2.9 1.4 0.3 B
+ SD | £051 | £0.98 | £0.53 | £0.77 | £0.76 | £0.53 | £0.34 | +0.14
1 0.7 2.3 44 3.8 3.2 1.8 1.0 0.3 —
2 2.4 4.3 5.6 5.4 4.6 25 1.3 0.4 -
3 1.1 43 6.0 5.2 4.5 2.0 1.0 0.3 -
500 mg 4 1.2 40 48 4.0 3.2 1.4 0.7 - —
(fasting) 5 1.4 3.1 43 43 35 1.6 0.8 - -
6 1.5 3.2 4.2 5.0 45 2.1 1.0 0.3 -
mean 1.4 35 49 4.6 39 1.9 1.0 0.2 .
+ SD | £057 | £0.80 | £0.75 | £0.67 | £0.69 | +0.39 | £0.21 | £0.17
Table 4. Pharmacokinetic parameters of cefetamet after single administration of cefetamet pivoxil (HPLC)
Dose AUC Tz Crmax Tmax Cl Ve Ka Kel Time lag
(ug-h/ml)|  (h) (1g/ml) (¢-h/kg)| (2) (h™h) (h™h (h)
250 mg 18.9 1.47 3.99 2.31 13.4 28.4 0.74 0.48 0.61
(non fasting) +2.06 +0.24 +0.42 +0.27 +1.63 +5.38 +0.15 +0.07 +0.20
500 mg 33.1 1.56 6.06 247 15.3 34.5 0.57 0.45 0.47
(non-fasting) +4.19 +0.15 +0.62 +0.22 +2.12 +5.48 +0.11 +0.04 +0.17
500 mg 26.2 1.79 4.99 2.12 19.5 50.1 0.78 0.39 0.29
(fasting) +4.17 +0.22 +0.70 +0.21 +2.93 +8.36 +0.26 +0.05 +0.10
(mean = SD)
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Fig. 3. Urinary excretion of cefetamet after single
administration of cefetamet pivoxil (HPLC)
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Table 5. Urinary excretion of cefetamet after single administration of cefetamet pivoxil (HPLC)
Total
Hour )| g3 | 2~4 4~6 | 6~8 | 8~12 | 12~24 |recovery
Dose rate
149 339 287 115 23.2 2.3 _
zsfnz;g_fastin ) Level | 1104 | +155 | +o79 | +485 | +135 | *29
e Rat 114 19.6 157 72 5.0 0.8 59.7
R Y +8.1 £18 £20 +14 £09 | £103
244 508 446 189 56.0 115 ‘_
Sofnszastin ) Level | 15 | 258 | =171 | +106 | +287 | +118
€ Rat 8.0 186 141 9.0 55 1.4 56.6
S B 46 +£30 +39 +17 +13 £20
500 m Level | 277 543 226 200 79.8 3.7 B
(fastgm ) +118 | £229 | +155 | 117 | +458 | +9.0
€ Rat 85 14.1 79 41 35 03 385
ate 411 £25 22 +13 +11 +08 £5.7

Level : #g/ml, Rate : %, meam + SD

8
6 g
~ 8° o
® Teoog
24 o008
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2 &Jf ° r=0.984
@g p<0.001
® n= 122
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Bioassay (ug/ml)

Fig. 4. Correlation plot between values
determined by HPLC and bioassay method
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PHASE I CLINICAL STUDY OF CEFETAMET PIVOXIL (1)

MasanoBu Muravamal, Mitsuvosi Nakajma?), TosHiaiko UemaTtsu®, Atsuniro Mizuno?,

Takavyukr Suzuki®, Hisao Suimapa®, Atsusar Tsuju®),
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4-20-2 Wakabadai, Asahi-ku, Yokohama-shi 240, Japan
2 Department of Pharmacology, School of Medicine, Hamamatsu University
¥ Nippon Roche Research Center
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A phase I clinical study on cefetamet pivoxil (CEMT-PI) was conducted with 6 healthy male
volunteers to evaluate its safety and pharmacokinetics. No abnormalities attributable to the drug
were observed in subjective and objective symptoms, laboratory values and vital signs like ECG,
blood pressure, pulse and respiratory rate after administration of 250 mg and 500mg after a meal and
500mg in the fasting state. The plasma levels of cefetamet (CEMT) after a single dose of either
250mg or 500mg dose rapidly and peaked at 2.3 h and 2.5h, with a Cmax of 4.0xg/ml and 6.1xg/ml,
the half-lives were 2.3h and 2.5h, the AUCs 18.9ug-h/ml and 33.1xg-h/ml and the 0~24h urinary
recovery rates were 59.7% and 56.6%, respectively. The mean plasma level peaked at 2.1 h with a
Cmax of 5.0 xg/ml when 500mg of CEMT-PI was administered in the fasting state, and the half-life
and AUC were 1.8 h and 26.2 #g-h/ml, respectively. The 0-24 h urinary recovery rate was 38.5%. The
plasma and urine levels of CEMT after a single dose of 500 mg of CEMT-PI given after a meal were
higher than in the fasting state, confirming that CEMT-PI is absorbed better when administered after
meals.



