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Cefodizime DAEMBIRE S & UERAK LK
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JeHE N K S AR AT S K S

NEHHSRZM - BRFIEX - BRE X
LM KRR R F R

HIREAX
AL 5 B

HL—BA
FLORSKE 5B

ik &
g8 K B AR R PR A

FLOEHAY 7 2 ARTEWK Cefodizime DEPIBIEL, 6 BOMMIAS FIC 1 g ME LK
24T o7 *EEL LT Cefotetan(CTT) ¥ V), 7 O R4 —/<—THB L7, Bioassay I & HilkE
MET, MPREIXS 2 T Cefodizime i3 F-35181.2 ug/ml, CTT 1X168.8 ug/ml L MEER L7,
Tv2(B)I2Eh#N1.86, 2.508FM, AUC 13322, 346 ug * hr/ml TdH -7z, RepHritiz 128650 3 ¢
T, Fh¥NT4.8, 79.6%THho71:,

FPIR SR RAE 116, RESERSEL7H, RBERHAE 2 FIDSEF30FIZxF LT Cefodizime 1[0 1 g, 1
B2EAEAEL, 3~1SHMOBEG CHRRBRORET LT o720 EXH, FRIH, LLHR2
FIT, AHEIZNBY TH o7 HMBEFENYFEIL, E. coli, K. pneumoniae, C. freundii, H.influenzae 72
Yy LBREEEI0KII T A EIEKRIIST.2% Th -7, FLTNEARMER, BERERTIIED

bheh ot

FLOWESFA 7 = L R EWH Cefodizime (i55REF 5o
NDEFRTHR-221)ik, B4V DAF R MEET7T VR
DVENTER, RREIN/-LDTHLH, TDL¥L 1. % P: 3
i disodium( —)-(6R,7R)-7-((Z)-2-(2-amino-4-thiazo- 1. AEhRE

lyl)-2-methoxyiminoacetamido)-3-[((5- (carboxylatome-
thyl)-4-methyl-2-thiazolyl Jthio Jmethyl)-8-ox0-5-thia-1
-azabicyclo(4.2.0)oct-2-ene-2-carboxylate T#H 5, t
77OAKRY YFHD T LI Cefotaxime & [F] U ami-
nothiazolyl- methoxyimino-acetamide & % & L, 3 {iil
thiazolylthiomethyl % & &, Z DEASM PR % I
L, F-R#EZILLLTwBEVDbRS, KL
LEOWE AR FLVEAL, BARAEENIZ,, L
HSKIRDE, MheIRE, 1 7NV HHE, e I
LTHRVWIRE N &R To. £ L Tin vitro DBARLLEIZ,

BRVin vivo D RIBOLRBEVDRATVRSY, IO
Cefodizime 2DV T, REXRABFIZBITHHBANEIEL,
RRBIE 12D W T DBRRIRET £ T o 2O THRE T

6 ZORERABF(FEIH21~358, F1923.7&, &
HE58~90 kg, F372.8kg, HEI67~177 cm, FY
173.2cm, 2V 7F=Y - 2) 75 R78.0~112.5ml
/min)iZ Cefodizime MEEH 7 X MM ¥ HELK, 1g%
20ml DERICHEM L 3FHTHEL, MPRES L
FRep kit % M7z, 3FFEIE L LT Cefotetan(CTT) % H V>,
FR%*FA/OBETTV, 70RF -/ —FTHBL,
]Rifnix, A7, 54, 155, 304, 185, 28§, 48%
M, 6BFM, 8EFMl, 128FMAMKICITV, HRIRIZ, ~28F
M, ~4BsM, —~6REM), —~8R¥Ml, —~12B¥MITIT-7:,

FEH M E R E 13 Cefodizime, CTT i, REHE & L
TE. coli NIHJ JC-2% FIV D2 MR EWT + AV EIZE S
bioassay T1T - 7=, #ll %€ F 5 #113 £ 1. £ 1L Nutrient
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agar (Difco) & MRE T 1 X 7 A (RFF) ¥ AV 720
Mo R E A, IR 7 - ViR TIER L
7oo RIZPH 7.0 & BRI N % AV TR AN MR & VERL
L, BEREHTIONRULICRRL TRV, Kk
FERISE 1X HPLC =T H 1TV, £ DHRIE i3 KM 5 58T
TIT o 720 ML M DREHKTIE two compartments open
model 2 & 01T 572,

XKRBRD, RKROXEE AL 0, EFOBRENMHT
GOT, GPT, Al-P, r-GTP, LDH, LAP, BUN, Cr %
EEE L,

2. FRPRRL

BRFI614E 2 AN 6 8 B 3 TITihM L 72 AR MR ReAESD
Bz DWT, Cefodizime DERZR IR 2175720 fE
ﬁlliﬂ?“&ﬁ!ﬁ*ﬁ}lﬁl(ﬁﬁ{iﬁi& 26, BHEAEX
R4B, MR 4B, FBEIIIRE1G), REEBRAELT
Pl(EMBEWNECH, MURNEWA 6], 2HEBKE
160, MMERsREA 9 BY), BF - HEEMRRAE 2 BI(REFF 4 1
5, DHEEKL1H)TH-7, FRILIB~76K, FH
S2ET, MRREERERICLOLONED 57, Bt
78, LH2BFTHo7,

ZE 05 HEX1E1g, 18 2EDAKBIETHT
v, Z5HMMIE3~1SEMTH o7z TEMAELLD
T226 % &%, SHM 3K, 108M 26, 3 HM, 14H
M, 15EM2 & 1ATH -7,

HRHEDII MM ENIZIR L BERIR TH7, 4
BFENRIIER, K, B2 EOMEEMRE LTV,
BREBOMEL AT, #Hi#HK(Eliminated), %4 (De-
creased), BIA%K (Persisted), #3&{X(Replaced)? 4 B
PECHELZ. BMERYDRIIEBMEERDKBEL EE X

ELT, MMEMROIRLARERMEE LT, ¥
(Excellent), W%)(Good), <2 HZh(Fair), #Z(Poor)
D4BHTHEL .

R REAFORMERIZOVTIE, BFICEDEEDR
HEREWEICHAR L2, 28, ARSI N8
F(RBC, Hb, Ht, WBC, {783, m/ME%Z L), K
HEME (GOT, GPT, AI-P 2 &), WHAEME(BUN,
Criz &) EDRIREIT 720

I, 8% 3

1. ABE

6 Z DM NP FIZ Cefodizime | g Bk DMD iR
BEIZ DT, bioassay 3 & U HPLC TME L -kt
Table 18X U Fig. 1, 2i2/RL7:. BMitth 5 3 TRE
il % 7R L, bioassay T152.0~210 ug/ml, F3181.2
ug/ml, HPLC T129.1~209.2 ug/ml, F$9167.4 ug/mi
TH ol WHEMIZ bicassay AL LMV AT IZHEH
LTEY, EROMICbZR3V ol 12BMETE
1 ug/ml P\ ETH 570 CTT IZDWTIZ Table 28
UFig. 3, 4ICRL7-. BiERS P TRRALTL,
bioassay T153.0~195.0 xg/ml, F39168.8 pg/ml,
HPLC T114.2~160.6 ug/ml, F3137.0 ug/ml Tho
720 MRAIEMISEFOMEIDHH, HPLC HEETH-
Too HEFIMDERD LD 572, 6 ADFIYHE T Cefodi-
zime & CTT ¥ LB L= D%, Fig.5, 6IZ7RL7
Bioassay, HPLC 3tiZH{lDZALT, &5 %1~ 285Mit
Cefodizime DG ME TH HHLUERET L, CTT #2L
BVIRELHRT AHEMMERLL, Shhbom+RE
DR #L D, two compartments open model TH i L7:

Table 1 Serum concentration of Cefodizime following 1g i.v. injection by bioassay and HPLC

c A B.W. H Cer Serum concentration ( «g/ml)
2% & (kg) | (em) | (almin) | Method Before | Smin | 15min | 30min | 15 | 2n | 4 | 6a | & | 1z
Bi — | 190.0 [ 145.0 | 113.0 | %0.0] 57.0 ) 0| 75 | z8
A 35 80 177 78.0 loassay |, , 2.5 | 1.0
HPLC - | 184.9 | 144.2 | 2.1 | 82.0] 53.8 | 26.4 | 13.7 | 8.0 | 2.3
Bioassay | = | 210.0 | 160.0 | 130.0 | 108.0 | 62.0 | 28.0 | 103 | 4.4 | 1.1
B 23 58 167 90.4
HPLC ~ | 2092|1584 |127.4 | 889 83| 26.1 | 11.6 | 5.0 | 08
Bi = |50 | 40.0 ) ] . . j 0 | 3.0
c 7 70 170 100.1 ioassay 1 118.0 92.0} 66.0 30.0 15.4 8.0
) HPLC - 1745 {136.4 | 107.4 | 82.4| 545 | 2720 | 14 | 7.6 | 2.9
Bi — | 1780 | 132, . ) . ) . 6 | 15
b 2 % 176 103.0 ioassay 8.0 [ 132.0 | 92.0| 68.0] 41.0 | 20.0 | 11.0 | 5.6
HPLC - o |n7a| 90| es.6| 422 | 207 | 114 | 6.4 | 19
i - . . . . . R . . .0
. N o 175 g5 | Biowssay 152.0 [ 115.0 | 90.0| 60.0] 4.0 | 21.0 | 10.0 | 3.5 | 1
HPLC - | 120.1|104.8 | 86.4| 57.9| 39.6 | 18.6 | 9.0 | 4.9 | 1.2
Bi - |17, . . . . . . 1] 1.2
F 2 7 174 85.5 ioassay 172.0 | 135.0 98.0 62.0| 43.0 18.0 9.2 5.1 ,
HPLC ~ |136.4 | 1a2| 861} 61.8] 39.3 | 170 | 86| 4.3 ] 1.2
181.2 | 137.8 | 106.8 | 80.0| 52.2 | 24.1 | 11.2 | 5.7 | 1.8
Mean | 23.7 | 72.8 | 173.2 | 94.92| Bicassay — | £19.33) £14.91| +16.01| £19.47| £10.82) £5.00 | £2.19 | +1.76 | £0.90
+5.D. | +5.6 | +11.0 | 3.9 | +12.62| HPLC - |167.4 | 129.2 | 100.7 | 73.1| 48.0 | 22.6 | 11.5 | 6.0 | 1.7
+30.14| +20.48| +16.69 +12.89| +8.51 | +4.40 | £2.36 | £1.54| £0.79
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KB HER/T A — % — % Table 3, 412K L7, Bioas-
say & HPLC DX 12T A L T V> 72, Bioassay &
HPLC D& R T, Tuwa(B)I2 Cefodizime 131.86, 1.988%
M, CTT 132.50, 2.57F¢M, AUCI Cefodizime 1322,
305 ug * hr/ml, CTT 3346, 316 ug* hr/ml TH 572,
T2 B)12 CTT DHHEL, AUC bKED o7z,
RepHERIC DV Tid Table 5~8IZ/R L7z, Cefodizime,
CTT DRPBE IV TN bioassay DHAHPLC L b
WUWELRL, EOLORPIBEICZOEN DS R
sk 12 bioassay T, Cefodizime i& 2 B¥M ¥ T T2.650
pg/ml ERS, BEFM T T300 ug/m L TH 7 R
g gkl K i3 12880 £ TT74.8% T o 72, HPLC i2
62.6% TdH o 74, CTT Ti2128M $ THORD P X
i3 bioassay T79.6%, HPLC T64.8% T -7, MillE
TBICLARPHMOLEE Fig. 7, BIZR L7, BIE
BICEBZ1RDDHMEROERIZEBO SO TH 57,
FRBRIIBVWTHERELEOREORK R L Fig. 912
AL MERICLIRELEDHRIBOON LN o7,
2 BRPR B
B4 DIEFDEE R Table MR L7, FEM23L 2612
Fl—EBTH L HERIEHA3 » ALLEMhTEY, &
1E LT, B THRDELI LD/ -b0E

Fig. 1 Serum concentration of Cefodizime following

1g i.v. injection (bioassay)
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Table 10IZ/R L7z, PRORFRMRAAEL LB, MENEFI A
20, Biige 4 Bl, MWZIBED 1SV oFYT
ol MUEMERKABIPIMIZALRY, 1HIMCLH
WTHoIz, RO ) BUIER S5 T, MillrdHD,
MM ERRIZRD o 72ht, BRRBICEERABIE L 72,
REEMRRAEL7HITi1E, BUEWEW RGO, BHEBKL]
B, MMEBRAEIS, WTROABULOYRTH 7,
BMENEWLD | BIACCHYT, EFIIWRKIHD,
BRPRAER DL WAED o 720 BF - [HEMRBAED 2 Fliz >
PTHOBEHTH o7, 0EFAAIKLDG, HZ17HI, %
CLEH2HIT, AHEIZBEDRVEKTH -7,

MEFHZRE E LD D% Table 111K L7,
MEEERFAORHEE TN TN LOTHRYE L
T3k & 7% 5 7o E. coli 128k, K. pneumoniae 6 ¥k, H.
influenzae 5 ¥k, C. freundii 6 k2 &' Tdh o 720 34BkHH
HERL, HEXIIT.2%TH o7z, WAL bDIL
E. coli, A. calcoaceticus, A. putrefaciens & 1 FTdH 7,
WAL E. coli, C. freundii T 5 HE—fEFI O WHKMN
BT, ZHILE. faecium T -7,

BIER 3B 2 b DRRBOLNLE N o 10, BRORS
AICHRE L -BRRER KL Table 1212R L7, &
LREERHEBDOOND b DR H o1

Fig. 2 Serum concentration of Cefodizime follwing
1g i.v. injection (HPLC)
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Table 2 Serum concentration of CTT following 1g i.v. injection by bioassay and HPLC
B.W. H Cer Serum concentration ( #g/ml)
Case Age
(kg) (cm) | (ml/min) Method Before | 5min | 15min | 30min 1h 2h 4h 6h 8h 126
Bioassay - 165.0 | 112.0 74.0 63.0 44.0 28,0 18.5 | 10.5 3.8
A 35 80 .
17 8.0 HPLC - 114.2 93.9 71.3 59.3] 41.9 25.4 14.5 9.5 4.0
Bioassay - 155.0 | 105.0 92.0 70.0 | 42.0 28.5 17.0 9.6 2.7
B .
s 8 167 %0.4 HPLC - 114.2 85.7 77.6 61.4| 42.8 4.4 15.0 9.1 3.3
Bioassay - 153.0 | 125.0 98.0 74.0| 50.0 26.0 17.% 8.4 2.4
C 21 70 70 .
! 100.1 HPLC - 129.1 97.5 75.3 50.6 | 34.7 23.2 13.5 6.9 2.0
Bioassay - 175.0 | 118.0 94.0 70.0] 49.0 31.0 20.0 [ 11.0 5.0
D .
. % 17 103.0 HPLC - 143.0 | 108.0 89.5 69.1] 49.8 28.9 18.3 [10.8 4.2
Bloassay - 170.0 | 115.0 | 103.0 84.0) 48.0 2.0 17.5 | 10.0 4.8
E 21 67 175 112.5
HPLC ~ 160.6 | 113.0 | 101.1 73.9] 51.9 2.5 18.1 | 10,2 4.1
Bioassay - 195.0 | 129.0 | 105.0 80.0| 50.0 33.0 15.5 | 8.0 2.2
F 21 67 7 .
1 8.5 HPLC -~ 160.9 | 126.2 | 101.2 74.8| 49.6 26.7 13.8 7.8 2.6
168.8 | 117.3 | 94.3 73.51 47.2 28.3 17.7 9.6 35
Mean 23.7 72.8 173.2 94.92 Bioassay - +15.37| £8.73 | £11.15] £7.58{ £3.37) +3.40| £1.51 | £1.18| £1.23
+S.D. 15.6 £11.0 +3.9 +12,62 HPLC - 137.0 | 105.7 | 86.0 64.9 45.] 26.4 15.5 9.1 3.5
+21.29) £12.53] £13.21| +9.43] +6.52| +2.501 £2.13| £ 1.47| £0.9

Fig. 3 Serum concentration of CTT following

1g i.v. injection (bicassay)
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Fig. 5 Serum concentration of Cefodizime and CTT Fig. 6 Serum concentration of Cefodizime and CTT
following 1g i.v. injection (bicassay) following 1g i.v. injection (HPLC)
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Fig. 7 Urinary concentration and recovery rate of Fig. 8 Urinary concentration and recovery rate of
Cefodizime and CTT following 1g i.v. Cefodizime and CTT following 1g i.v.
injection (bioassay) injection (HPLC)
(”;.{;31 ) —— Cefodizime 1(3‘(’)) (ug/m1) e Cefodizime %)
—cTT [ 2500 —CTT 100
2500
80
3 2000 80
§ 20001 H § 3
g F60 2 £ >
£ g E 15007 0 §
(3] o [3]
§ 15004 § § §
> > ol >
0 & E 1000 Fo g
. g .
= 1000- c = £
by 20 4 L
500- 500 20
2 4 6 8 12 (h) 2 4 6 8 12 (h)

Time Time



OCT. 1088

CHEMOTHERAPY

286

89 F

0L'T F] 86°0F | 60'IF 6 F 61'0F | OPO'OF | OE0F | OS0F | 290°0F | 2'S2 F | 220°0F | 95°0F | 2'€1 F | 8'SlL F [ 'A'SF
S'gS 2011 [l 859 9lg 252 £22°0 (TR 121 v6v'0 S°551 1£2°0 61°¢ 6L v 9L ueapy
208 ¥'8 6€°€ SS°S 63¢ €22 20 £9°'1 00'1 S0 2081 g0 98'2 1°€6 08 4
09 €6 20°y ws 29 1872 LA N0] s’z 09°1 115°0 6981 9.2'0 66°€ S'€6 v 16 | 1o
9Ly £¥°01 ta 9 0se 692 2610 002 2801 L9v'0 9°€91 852°0 19°¢ L'v8 6'8L a
Yy 6821 029 69°9 652 85°2 62270 1 0g°1 LLS°0 v 6b1 692°0 20°¢E 6'19 S'l8 b}
1'% wat 60’ 208 - 162 292 682°0 8 [ 9.0 2o 8'¥2l 092°0 v’z ' S'€S |
1°9S ¥9°21 S6°Y 89°L 162 9.2 ¥Z0 S8l 61°1 8EY'0 1°0€1 152°0 ¥2'e 669 £'09 v
UOLF | 281 F| S'0F | 2U1¥F S F 9U°0F | €50°0F | ¥E'OF | Ov'0F | 290°0F | S'28 F| T1€0°0F | 2L°0F | €12 F| 802 F| A'SF
2°9% '8 £C°¢ or's S0C 861 0£2°0 9Ll (A8 0£9°0 L'161 £5E°0 SU'g 696 6'¥6 ueapy
0'89 ¥6'6 6€°€ 95°9 3 68°1 ¥62'0 6€°1 L0 £29°0 g2t 99¢°0 9’2 1'8L (XD 4
8729 15701 i€ 669 W 8671 182°0 Syl £L°0 285°0 0°evt 05€°0 e €'9L L'99 q suyzspoe)
L85 6¥'6 09y 68°Y ¥82 90°2 (AR 06°'1 6L'1 0zL'0 9°¥02 9EE°0 0y LS8 0°611 a
9Ly 90°8 €0°€ S0°S 05¢ b o4 £12°0 681 £l 995°0 2861 L2870 92'¢ ¥°s01 8°26 o)
e Ly w9 ba N4 Uy oSE 69°1 6L1°0 082 0g"1 069°0 6°2¥2 60v°0 88°¢ p-2€l So1l |
9'L¥ 88°L ore 8LY 0S¢ e 8£2°0 091 ¥l 865°0 1°602 62€°0 16°2 2° €01 0°901 v
(wmpm) | () n (1) [(m/8-34 )1 (4) W o4 (W (SR )] G | (wAA) () (PRI RO U D R nig
a1 SSPA LT A onv gilL | 2¥1L 2y ay 3% b g 0 g v

1S9} JIA0-SSOID ‘SIPUN[0A g Ul

I1dH £qQ pauimialap uoidafur ‘At

81 Suimojjoj L1 Pue awizipoja) Jo sidjoweled odpunjodewreyd ¢ 2qe]

[ 2 SI't F| SI'TF oF 2ZF LZ°0F €50°0F | LVOF YLOF 690°0F | 9°62 F | 0£0°0F | LUIF g2l ¥| 6’2 ¥F| ASF

€8y 89°6 &y 96V 9 05°2 0LL"0 S0°2 20°2 265°0 17502 082°0 6E'¥ 9°68 S°SII ueIy

9°9¥ or's mwy 00°¥ 8SE ste 2ero $9°2 69°2 669°0 1082 228’0 69°S 120t 0°€t d

9% 8'8 (1 4 k2 19e e 9E1"0 59°2 81°2 04570 9°502 962°0 1r's 9°001 0°601 ! 119
A 44 €0°01L s oL’y €L 08°2 09170 8'1 €1°e 2LS°0 0°€12 8¥2°0 (A 4 6°¥8 1°821 a

9°6¥ I£°6 9¥'e S8°S 9ee 92z 092°0 ¥t 1670 60S°0 6°0L1 ¥62°0 99°2 8°68 s o]

6°2S 6¥°01 Wy SL°S Sig 0572 902°0 69°1 6E°1 2sS°0 6°ELL 8L2°0 9€°'¢ 8°6L U'v6 L

8767 82°11 19°9 9% SEE e LAKY S6°1 28'2 8¥9°0 67912 ¥¥2'0 81°S S 84 \

6 F SY'lL ¥| 26°0F 19°0F S F LI0F 850°0F | SE'LF 95°0F L90°0F | 2°62 ¥ | 680°0F | 88°LF e F| 6% F| ASF

¢°€S L8°L e 19y (43 981 991°0 0L'e 69°1 £€89°0 €°L12 9LE°0 69°% (&AL 17501 eI

L €6°8 €6°€ 00°S 0L ¥l 6v2°0 et 90°1 w.o 6°661 8SE°0 8L°C €18 L7811 d

6°€9 €6 EL'E 6S°S 192 wl 181°0 e Wi $89°0 0'6Ll 8LE°0 e 6°68 0°68 q swnzipoja?
1°6S 90°6 438 4 Wy pa:4 10°2 $0Z°0 951 (428 8¥L'0 0°112 S¥E'0 8e°¢e 38 ] L7921 a

8'zy £0°L ss'2 108 4 68¢ 61 02170 €9°¢E 00°2 ¥iS°0- 1°eze 25€°0 SL°S [AR ¢ 616 o)

A 44 LS 86°1 9L°E €LE ¥l 880°0 00°S e €1L°0 6992 1S¥°0 6L vz91 S €01 g

Ly (AN 19°¢ Shy ¥SE S8°1 SST°0 ¥9°2 651 SE9°0 8°¥22 bLEO 6v'v 8°eel 0101 \

(/) £ () (m (1) Nm/m87)) () ) GO | Go |G | A Gy | (@A) eAd) sniq
a1 SSPA dA A anv gL o 1] 2y . 52! ) g o q \

1S3) J3A0-SSOJ) ‘SI3IJUN[OA § Ul Aesseolq Aq paurwiajap uondafur ‘A1 81 Suimo|oj 1) pue awizipoja) jo siajowesed duaunjodeurteyd ¢ 3qel



VOL. 36 S-5 CHEMOTHERAPY 287
Table 5 Urinary excretion of Cefodizime lg i.v. injection by bioassay
) Urinary excretion
Case e 0=z 2~4 =6 6~8 8~12 0~12 (1)
Concentration (ug/ml) | 2900 360 760 . 410 88
A | Urine volume (ml) 152 480 125 135 735
Recovery (mg) 440.8 172.8 95.0 55.4 64.7 |828.7 (82.9%)
Concentration (pg/ml) 4600 1150 720 290 94
B Urine volume (ml) 75 240 105 120 350
Recovery (mg) 345.0 276.0 75.6 34.8 32.9 764.3 (76.4%)
Concentration (ug/ml) 1800 190 960 780 54
C Urine volume (ml) 250 400 175 . 160 825
Recovery (mg) 450.0 76.0 168.0 124.8 44,6 863.4 (86.3%)
Concentration (ug/ml) 2600 800 390 330 135
D Urine volume (ml) 170 185 115 120 225
Recovery (mg) 442.0 148.0 44.9 39.6 30.4 | 704.9 (70.5%)
Concentration (pg/ml) 2950 480 370 240 83
E Urine volume (ml) 120 295 175 145 365
Recovery (mg) 354.0 141.6 64.8 34.8 30.3 625.5 (62.6%)
Concentration (xg/ml) 1050 500 380 250 69
F | Urine volume (mi) 355 395 190 125 410
Recovery (mg) 372.8 197.5 72.2 31.3 28.3 | 702.1 (70.2%)
. 2650.0 580.0 596.7 383.3 87.2
Concentration (meg/ml) | +1203.33 | +343.57 | +250.97 | +203.93 | + 27.51
Mean 187 332.5 147.5 134.2 485.0
+5.p, | Recovery (mg) | + 100.74 | +111.30 | + 36.57 | + 15.94 | +238.31
Cumulative recovery  (mg) | + ‘9% | + 0681 | + 43,99 | + 3908 | + 1408 |4.88.20(74.8%)

Table 6 Urinary excretion of Cefodizime lg i.v. injection by HPLC

Case ltem Urinary excretion
0~2 2~4 4~6 6~8 8~12 0~12 (h)
Concentration (pg/ml) 2710 119 777 393 62
A Urine volume (ml) 152 480 125 135 735
Recovery (mg) 411.9 57.1 104.9 53.9 45.6 672.6 (67.3%)
Concentration (pg/ml) 4479 596 615 284 59
B Urine volume (m1) 75 240 105 120 350
Regovery (mg) 335.9 143.0 64.6 34.1 20.7 598.3 (59.8%)
Concentration (pg/ml) 1450 144 477 299 50
C Urine volume (ml) 250 400 175 160 825
Recovery (mg) 362.5 57.6 83.5 47.8 41.2 592.6 (59.3%)
Concentration (pg/ml) | 2279 754 409 359 143 |
D Urine volume (ml) 170 185 115 120 225 .}
Recovery (mg) 387.4 139.5 47.0 43.1 32.2  [649.2 (64.9%)
Concentration (pg/ml) 2949 427 364 240 69
E Urine volume (ml) 120 295 175 145 365
Recovery (mg) 353.9 126.0 63.7 34.8 25.2 603.6 (60.4%)
Concentration (ug/mi) | 1060 358 324 273 61
F | Urine volume (ml) 355 395 190 125 410 v
Recovery (mg) 376.3 . 141.4 61.6 34.1 25.0 |638.4 (63.8%)
Concentration (#g/ml) | & %‘é% 32 + ggg ;9 + 411% (3)7 + 3(5)§ ?5 gi gS
Mean 187.0
+5.p, | Recovery (mg) | + 100074 | +117.30 | + 36,57 | + 1694 | +238.91
Cumulative recovery  (mg) | + 2671 | + 4081 | + o992 | = B3 | £ 5ba £33 40(62.6%)
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Table 7 Urinary excretion of CTT following 1g i.v. injection by bioassay
Urinary excretion
Case Item 0~z 2~14 i~6 6~8 §=12 0=12 (1)
Concentration (pug/ml) | 1550 825 380 380 130
A Urine volume (ml) 270 240 325 150 685
Recovery (mg) 418.5 198.0 123.5 57.0 89.1 886.1 (88.6%)
Concentration (p#g/ml) | 3700 2600 775 620 200
B Urine volume (ml) 95 65 95 70 225
Recovery (mg) 351.5 169.0 73.6 43.4 45.0 682.5 (68.3%)
Concentration (pug/ml) 675 525 570 280 80
C Urine volume (ml) 640 385 155 195 720
Recovery (mg) 432,0 202.1 88.4 54.6 57.6 | 834.6 (83.5%)
Concentration (xg/ml) 6700 2000 430 290 175
D Urine volume (ml) 65 95 95 185 320
Recovery (mg) 435.5 190.0 40.9 53.7 56.0 776.1 (77.6%)
Concentration (pg/ml) | 2050 650 720 330 80
E Urine volume (ml) 200 195 125 185 710
Recovery (mg) 410.0 126.8 90.0 61.1 56.8 744.7 (74.5%)
Concentration (pg/ml) 2400 900 660 400 210
F Urine volume (ml) 170 250 135 140 335
Recovery (mg) 408.0 225.0 89.1 56.0 70.4 848.5 (84.9%)
. 2845.8 1250.0 589.2 383.3 145.8
Concentration (ue/ml) | £2135.79 | +845.43 | +158.82 | +125.33 58.00
Mean 240.0 205.0 155.0 154.2 499.2
+5p, | Recovery (mg) | + 209.31 | +116.15 | + 86.49 | + 46.63 | +228.90
. 409.3 185.2 84.3 54.3 62.5 795.4
Cumulative recovery  (mg) | + 3043 | + 33.85 | + 26.86 | + 5.93 | + 15.33 |+75.20(79-5%)
Table 8 Urinary excretion of CTT following 1g i.v. injection by HPLC
Urinary excretion
Case ltem 0~2 2~14 4~6 6~8 8~12 0~12 (h)
Concentration (pg/ml) [ 1275 592 299 72 378
A | Urine volume (m1) 270 240 325 150 685
Recovery (mg) 334.3 142.1 97.2 10.8 258.9 853.3 (85.3%)
Concentration (ug/ml) | 3314 2024 712 598 157
B Urine volume (ml) 95 65 95 70 225
Recovery (mg) 314.8 131.6 67.6 41.9 35.3 591.2 (59.1%)
Concentration (pg/ml) 483 331 514 252 52
C Urine volume (ml) 640 385 155 195 720
Recovery (mg) 309.1 127 .4 79.7 49.1 37.4 602.7 (60.3%)
Concentration ( pg/m) 9013 1598 337 326 171
D Urine volume (ml) 65 95 95 185 320
Recovery (mg) 325.8 151.8 32.0 60.3 54.7 624.6 (62.5%)
Concentration (pug/ml) 1604 429 607 269 64
E Urine volume (ml) 200 195 125 185 710
Recovery (mg) 320.8 83.7 75.9 49.8 45.4 575.6 (57.6%)
Concentration (pg/ml) 2010 560 508 366 123
F Urine volume (ml) 170 250 135 140 335
Recovery (mg) 341.7 140.0 68.6 51.2 41.2 642.7 (64.3%)
. 2283.2 922.3 496.2 313.8 157.5
Concentration (pg/ml) | 4 1631.41 +707.62 +157.18 +172.01 1+118.21
Mean 240.0 205.0 155.0 154.2 499.2
+s p, | Recovery (mg) | + 209.31 | +116.15 | + 86.49 | + 46.63 | +228.90
Cumulative recovery  (mg) | 4 315 | + 33,97 | + 204 | % 1123 | + 8,49 |+103,19(64.8%)
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Cefodizime %, Cefotaxime & 3 S fSNASR %2 5 HGEHL
NE=H#ROLT7 L AHTHD, 3LMMD thiazolyl-
thiomethyl A48 T, Cefotaxime 2t L ML = 4 w30 ¢
B, $7-RBOEFII L 2oTVE, FHOE
AREY 6 BDOMMEBABFIC 1 g MHEL TRITLY,
HEELTCTT AV ORA—N—-THBL/,
Cefodizime @) JE#) i JE #ll %€ & bioassay & HPLC TH7 o
7oh¢, MRLRICETDZEBY, bioassay DFHH i
2R L. ShidRtorzoTiized, NEITHOLRY
—RERRS L HE I TORMLZ E—IHEBLTVE L
# 2 Iz, Cefodizime @ Ti2(B)1X# 2BM T, CTT D
2.5BME WA Do CTTIZOWVTIE, XEELIRT

TICHE LTV A2, Tin(B)A3EEMOBK? ThHY,
SEIZENE DEVHRTH - 72, Cefodizime Iz, M
MEIX1~2RMETCTT LM<, LA Twa(P) 2t
WOTRIMMAGE A, AUC TRRMEITEMLT
Video RAPHEHESITIZEGEM & TT, Cefodizime 74.8%,
CTT79.6% £ (ZIZAHTHorce CHOLDBMED,
Cefodizime 13 CTT | HA~T I o 4 NI A T 48V A8,
HEUDEAEERT ODLER LT, EMEKDMH
RREORHER b 2, VM LHBREIN,

3081 DA FH B BRI |2 Cefodizime % 1[H 1g, 1 H 2
B D ST E TREPR R DM % 15 5 707, HRHH93%,
WiHKNME?.2% & LM TH o7, BMEARLE, 8%
WEREZIZCCHBDOFNA LN, XRERLHD,

Table 10 Clinical effect of Cefodizime treatment in various infections

) . No. of Clinical effect Efficacy rate (%)
Diagnosis -
cases Excellent Good Fair Poor (Excellent +Good )
Acute bronchitis 2 2 2/2  (100)
Respiratory tract | Chronic bronchitis 4 3 1 3/4  (75)
infections | Pneumonia 4 4 4/4  (100)
Bronchiectasis 1 /1 (100)
Sub-total 11 10 1 10/11 ( 91)
Acute pyelonephritis 6 4 2 6/6 (100)
Urinary tract Chronic pyelonephritis 1 1 0/1
infections | Acute cystitis 1 1 1/1  (100)
Chronic cystitis 9 6 3 9/9  (100)
Sub-total 17 11 5 1 16/17 ( 94)
Hepato-biliary Cholangitis 1 1 1/1  (100)
tract infections | Acute cholecystitis 1 1 1/1  (100)
Sub-total 2 2 2/2  (100)
Total 30 1 17 2 28/30 ( 93)
Table 11 Summary of bacteriological response
. No. of Bacteriological response
Organism — - -
cases Eliminated Decreased Persisted Replaced
E. coli 12 10 1 1
K. pneumoniae 6 6
H. influenzae 5 5
A. calcoaceticus 2 1 1
E. cloacae 2 2
C. freundii 6 5 1
P. aeruginosa 1 1
- P. vulgaris 1 1
S. marcescens 2 2
“" A. putrefaciens 1 1
E. aerogenes 1 1
Total 39 34 3 2

Elimination rate 34/39(87.2%)
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Table 12 Laboratory findings of 30 cases before and after Cefodizime treatment

Case RBC Hb Ht WEC Eos. Thrombo | GOT | GPT Al-P BUN N S~Cr
No. (x10%) (g/d1) (%) (%) | (x10Y) | (u) | (U) (KAU) (mg/d1) (mg/di)
B A B A B A B A |B|A| B A |B[A|B]A B A B A B A
1 {433 |420 |12.7|12.1|38,5{37,1|12,000f 7,400 2 [ 3 (13.1(18.7[10|18{10|19| 6.4 5.9 | 266 | 11.4 | 2,33 | 1.%4
2 | 444 | 428 |13.0)12.740.639.5| 8,100 4,900 1 | 2 [15.0(19.7(17|20(11 (14| 5.6 5.9 | 12.0 | 13.9 | 0.8 | 0.76
3 481 [476 [11.8]11.,7(34.7]34.6| 6,700 7,300 3 | 1 |26.1|20,7|23|22{16|14| 8.2 7.5 | 10.7 | 13.9 | 0.76 | 0.8
4 {442 |457 |13.8(14.0(40.7|41.0[10,100| 7,100{ 1 | 2 [18.5(20.2{20{26|17|24| 154" 162* | 11.0 | 10.5 | 0.9 0.9
5 | 477 | 473 |12,5]|12.5)|38,3|37.6| 8,600 5400{ 1 |2 |19.0|21.1(10|12]|12]|14| 4.2 5.0 | 166 | 13.5 | 0.74 | 0.73
6 |305 |311 | 8.9| 9.3(29.0{30.3|11,600{10,500| 2 | 4 §34.9|40.4(39]26/37)|19| 6.2 6.2 | 23.2 | 19.6 | 1.01 | 0.9
7 |418 | 422 |13.3|13.1|38,1{38.2| 7,900 5,400 1 | 3 |34.0|20.4|21|27]|25{31| 6.5 6.4 7.2 | 10.8 | 0.9 | 0.8
8 1420 |420 |14.5|14.2(43.2|41.7)10,200| 5,400| 3 | 4 [25.8|25.9|15|17|12|22| 7.4 6.2 | 25.2 | 14.5 | 0.96 | 0.87
9 |342 | 426 |12.7|12.6|33.9|36.7| 5,400| 5,600| 5|5 |34.7|29.6|24|21|16|22| 6.7 7.4 | 10.2 ] 13.1 | 0.77 | 0.75
10 (397 | 408 |11.7(12.1]36.5|36.9| 7,300 6,300 1 | 2 |17.6(15.7|19 (281621 5.2 6.1 14.3 16.5 1 0.77 | 0.8
11 | 457 | 471 |13.0|13.6[40.5|41.5| 4,500 6,100| 3 | 1 [16.2|19.1|16|1S5(13]11| 5.1 5.7 | 15.1 | 131 [ 0.55 | 0.56
12 (460 |452 |14.1[14.0|41.1]40.8(10,800( 7,200 1| 2 |20.5(19.0(23[28(18|24| 184 | 196*| 12.0 | 1.0 | 1.0 0.9
13 | 452 | 463 |14.3|14.5|40.1|40.8|11,200( 7,200| 1 | 3 |18.7)|20.5(20|18|15]|19 173* | 176* | 11.0 10.5 1.0 0.9
14 | 474 [487 |13.4|14.0|40.9)|42.3(13,200| 6,500| 0 | 2 [16.0|32.8|{30|40(20]30| 5.1 5.3 | 4.0 | 16.5 | 0.80 | 0.78
15 | 362 {326 |10.1| 9.0{30.7|27.7| 9,800 4,800| 0 | 1 |14.6|21.7(17|15| 6| 8 4.7 4.6 13.5 9.9 { 0.78 | 0.73
16 | 426 |453 |12.1|12.8(36.8(38.9]12,000| 4,100| 0 | 4 |29.0|30.6[21|30(19|26 7.2 7.4 12.8 145 | 0.8 | 0.8
17 {404 {401 |12.4(12.3{38.3|38.4|21,000| 4,900( 0| 2 |14.0(41.0]44 |24 (2621 9.2 8.6 32.8 17.6 1.41 | 0.9
18 |434 (418 |13.3|13.0(39.6(37.9|11,900| 5,500{ 0] 1|21.1{22.4(15/26| 8|18 4.1 3.5 30.0 11.9 | 0.81 | 0.77
19 437 |445 [14.1]|14.2]40.3|40.5| 7,800 7,300| 1 | 2 |18.7[19.5|21]23(23{26| 156°| 164*| 11.0 10.6 | 0.9 0.9
20 (471 | 488 [15.1]14.9]42.9|44.8( 4,900 5900| 0| 2 (13.9)15.7|2228|26(25 6.8 7.4 17.8 19.0 | 0.99 | 0.9
21 430 [406 [14.5713.3(39.8{39.1 5,300 5,0001 0] 3}18.1{17.5}16]18| 8| 8 4.4 4.3 19.6 18.2 | 0.73 | 0.74
22 414 {408 [12.6]12.7|36.5|35.5| 5,300/ 4,700} 2 | 0 {27.5}25.8|{20|23(35|35| 12.5 12.6 16.6 19.7 0.78 | 0.77
23 [413 [ 438 {13.7(13.9(36.0/40.7] 5,300 5,100{ 1| 1]22.5]23.5(17|19(15]13 8.3 8.7 11.1 10.5 | 0.80 | 0.76
24 (449 | 443 [11.4|11.5]33.9(32.5| 6,900| 6,700 2 | 2 |33.9|28.5[19]20| 9 (11| 10.7 10.8 13.1 13.2 0.69 | 0.68
25 |497 {491 (13.6(14.3(40.7{39.9) 5,900 8,000| 1 | 3{33.9/26.5|12|12| 8|11 5.3 4.4 17.8 15.2 | 0.70 | 0.71
26 {432 (438 [13.5(13.9]40.1|40.6( 8,400 5,000{ 0| 1 {21.9]23.8421{23(19)20| 10.3 10.6 13.4 12.9 0.90 | 0.8
27 |373 [381 (11.6(12.2135.2)36.2( 5,000 5,300| 3 | 4|21.5/24.5115|17|14| 14 6.9 8.1 14.5 15.5 | 0.99 | 0.9
28 | 396 | 421 |10.8|11.5|32.0{34.3| 4,000 4.800 311 |11.3]14.3{29)24{30(21 8.5 8.8 21.2 16.0 | 0.75 | 0.77
29 |379 | 382 |12.8(12.1(34.5|34.5| 8,500| 6,600| 2 | 3 [20.5(|16.3]23]14|26|11]| 11.4 8.8 16.5 14.2 0.75 | 0.70
30 |470 | 481 |13.4(13.8(40.4|41.0]13,300| 6,500| 1| 2 |23.6|27.2]32]|27|21|25| 112* 100°* | 11.4 8.7 0.8 0.8
B : Before treatment A . After treatment ‘i
PAAICER T 2RFEEZ OGN, RIEEIZE. coli, X ®
K. pneumoniae, C. freundii, H. influenzae 76 &7 5 L& 1) %3500 B R{LEMEZSRE, HEIVKRI 7L
HRBADOATHY, HHERIRIFTH 7o BIEA, Vo THR-221(Cefodizime), M, 1987
BRREBREOZOONT, FROHMM, Tt 2) Wik B, WEIEX ERERAX 4% W %

1 (WA

Cefodizime DEAEYRE, ERRBBMOKRET £ 1T - 7248,
AHIFLVWESHY 7 2 28 L LTHERAED H 5 EH
tEzoN,

W, LIEE B : Cefotetan(YMO 9330) (2B ¥
AR (% 1) —AHE— Chemotherapy 30
(S-1) : 163~173, 1982
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PHARMACOKINETICS AND CLINICAL EVALUATION OF CEFODIZIME

AKIRA SAITO
College of Medical Technology, Hokkaido University, Sapporo

EINOSUKE ODAGAKI, MASAHIDE SHINOHARA and IKuo FUKUHARA
Second Department of Internal Medicine, School of Medicine, Hokkaido University, Sapporo

"~ Masumi Tomizawa
Sapporo Hokushin Hospital, Sapporo

IcHIRO NAKAYAMA
Sapporo Tetsudo Hospital, Sapporo

Kiyoshi Sato
Clinical Laboratories, Hokkaido University Hospital, Sapporo

We investigated the pharmacokinetics of cefodizime, a new cephem antibiotic, in 6 healthy male volunteers and com-
pared the results with those of cefotetan in a cross-over test. After intravenous administration of the drug at a dose of 1
g the mean peak serum concentration obtained by bioassay was 181.2 u«g/ml for cefodizime and 168.8 ug/ml for CTT af-
ter 5 minutes. The mean value of Ti2( #) in serum was 1.86 and 2.50 h, and the AUC was 322 and 346 ug-h/ml, re-
spectively. The urinary excretion rates within 12 h were 74.8% of cefodizime and 79.6% of CTT.

Thirty patients with bacterial infection, including 11 with respiratory tract infection, 17 with urinary tract infection
and 2 with hepato-biliary infection, were treated with cefodizime by 2 g b.i.d. drip infusion for 3~ 15 days. The clinical
effect of treatment was excellent in 11 cases, good in 17 and fair in 2. The efficacy rate was calculated as 93%. No side-

effects or laboratory findings were observed.



