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7772 (Cer) ¥V, HEEBNEN 5 4 — 2 LOMEBICOWTRE Lico BREERSF
xi}s CTX OBREmE-hREEL, #HE 30 HHicB S h T 26.3 pg/ml €, M- EEERN
127357 0.86 RRILETHE IR, FMHEAEETH (Kel) & Cor LORIIARDHBBIRIE
Bbhh (P<0.001), ERFHEBRHER Kel=0.245140. 0050 Ccr 2318 Hiutz, MgME LR,
BRECETEVERLEY, FOERDBE Lo ARHAER i LEE THH, desacetyl
CTX ~"OFEIhKTH oD EEL bR, BRIEERIC KT 5 HEH 2455 % °o CTX 0
RepEIRERIL T 51.7%, desacetyl CTX 13 25.6% ThH, \Fhi BHEED BT
BRI A U125, desacetyl CTX DA Eix CTX il LBETH » oo Indks 3 HID MEBHEHNT
BEDOK T, CTX 3 XU¥ desacetyl CTX it & d iR EIMEAED LR,

i L & [C ;izfel % 21> desacetyl CTX (Fig.2) w E 1t L,
Cefotaxime(CTX) 12, HFLVWEARE7 72 ARY)  TELTEYALCRHPCHES LD LRE S h T
RfigHT (Figl), BKWHEAR27 b7 2% HL, B8, KF O X5 EBHHEORRIZ, BREREE
LLRZ T ABRKRBERVH B D E T Tk TREOBEABLTHILAFHEIRS,

W BEs IO D E M RES RO R, — Fig.2 Chemical structure of desacetyl CTX
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Table 1 Characteristics of patients bhbhiz, RRRAHRT VT 4 7HICHRERE
Pti\tlient Sex Age Weight Cer, MR EE L HEL /RO desacetyl kL& B mm

o. (kg) | (ml/min)  chgymuse X CRPHERMEMNL, 35CKKO MM

1 M 29 55 117.4 BROEBCOVWTLRBLEDT, TORRLRET

2 M 27 57 118.4 %o

3 M 28 80 112.7 B RS %

4 M 25 62 108.2 . % &

5 M 30 72 104.5 R RERAES VT 1 7T TS LEADEE

6 Moo 52 102.4 ORBIELHTS 30 I (BT 22 M1, XF8M, 54

4 M | % 8 1011 12 25~79 F, T 52.8 1) Thot, HEOK, &
Mean 28.7 65.1 1085 4, R, WSIEY —15 LT Table 1 iR Ui, WE
S.E. 11 4.3 2.3 DIREE LTI, 24 BMERE®R I LT $=v2975

8 M 59 64 81.2 v & (AT Cer) ZAV oo ¥1c 30 AL WIRENED

9 M 23 67 80.3 |BEwc X b, Ccr;90ml/min LI E7H (group I), 90

10 F 76 49 75.4 F#§ 60ml/min LIk 66 (group II), 60 X¥ 30mi/

11 M 68 4 75.3 min LIE 86 (group III), 30 k¥ 10 ml/min L{ | 4

12 F ” 59 66.3 & (group IV), 10ml/min 5# 5% (group V) @ 5

13 M 73 57 60-6 group 124}, group BIMEHICBE L7 7cds group V
Mean 62.7 56.7 73.2 12, TRCA 2B MEBTETROEATH -1
S.E. 8.4 3.6 3.3 2. b rvdRm, BRFEHE

14 M 77 43 52. 4 |5, A% lg % 0.5% ERY FH1 7 BHK

15 M 79 58 50.2 4ml W BEMO Lk, WEB~HELL,

16 F 78 45 46.5 CTX 5k 1,15,30 43, 1,2, 6,24 B5R B o KR MR

17 M 37 53 40.1 MABBML, X6k group I Tix 1.5 36 X T° 2.5 Bk

18 F 49 49 39.9 B, group II Cit 2.5 BMBORMbTk-1o ¥i

19 M 64 63 36.7 0~2, 2~4, 4~6, 6~8, 8~24 BME TOR

2‘1’ }FT > " :;"2’ REFTIE » 120 BROFET BEMCOVTE, BRE

X HER L, RS hi- ki X U RKkGIL,

Mean 63.6 49.4 41.7 FE T D ET —20C CHEEF LA,
S.E. 5.4 3.0 2.6 3. MEEE

22 F 76 42 27.3 CTX 3 X UF desacetyl CTX o ffi{§rhds X CRPBE

23 M 65 45 20.9 DREL, WEBGE2 =<t 757 4 — (AT, HPLO)

24 M 69 50 18.1 i© X b EBSIC e ot HPLC 32, Waters ALC/

25 M 52 45 10.3 APC, WISP 710 A Autoinjector (1§ RENEH) ¥
Mean 65.5 45.5 19.15 XUt TRIROTAR # HPLC (HA4¥%) (REREHE
S.E. 5.0 1.4 3.52 ) BEA L, BERBERRICR LIS,

26 M 61 56 5.9 HFa:46mm (BAR)Xx12.5cm (£X)

27 M 30 55 5.5 FERHA : SC-02 (JASCO 10 )

28 F 37 44 3.8 BEE:0.2% BEB7 ve="v4: 2 %) —n=5:1

29 M 48 62 3.6 W& ¢ 1.5 ml/min

30 M 61 56 0 BHFE : 254nm
Mean 47.4 54.6 4.08 R ARERL W5 CTX 3 X0 desacetyl CTX
S.E. 6.2 2.9 1.1 DOBRHBRIZ, 0.1pg/ml (), 2pgml (R TH-

1o
4. KENIFEM T 2 — &
CTX itk CTX oY, one-compart:
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ment open model 1= X HMITLY, £MEYHIEN
A=k R,

5. mWPREOMBENCLSEE

ERREED, MAERICL Y EDX ) hEELRT
FERET B, T CRIEESTRC MR B
sxhi-36) (No.26, 28, 30) K2OWTANKITHRO
apfbRE Y T BN L, kL, BHTMMALE
OmFEENRIERTE LRAT, XK 1g XIEEITRE
ARoFETHRE L, #&5k 30 2, 1,2,4,6 BMEK
FEMRM YRR L, CTX ¥ XU desacetyl CTX DO
ERAE L, EITRIL CTX 5k emMEL, &
ElicB\ 1B k% Table 2 1R L,

B oR R &

. Wilae (Cer) &mWhiRE

CTX oMY & group HOTHMET ¥ L ¥,
757k 7my T35 Fig. 3 OlEDIZR
3, BEMETRELE, group I X Y EDDIXLDEI

Table 2 Dialysis system characteristics

Pati- Membrane | Blood .
ent | Dialyzer area flow Du:gls/gei nt)low
No. (cm?) |(ml/min)
% | EX-25 | 10,000 | 150 | 500 (o0
8 | EX-25 | 8000 | 200 |, 200

4 (single pass)

500

% i ‘AM—IO 10, 000 100 (single pass)

Fig.3 Serum concentrations of CTX after intra-
muscular administration of 1g in subjects with
normal and impaired renal function

o Cer (ol min)

GroapI io—o> 90 /n=7)
* T17e—90-60 (n=6)
o O i 60-30 (0=8)
v V:io—o030-10 (a=4)
* Vie—e< 10 (a=5)

Serum concentration ( sg/ml)
=

SS9 0 1m0 om0 Ao %0 %0 10
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Fig.4 Serum concentrations of desacetyl CTX
after intramuscular administration of 1g in
subjects with normal and impeired renal
function

Cer (ml/min)
24 Growl io=—0> §0 (a=7)
0 ] ie—e 9040 (a=6)
o I e—g0-30 (n=8)
+ N io—a-10 (n=3)
v Vie—a< 10 (n=5)

Serum concentration ( 1g/ml)

0 51530 60 90 120 150 Tine (ni) 35:0 o
Zbh BN, #y5 30 S~ o5h, group I~
VTFhFh 26.3+2.4, 22,7+2.7, 33.71t4.1,
37.7+7.7, 33.0+3.6 pg/ml (Mean=+S.E., A TH L)
TRBEOETE v ERTAEHAN BDHLRL (PL
0.05), BF#MEEE T 45 mEHRED LREAML, 2
BERMELRE TS HIc R &t b, EORKR, miFHRE
DEELAHNTED bhico

desacetyl CTX o f1&-riRE X, group IV 0 14%

B 29 giTRIESh, CTX ik LE 4 DEMEDIE
LoERKENoTeA, FRERDELXE group FD
SPHETE LD, FTR75 7L 7Ry M5 & Fig.
4DL¥hENRD, BREGMEFREL CTX X HBRT
WETaEA1AL SR, group I~ T #5 2 MK,
group IV, V C6RM#IcB O, ¥ group I~V
oREmEPREY Fhfh 3.2%0.3, 1.7+0.8,
5.5+1.2, 7.6+2.6, 22.0+7. 3 pg/ml C, B0 EK
T LB TaEANRLR, & ERBIBITHEY
N LTCo

2. E#ae (Cer) &IRepEf
CTX D RepgEltO#B % & group FOFHETE &

» Er+5E Fig. 5 DEkbh & b, group I3 7
b BRETEAD 24 BME T 0 ARRPERK
51.7+2.5% T, BHEEOETICHVETL, group II
~V CitFh#Fh 51.2+3.5, 41.2+5.1, 24.6+6.8,

2.6+0.7% Thotco RFBERYRDOZ LA L R



592 CHEMOTHERAPY

MAY 1981

Fig.5 Urinary excretion of CTX after intramu-
scular administration of 1g in subjects with
normal and impaired renal function

w| g Cer (mi/nin) L
Group | :@E> %0 (n=7)
o0 9060 (n=6)
o 1:EB60-30 (n=8)
o N0 (n=4)

o + v:O<10(n=5)

Urimary excretion (mg)

g

Ry Chks  G8hs  BEA s Toul (-)o
B XsEboxni@oohsht, & group £O 0~
2, 2~4, 4~6, 6~8 8~24 FFMIfHI%, group I T3 %
hFh 33474679, 7204149, 483+67, 146+42, 12+
5 pg/ml, group II T+ 1615+428, 860+337, 595+
186, 296+182, trace pg/ml, group III T 1562+
399, 1151+244, 513+210, 217+111, 23+12 ug/ml,
group IV i 684+394, 905+308, 576+254, 326+
127, 34+20 pyg/ml, group V Ti 67x23, 110+36,
7131, 61+26, 105 pg/ml (7=73 VRS 1 AI%ER <
4 PIDFH) TH T

&z desacetyl CTX o [RepsEt D #HB % & group &
DEHETE LDERTHE, Fig. 6 D&EhLind,
BHREETEE RO 24 Bl ¥ TORBERHEINEKIT 25. 6+
1.6% T, BEECETFTEWETFL, group II~V €
2 FRFh 25.4+6.8, 22.8+2.4, 16.2+4.5, 8.8+
2.6% Tholo RPOBER CTX tHLEBRAR T
62 2NTBdLAD N, £ group D 0~2, 2~4,
4~6, 6~8, 8~24 RFfEIfEIY, group I TIXENEH
1083+240, 5434157, 591+38, 164+38, 18+4 pg/ml,
group II T % 338+40, 5374166, 415+138, 284+
156, 3+3 pg/ml, group III "Tix 327+86, 660192,
291+54, 142+33, 40+18 ug/ml, group IV Ti¥ 148+
71, 336+122, 280466, 271+57, 11741 ug/ml,
group V Ti¥% 269+6, 95129, 10755, 187+67,
14033 pg/ml (7o7s LERGI 1 SRR < 4 BIDOFH) T
1o

3. EEBHAFMNTA—%

CTX #HEtko CTX OXBN¥MN T2 —s% %L
HHE, Table 3 DEFsh &icsr,

1) B#EE (Cor) LRIEEEH (Ka)

Cer & Ka L ORIRIZEREDCBRIZZED bhith -1z
A, MEEFFO Ka i23F# 1.58/BH & /h& L, £
o ERC I LEMY R TEA ZD bhis,

Fig.6 Urinary excretion of desacetyl CTX after
intramuscular administration of 1g in subjects
with normal and impasired renal function

Cer (i} 'min)

150 19
Grow | (W 90 (9= 7)
 JI'ER9060 n=6)

¢ RN as8) 9
o N B0 a=4)

s Vi< Wia=s)

=
(N) vz L

[

Taal (#9ir)”

2) BitE (Cor) LHAEEEK (KeD 3 XUMm
R BRI (t 1/2)
Cer & Kel & RAtRE RRT5 L Fig. 7D Lk

O 02 24hs  hGha  Gbhm 82 b

wich, WEMCE BED BMMERLS ZBHoh (P<
0.001), EREHRHBR

Kel=0. 2451+4-0. 0050 Ccr (1)
»nigbhi,

®ic. Cer & t1/2 LOBIRYE/RTS L Fig. 80k
Fhicieh, MEMCIZG 3 Ph e W GABIFHIZD
Hh, BEETEMAD t1/2 1% 0.86+0.02 BRI L5 X
his ¥7ct1/213, BRECETIHVERTIHFEBE
THbh, group II~V o t1/2 iz xhFh 1.25+0.11,
1.60+0.12, 2.37+0.25, 2.35+0.15 B TH-1H &
J - Oz E S &, Ccr90mi/min ¥ FHEERE
L7840 t1/2 i3 1.00 BRI LRI his,

3) BHEE (Cer) LAHEHK (VA)

group I~V ¥TodD Vd i3, Th¥h 21.2£3.7,
31.5+3.6, 21.5+2.2, 22,4+5.6, 24.7+2.1LC, &
hyEHI-HTHRDE Th £h 32.745.6, 17.2%
8.2, 43.9+4.4, 50.2+6.0, 45.2+2.9% (L/kg) &1
b, Cer & Vd ORI EEDOBKRIZED LD -
oo

4) BHEEE (Cer) &7 Y 75 v A (Vcl-body) &
OB 279735 v A (Vcl-renal)

Cer & Vcl-body & DBAfR¥RizT5 & Fig. 90¢&
O ThH, BEMTIE HED HRIBIHRA BDHbhL
(P<0.01),

Cer & Vcl-renal & DRI % RiR$% & Fig. 100&
BHTHH, FEMIIL FED HEBEMR: BHbhL
(P<0.001),

¥ 7 Vc-body & Vcl-renal :kDBIFE¥ERTHE
Fig. 11 0 L0 ThH, RMEMAROHBMBRY
ZBdbhtc (P<L0.01),
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Table 3 Pharmacokinetic parameters of CTX after intramuscular administration in subjects with

normal and impaired renal function

Patient |  Cer. Ka Kel t1/2 vd Vcl-body | Vel-renal AUC
No. | (ml/min) | (hr™®) | ChrY) | (hr) (L) (ml/min) | (ml/min) 04({1/;;11)
1 117. 4 6.48 0.843 0.82 15.3 200.1 97.5 77.5
2 113.4 20.55 0.843 0.82 7.5 92.3 156.0 158.2
3 112.7 16.02 0.765 0.91 17.9 168.9 152.7 73.0
4 108. 2 9.27 0.793 0.87 17.5 193.4 167.7 72.1
5 104.5 4.54 0.817 0.85 38.0 390.7 178.0 32.2
6 102. 4 4.70 0.741 0.94 26.9 309. 2 119.2 50. 2
7 101.1 6.07 0.877 0.79 25.6 278.3 115.4 44.5
Mean 108.5 9.66 0.811 0.86 21.2 233.3 141.0 72.5
S.E. 2.3 2.36 0.018 0.02 3.7 37.6 11.0 15.6
8 81.2 4.62 0.611 1.13 40.4 354.0 136.5 40.5
9 80.3 3.14 0.759 0.91 35.1 369. 2 153.2 37.5
10 75.4 1.51 0.515 1.34 33.5 297.6 185.5 58.0
1 75.3 2.34 0.598 1.16 38.5 386.3 157.4 43.4
12 66.3 1.66 0. 408 1.70 18.9 119.6 293.7 129.7
13 60. 6 1.42 0.548 1.26 22.8 184.5 92.6 80.0
“Mean 73.2 245 | 0573 | 1.25 31.5 285.2 170.0 64.9
'S.E. 3.3 0.51 0.048 0.11 3.6 44.6 28.0 14.5
. u 52.4 15.10 0.539 1.29 1.2 107.9 110.0 165.7
15 50.2 3.48 0.326 2.13 21.6 105.9 46.8 142.0
16 46.5 23.54 0.526 1.32 30.1 271.2 69.7 63.2
17 40.1 3.57 0.341 2.03 27.3 143.5 44.1 107. 4
18 39.9 2.08 0.520 1.33 22.1 202.5 46.8 87.0
19 36.7 2.29 0. 465 1.49 22.1 148.2 40.9 97.3
2 34.2 5.50 0.378 1.83 24.1 157.1 10.9 110.0
21 33.2 4.62 0.493 1.41 13.8 135.3 49.4 147.0
Mean 41.7 7.52 0. 499 1.60 21.5 159.0 52.3 121.1
S.E. 2.6 2.70 0.031 0.12 2.2 19.3 10.0 12.3
2 27.3 3.82 0.234 2.96 27.9 125.8 33.5 153.2
23 20.9 4.26 0. 308 2.25 33.4 171.5 53.3 97.2
4 18.1 7.13 0.277 2.50 12.0 55. 4 0.3 300.8
25 10.3 2.34 0.392 1.77 16.2 108. 8 5.5 157.5
Mean 19.2 4.39 0.303 2.37 22.4 115.4 23.2 177.2
S.E. 3.5 1.00 0.033 0.25 5.0 24.0 12.4 43.4
2% 5.9 1.48 0.272 2.55 31.3 131.3 0.8 117.5
a 5.5 1.79 0. 361 1.92 20.8 111.6 25.2 133.2
28 3.8 1.23 0.246 2.82 19.6 82.6 1.8 207. 4
2 3.6 1.61 0.312 2.22 26.9 117.6 3.4 119.1
30 0 1.78 0.310 2.24 24.9 116.1 (] 129.6
Mean 4.1 1.58 0. 300 2.35 24.7 111.8 6.2 141.4
S.E. 1.1 0.10 0.020 0.15 2.1 8.0 4.8 16.8
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Fig.7 Correlation between Ccr and elimination
rate constant of CTX after intramuscular
administration
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Fig.8 Correlation between Ccr and half-life of
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e
o
.

o
<

—
o

Half-life of CTX in serum (hrs)

0 2 0 100 120

60 80
Cer (ml/min)
Fig.9 Correlation between Ccr and CTX body

clearance after intramuscular administration
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Fig.10 Correlation between Ccr and CTX rena)
clearance after intramuscular administration

300 o
y =4.0688+1.4906x

¢ =0.7799(P<0,001)
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Fig.11 Correlation between CTX renal clearance

and body clearance after intramusculer
administration

¥ =128.963+0.6337
01 r=osmp<o) , ,
n=30

"
s

Body clearance (m)/min)
g2

g

100 200 300

Renal clearance (m! min)

5) WHEE (Cor) tmE+BREMB TER AUC)

Cer & AUC L oME¥EFRT5 & Fig. 120k%D
T, WERICIID S h T BNBIRYED bhis
4. mEPBEOMEENCLDLE

MEENTEE 3 ADIEEN RS L OFITHRD CTX D
nEFREYTHETELD, ER777ELTRy b
T5& Fig. 13 DLlksbhicics, frbtk 30 2, 1,26
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Fig.13. Correlation between Ccr and AUC of CTX
after intramuscular administration (n=30)

kL .

AUC (pg/ul)(br)

0 20 40 60 80 100 120
Cer (ml/min)

B EO MESPREE 12, FEENTEF C th £h 30.4%
55, 35.2+5.8, 33.7+5.9, 11.9+2 9 pg/ml, EITEs
tEhEh 41.6+0.9, 43.2+2.6, 32.7+4.7, 7.8+
1. pglml CH oo Tibd CTX oMmiFHlEEz,
R5tk 1 BRI ¥ CIBITRECRD - 1c0%, 2 BT
L, 6ESRITIZAY 4 pg/ml BHTRE CEME R L, ¥
OB EBHERY T A —FIe DOWT RHTS &,
Kel it3bE 470 ¢ 0. 30510, 037/B5MS, IR 0,432
+0,017/B5P CEWBF TR L t1/2 2IEENBST 2.37
+0.32 B5RS, EHIREC 1,610, 07 R C, MEEATIC
X h¥H 0.76 BHOERLBD LI,

KK desacetyl CTX omg-h@E% CTX &R
VifET¥ L@ Fig. 13 shikimLic, #58 30 4,
12,6 BB mEFME 12, EEHRKETETHhER
trace, 0.7+0.7, 5.5+3.5, 12, 4+7.0 ug/ml, FHHTHET
th¥h trace, 1.1+1.1, 5.9+3.1, 8,7+5.7 ug/ml
T, BT 4 BRI E ¥ CIXIEBATREE TRY » 3, BT
ATRCHE LT\ s

* &

CTX i, HLWEARE7 » v AR Y VREHFAT,
BAT~BAMIhT desacetyl CTX ZfLL, ¥
ROESBRBIITCTH S L LbhTL B4,

bhbhit, BRERAES v7 1 7 TRAEZEUEAD
BROWBEYHT5 30 KL LT, AH 1gf
ERO MM 36 & O R A BRI BIE Lico BEE
W3, desacetyl CTX & ARFCHIETE 52 L0

Fig.13 Serum concentrations of CTX and desace-
tyl CTX after intramuscular administration

of 1g in patients on hemodialysis. Crossover
method (n=3)

Hemodialysis (HD.)

o \ @—a not during hemodialysis (n 3)
0 \ X {zr o during hemodialysis  (n 3)
\ desacety! lH not during hemodialysis (n §)
CTX lo-- 0 during hemodialysis  (n 3)

\

[=3
S

Serum concentration ' g =l
[
k=2

desacetyl CTX

-
-
-

051 2 4 6
Time (hrs)

EHEIv 2574 —LIDTEST, ¥ CTX
DRIE(EA S one-compartment open model 5T
ML, BOhCEMERNEN T £ — & L FHEER
HEE L ONARITOVWTLRE Lic, nksBliEDR
L LTz 24 BSMARK 2 v7F=v2 V75 v A
(Cer) ZAV

AFGERO CTX oMmiF-hREL, FREDCETIC
BB h, TOLRIIBETHY, BNHORE
M REGERADK 1.4 f5TH » o REMBERR
BELARED M8 REED FREE, TEBIEHGTIRECH
T, BRECETEHVBE(LTIHEELARD LRI,
= OBE/LBIAIL, Cor & Kel & DM EEDOEMRBIR
RBEBLAI LR X W EMTHR, Fi Cer & t1)2
L DI B eh e W ERRIBIR A B Hhice Tods
BAEEEFO t1/2 37 0.86 K LitHIh, Th
D7 7 r AR Y VREERD t 1250 L LT
BIEFOHRMHNREIEELORL, CTX 0 t1213, B
BEOETCHEVERT SN, EHATLEEAD 2.4
feie+ ¥, ORRIAER, Bliid cefazolin (CEZ)
D REEREC k15 30 BEREILLE®, ceftizoxime
(CZX) DEMBlIcKFS 30 B ELHBELTS,
FORERIIEBDTRETH - —F, desacetyl CTX
OmEHRER, B4OEACL VELDEHAKEV
b%ﬁﬂ%ﬂ@ﬁﬁhiﬁbf:ﬁxotbi, CTX X bELH
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CERTERATHEANED Hh, ¥ WRIEE T
WEDRMRBEE L T oo, X H IR I M REL,
BRECETHV LRETAEANBDOh, ZLE
FOICRELR LI, LEDRME b CTX OBE0
B, TLLTooRsTsRBCHRLTVWS
DE EXLhi, Tiht FREREZCKVT, B
H o0 PEERERT X b fisic L CTX 2BkAc
desacetyl CTX {3+ 573, CTX 20 L D12k
EExind, £oRELT CTX © t12 OELED
MELIZEORWEEL BRI,

DeTTLI D183, Kel i3 WM AHBEESR (K LW
HEHEAEEEH (Knr) Of1Ch b, A2 Kr i Cer
CHHATS EBELTVBA, FHicoWT) (1) &
TR LCHRBGRLARD bhl, COMREMGHETS
& CTX o Knr (£ 0.25 &7 %M, DETTLI D& LT
WEBRRDE7 > v AKY VREERD 0.02~0. 0319,
FRLEHR CZX @ 00297 Lz B L TAKD Knr
BHELMEKEWVETH >0 ThbbAFIIMDO €7
» R AKRY YREEFICH LBAENAOEHAL L Z
Z LI Bh, TDKFL desacetyl hADBTIZ LS
LDTHDEELLRL, MEFRETHEDNLEE
EH (Kn) iz, Ccr 90mlmin * EHBRE T 35L&
0.70 &7ch, cephacetril (CEC)® L FBELEL b
oo FAEBETEED HAEEEHI (Qo0) ik 0.36
Eigh, fDL7 y v ARY) vREEH O LAE
flE'C‘ﬁcho

BREEEFO CTX 0 VdizF#g2l.2L LK
h, ThiGEIIHOYETHRS EFY 32.6% (L]
kg) &7cbh, CZXW L 3FR UETH - 70

Cer & Vcl-body 35 X U¢ Vcl-renal & @ B, Vcl-
body & Vcl-renal & D], Vcl-body & Vcl-renal & o
HicZWwFh b AROMAMMELAZED bh, BiEDS
b2Ish B, CTX Difiad b4k Cor 25 L
THOBBECLERELTWAZ ERR LT W,

Cer ETIH CTX o AUC iz AT 2 A2
BbRIH, t12 ERRMO L7 » v R# Y v R¥i4EH
RELEDHMARIBETH 7 Shb i bh desa-
cetyl CTX ~DRHICHE LTS EEL bhi,

BRELEGDO CTX ORPAOHIE I, T,
S50~ 2RO BN B LS, FOWRB LR
L, 24 BsH ¥ TORKRFENRILFR 51.7% TH-
o —7, BHHBEERMAD 24 BE* CoORKRHEIR
Hi1FH 25.6% THH, CTX & desacety CTX %
x7c 24 RMIRBRRFPEWRKL 77.3% Th o710 Reb
BEft &Y, CTX ¥ X UF desacetyl CTX & & i BHtED
ETCHWETT 54, BEOETRILIEC L LEE

Thbh, MEBFHTIL desacetyl CTX DiEfg i
CTX ¥ L¥boTli ¥ic CTX O RPMEIL, \»
FTho group ici\ T 5% 8 BN % Tik 50 ug/ml
LETab, CTX DHBHINSATHEREICIS LK
MO TE DMETD - oo desacetyl CTX D Ry
Bz, WFho group BT LSS 8 BN % Tt
100 ug/ml LA EThH b, WEEDE T\ BIERL,
FGMED BT 5 HEL BHOLRI, 7t # desacetyl
CTX %, cephalothin (CET) D&h it R hHfiH%
HL, EOHAWOZEEC L - Ti% 1/10 BEELEEX
RTEHY, MUK L THRERE I KD,
B0 LEL ORI,

HE, WHMERERCITAFGERDO BB
TREL, BREETCHELCEOBBIBLT S LY
BB LI L LIBOARAERERICH, BREET
iS5 CTX 20 oofidic it 5 Mt HEmeE
Thoto T CTX REDHRME L BMBREL DS L
EVRLEDOHVEFVEEXLRDZ L, CTX v
AN ANIEREREEECN LTOLTLLRSES
EORMOLEIR LD EEX b, 17 LFRE
REEEC LB oh Thishicdsit % desacetyl CTX
DEREAALEDOLID = Ehb, FORBEEYSH
TELRBRHDOLENRDA 5,

B MBATEE 3T, CTX IV de
sacetyl CTX o fi i+ EEA MBEB/ITIZ X H 21T 5%
ZOWTKE Lz, CTX oMmihlEEiz, 68EoMm
BETC X VETT52EANED Sht-d, FOETX
BET, BHTROMmMHRELHIIIEENRD 2/3 &
AMLIIE E¥ 57 ¥ 7 desacetyl CTX & g%
MT X 5REZREVBD SR,
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PHARMACOKINETICS OF CEFOTAXIME AND DESACETYL
CEFOTAXIME IN NORMAL SUBJECTS AND PATIENTS
WITH IMPAIRED RENAL FUNCTION

Mitsuo Ouxawa, Suujt ToxuNaca, RyocHu Suopa, SHoicHr Kawacuchi,
Masaru Sawaki, MasavosHr SmiMAMURA, EiNosuke NAkKASHITA
and Kryoicur Kuropa
Department of Urology, School of Medicine, Kanazawa University
(Director : Prof. K.KURODA)

Ikvo Mixawa, Suoyr Hirano and Isamu Moror
Department of Urology, Koseiren Takaoka General Hospital
(Director : Dr. I. MIKAWA)

Cuiaxr NaNco and Akira OxasHO
Department of Urology, Fukui Red Cross Hospital
(Director : Dr. C. NANGO)

Snont Awazu
Department of Biopharmacy, Tokyo College of Pharmacy
(Director : Prof. S. AWAZU)

The pharmacokinetics of cefotaxime (CTX), a new semi-synthesized cephalosporin antibiotic for
injection, was studied in 7 normal volunteers and 23 patients with impaired renal function after a
single 1-gram intramuscular injection. Serum and urinary concentrations of CTX and desacetyl CTX
were determined by high pressure liquid chromatography. The pharmacomacokinetic parameters of
CTX were obtained by analyzing the serum level data of CTX based on a one-compartment open
model. The mean peak serum concentrations of CTX and descetyl CTX were 26.3 and 3.2 pg/ml in
normal subjects, respectively. There was a significant linear correlation (p<0.001) between the elimi-
nation rate constant of CTX and the creatinine clearance. The mean serum half-life of CTX was
calculated as 52 minutes in normal subjects; the half-life increased in patients parallel with the degree
of renal impairment. The mean cumulative urinary recovery of the administred dose in the 24-hour
urine was 51.7 per cent as CTX and 25.6 per cent as desacety] CTX in normal subjects. As renal
function declined, the urinary excretion of both CTX and desacetyl CTX decreased.



