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Absorption of ceftizoxime from peritoneal dialysate and
its pharmacokinetics in chronic kidney failure patients
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!
ABSTRACT The pharmacokinetivs of ceftizoxime
(Cef} and its diffusivity across ihe petitoneal mem-
brane were studied in 10 chronic kidney failure pa-
tients undergoing continuous ambulatory perttoneal
dialysis. Cef was determined by HPLC. The results
showed that the disposition of Cef could be described
with a 2—compartment open model after | g
intravenous infusion. Fj,= 202 5 L. AUC = 1237
+327 ug m! ' - b Ty, = 169+45 b, which
was much longer than Lhzat of patients with normal
renal function. Therefore. the regulation of dose
Tegimen was necessary when treating patients with
renal failure. Cef was partly eliminated by peritoneal
dialysis with the Cf, of 29 1.0 ml - min™". The
hidirectional exchange of Cef was seen between hlcod
and dialysate. It is more suitable to describe the
diffusive characteristics of Cef from dalysate (or
blood) into blood (or dialysate) with a zero order con-
stant rate model. The absorption percentage of Cef
after 0.5 g insulled with peritoneal dialysate was 90.4
+ 7.0 %.

KEY WORDS ceftizoxime:  pharmacokinetics-
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MATERIALS AND METHODS

Heh  Cef Br5FF15 B A Pupsawa Pharmacen—
ucal Co Ltd &%, & | g #LE 01101

HPLEE AEBRMEREA 0H. HESW
EiRY:, BHXBERE, HSREETET. Sk
FIEHEAS7d BHEN38wk, FH87rs96d. LLE
FadLsr A A, BRGH. EH SH. A 4idtiy VD R
HAFMR., FPRAMNEERSE CL= 74+ 28 m]
~mn ' B 4LETHREWRE AT, B8 CL= 7.5
0.6ml - mn™.
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—30 CREFEIS 44T,
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Fig 1. Ceftizoxime concentrations in plasma (@) and
peritoneal dialysate () after 1 g intravenous infusion
in § continucus ambulatory peritoneal dialysis patients.
xxs (Y. replacing dialysate).

Tab 1. Pharmacokinetic parameters of ceftizoxime af-
ter g intravenous infusion in 5 continuous ambulatory
peritoneal dialysis patients.

Parameters x *5
AUC/ g -ml' - h 1237+ 327
Cy 7 ug - ml! 73+ 31

A ug - ml! 24+ 21
B/ pug - ml! 49+ 12
/b 0.52+0.35
B/h 0.0430 £ 0.0096
T, 7/h 1.9+1.3
Ti, 7 h 169+ 4.3
K. h! 0.13+0.13
K. /b7 0.37+0.19
K,/ h! 0.061+0.023
¥ /L 16+7
1,/ L 20+ 5
Cl,/ m! - min™ 15+3

Cly / ml - min™' 43+25
Cl, . ml * min™' 29=14)
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RESULTS

AHFEAN VD Cefl g 5. #H-—FE#ES
HEHLE, SREV Cf AL EREG =
W H, Him#HkE ek (Fig 1) /[ Hin
FRR, C=24e""'1409e79 vy 5.
HIZNHe BE =733 pg - ml' Ju=2025L,
T, = 165%+45 h. AUC = 12374327
ug - ml™ - b, HEHHHBKIER Tab 1.

Cef VD J5. eI 8 iyl B B ) 1 4
BmE# . E 3 hitH B Bk
THAET, RAEXNEHTH. RESTRRE
R R, D4k aes @ e sk R MIE
(Fig 1), Z B0 i Fun Ak B 2 A ik Tty
24 h BEER R rhHEH R 5 B0 1821 110 mg
131226 mg (Tab 2), 3 /4y 80 Cl, 57 8A
29+10f4.3+29m!l - min™,
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Tab 2. Ceftizoxime excreted in urine and peritoneal
dialysate after 1 g intravenons infusion in 5 continuwous _ mw f\f\
ambaulatory peritoneal dislysis patients. x * 5. '-E T\ T\ |
L] "----.______Jc
Internal time /h  Dialysate / mg Urine / mg = \i ...___l
S
0-3 310 46 36 g lo V?‘dﬂ — :
3-7 36+ 12 50+ 33 : |y
7-12 31+ 10 32425 g
12-24 33+9 53+ 38 g
Total 13126 182% 110 8
+1 + 11l .
% of dose 13.1+26 18+11 g 3 a s . 5 5
Time / min
Cef BEREEE5 . WHE 1 h, Cef M#kME ) ‘
Fig 2. Plasma (:} determined: @ fitted) and

EABE, 4h 5 LIRS RE & TFEH

B¥% 12hi, FHmEHREL 127223 ug
-ml™; BHEEREFEHN 209= 115 ug
-ml™, EHRERTH 2140 611 mb

JE B B B 4 Fik 90+ 7 % (Fig 2). Cef
R ERPRELEL. £ MCPKP & F 1l
&, BMEN _EHEBE C=64.3e" 5
+76.0e7 0", RehiEER RS, 06hH N £
Img. 6—12h 4 12+ 6mg. 12h BitERE
A 23mg. AEFIENA5%. Cl, VD
Fi5HEL 25 288+09ml * min~,

DISCUSSION
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SO0—-100%RE E 18%. HW'BRFBEAMA Cef
W, BB RE, CIBFER. LLFRIEA
XHEDEEE. FREERARGH £
VA Cef 1 g VD J5. Cpp 38 73.3 g - ml™,

4hfy, C=180ug ml™', 48 h /5. FMl C
% 6.17 ug- ml™. Cef Bk £ G @y
MIC,, 97 2 g - mI” LA T, EHBEHERS
AT hedE 48 h, TR H, fE1g/48h
BKEREE BTRIET . LR &5 E8.
FEEBRN, AWMHEE g/ 24h, WM

peritoncal  dialysate ( < ) concentrations of
ceftizoxime in 5 continuous ambulatory peritoneal
dialysis patients after 0.5 g intraperitoneal instillation.
Xt

H oA i # B (Cmn =139 yg- ml”,
(C ) =309 pug - ml™'. Xk BERTERERREAT
VASPt & B G~ AR H 2.

A3 R AR R I IR B H T A R b Cef M
ERER. B ChL AR, 814 C 1
20%. MAMMEEZ. GiERpE -2k
Fi. Cly #9%h Ch 5 30%. BEBRKIFGTE
B, Cef a8 B e Rodim 72 £, 7 B k.
EESERERMENEFNERREAR. Bi%
M3EH R (V). BB EE (V)
Wl Cef AT4E V. 0 Vyp, I8 H BB 1. MR AE
FMEZRBEHRTEMN Vep B V. HK Cef
VD A[{EIT R R e, Xt T Cef Ml R4 125
A, BEX VD RMBEES SRS, EEEDL
i A (L #E. H MCPKP BF 4, &
REVLFEH IR RN R BEIREEIENHE.
Bi Cef LAtHAZ BB ZTHIE. HiFEHH
A

C= 11.75(1 —e ¥™n (1

Cpp= 12.54 (1 — &30 2]
I AR THERAER 120 WBRBFER. =
TiEk FBEERE2 3, 4K 6hETHN. B
AR B AT Cef IR YL R (Fig2). H
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Influence of dexamethasone and epimephrine on
glycogen content and cytosol glucocorticoid receptors in
byperthyroid rat liver’

M1 Zeng—Hui, TIAN Ying".
(Depariment of Pharmacelogy, Beijing Medical Uni-
versity, Beifing 1000837  “Institute of Basic Medicul
Sciences, Academy of Military Medical Sciences.
Beizing 100850, China)

CONG Zheng’

ABSTRACT  The influence of hyperthyroidism on
the action of drugs affecting rat tiver glycogen content
and its mechanism were investigated. The thyroid—
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induced hivperthyroidism of rat served as the model.
[n mormal rats, dexamethasone (5 mg - kg™', ip) o
creased the content of liver glycogen and decreased the
B .. of glucocorticoid receptors {GCR) in liver
cytosol. These effects were mimmized or even disap-
peared in hyperthyroid rat models. On the other
hand. :n normal rats. epinephrine (0.20 mg * kg ',
ip) decreased the content of liver glycogen. This effect
was potentiated in  hyperthyroid rat  models.
Epinephrine did not affect the B, of GCR in liver
cytosol of normal and hyperthyroid rats. These re-
sults sugpested that hyperthyrowdism may be one of
the causes effecting the individual differences of drug
action. and that the influence of hyperthyroidism on
the glycogen—increasing action of dexamethasone cor-
related weil with the changes in glucocorticod
receptor.  The mechanism of the influence of
hyperthyroidism on the glycogen—decreasing action of
epinephrine is to be further explored.
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