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Effect of probucol on the concentration of cyclosporin A in patients

with nephrotic syndrome

Hiroko WAKASUGI, Mari YOSHIMOTO, Maki AOKI, Riyo OSAWA, Takahiro FUTAMI,
Takahiko ONO*, Eri MUSO*, and Ken-ichi INUI

Department of Pharmacy, Kyoto University Hospital, Faculty of Medicine,

*Department of Cardiovascular Medicine, Graduate School of Medicine, Kyoto University, Kyoto, Japan

The first choice of therapy for nephrotic syndrome is steroid, and cyclosporin A (CyA) or other
immunosuppressants are selected for steroid resistant or recurrent cases. Nephrotic syndrome accompanies
hyperlipidemia for which HMG-CoA reductase inhibitors are mainly used. On the other hand, probucol
is used in cases showing inadequate effects or some adverse reactions under treatment with HMG-CoA
reductase inhibitors. Recently, we experienced several cases whose blood levels of CyA were decreased to
about half that before the combined use of probucol, and concomitant administrations were discontinued.

Based on these cases, we considered that the use of probucol should be proscribed in patients with
nephrotic syndrome accompanying hyperlipidemia giving preference to CyA treatment. In cases of
unavoidable usage of probucol, CyA dose adjustments are required on the basis of frequent CyA blood

level monitoring.

Jpn J Nephrol 2001 ; 43 : 595-599.
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Fig. Effect of probucol on the serum concentrations of
cyclosporin A in a patient with nephrotic syndrome (case
3 . membranous nephropathy, rheumatoid arthritis)
Concentration changes of serum protein (TP), albumin (ALB),
and total cholesterol (T-Chol) are also shown.
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X 124 ng/ml Th o7z, 6 A 16 Hix CyA MR 53 ng/
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DEIZERA L 72 CyA BE&ITFERNC & > T 100 mg 2 5
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Dose O FEHFHIKF Cmin/Dose 123§ 2 H & 2RKD 72 & &
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Table
of nephrotic patients

Change of Cmin/Dose of cyclosporin A with or without probucol in the treatment

Dose of CyA Dose of PB

Cmin/Dose (ng/ml/mg)

C3% (mg/day)  (mg/day) without PB with PB ratio
| 150~300 250  0.46%0.04 (n=6) 0.27+0.04 (n=12)** 0.59
2 150 500  0.54%0.20 (n=10) 0.31+0.07 (n=5)* 0.57
3 100 500 1.142£0.18 (n=16) 0.53 (n=1) 0.46
4 200~300 500  0.75+0.26 (n=11) 0.48+0.09 (n=4)* 0.64
5 250~300 500  0.53+£0.06 (n=4) 0.23 (n=2) 0.43

CyA : cyclosporin A, PB : probucol, Cmin : trough concentrations of CyA,

Ratio : (Cmin/Dose with PB)/(Cmin/Dose without PB)

**p<0.001, *p<0.05, significantly different from the corresponding value without PB
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