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Significant factors associated with the decrease in CYP3A activity in patients
with chronic renal failure
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The aim of this study was to identify significant factors associated with
the decrease in CYP3A activity in patients with chronic renal failure. Compared with before kidney
transplantation, plasma 4B -hydroxycholesterol concentrations were significantly elevated on days 90

and 180 after living kidney transplantation. Plasma concentrations of 4f -hydroxycholesterol on
days 90 and 180 after kidney transplantation were significantly higher in the presence of the CYP3A5
*1 allele than in the absence of the CYP3A5*1 allele. Furthermore, accumulation of indoxyl sulfate
was associated with phenoconversion of CYP3A in stable kidney transplant recipients.

CYP3A Phenoconversion 3-indoxyl sulfate CYP3A5



Cytochrome
P450 (CYP) 3A
CYP3A
CYP3A
CYP3A 50%
J Lipid
Res 2013 CYP3A
6
a
CYP3A
CYP3A
CYP3A
CYP3A

25 180

63

7 14 30 90 180

1

CYP3A
48-
/
ELISA
CYP3A5 AB986G
CYP3A5*3 TagMan
PCR
(1) CYP3A
CYP3A5
90 180
443-
CYP3A5*1 CYP3A5*1/*1
CYP3A5*1/*3
CYP3A5*3/*3 90 180
1
2
CYP3A CYP3A5*1
CYP3A
CYP3A5



—@— Patientswith CYP3A5* 1 allele
—O— Patientswithout CYP3A5*1 alldle

#

m_‘% ‘

°
T
B
g ]
En ' ]
55
287
g
E 20
2
-9
0 T T T T T ]
0 30 60 90 120 150 180
Day after living kidney transplantation
1 CYP3A5
4p-
—@— Patientswith CYP3A5*1allde
s 80 1 —O— Patientswithout CYP3A5*1 allele
o
& & 60 4
85
S
BEw
O
DE
Bo 20 -
582
E=
7
L 0 T T T T T ]
0 30 60 90 120 150 180
Day after living kidney transplantation
2 CYP3A5
eGFR
(2) CYP3A
4p-
CYP3A
(3) CYP3A

Phenoconversion

Phenoconversion

CYP3A  Phenoconversion

CYP3A
Phenoconversion 40
Phenoconversion
6 a

Phenoconversion

CYP3A Phenoconversion

1
1. Suzuki Y, Fujioka T, Sato F, Matsumoto K,
Muraya N, Tanaka R, Sato Y, Ohno K,
Mimata H, Kishino S, Itoh H. CYP3A5
polymorphism affects the increase in CYP3A
activity after living kidney transplantation in
patients with end stage renal disease. Br J
Clin Pharmacol 2015, 80, 1421-8. doi:
10.1111/bcp.12733

5
1. Suzuki Y, Muraya N, Fujioka T, Sato F,
Tanaka R, Matsumoto K, Sato Y, Ohno K,
Mimata H, Kishino S, ltoh H.
Phenoconversion of CYP3A in chronic renal
failure; what is the factor involved? 15th
International Congress of Therapeutic Drug
Monitoring & Clinical Toxicology, 2017/9/24
9/27, Kyoto, Japan.
2.

CYP3A  Phenoconversion
36



2015/12/9 12/11

CYP3A5

CYP3A
25
2015/11/21  11/23

4. Suzuki Y, Fujioka T, Muraya N, Sato F,
Matsumoto K, Tanaka R, Sato Y, Ohno K,
Mimata H, Kishino S, Itoh H. CYP3A5
polymorphism and accumulation of indoxyl
sulfate affect the rate of increase in CYP3A
activity after living kidney transplantation in
patients with end stage renal disease. 14th
International Congress of Therapeutic Drug
Monitoring & Clinical Toxicology, 2015/10/11
10/15, Rotterdam, the Netherlands.

5. Suzuki Y, Fujioka T, Sato F, Matsumoto K,
Muraya N, Tanaka R, Sato Y, Ohno K,
Mimata H, Kishino S, Itoh H. CYP3A5
Polymorphism Affects the Increase in CYP3A
Activity after Living Kidney Transplantation in
Patients with End Stage Renal Disease. The
12th Congress of the European Association
for Clinical Pharmacology and Therapeutics,
2015/6/27 6/30, Madrid, Spain.

0

o

&)

®

*

SUZUKI, Yosuke

10737191



