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OBJECTIVES METHODS

Tacrolimus 1s one of the major iImmunosuppressive drugs .
used after renal transplantation. This drug Is metabolized

68 whole blood samples were collected from Lebanese kidney
transplant patients from SGHUMC.

and Inactivated by CYP3A4 and CYP3AS5. When + DNA extraction was performed using DNA Blood mini Kit-
Internalized Into the cytoplasm of enterocytes, Qiagen according to the manufacturer’s protocol.

Pglycoprotein repumps unmetabolized Tacrolimus back » End point PCR followed by RFLP were performed to determine
Into the Intracellular medium, which iIncreases the the genotypes of CYP3A5 and ABCBL1.The restriction enzymes

metabolism level.

The aim of this study Is to give an idea about the frequency

of CYP3A4*22, CYP3A5*3 and ABCB1 C3435T alleles In .
| ebanese renal transplant patients, and to establish a
correlation between these mutations and Tacrolimus
metabolism based on Tacrolimus concentration In blood,

taking Into consideration weight and hemoglobin levels.

used were MBOlenzyme for ABCB1 and Sspl enzyme for
CYP3AS.

As for CYP3A4, genotyping was performed using TagMan probes
on an ABI PRISM 7500 Fast Real Time PCR.
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11.8 % of the genotyped sample had at least one CYP3A4*22 allele,
8.8% had at least one CYP3A5*3 allele and 10.3% had 2 wild type
ABCB1 C3435T alleles. According to the formula average
[tacro]/Daily Dose x weight, the presence of one allele CYP3A4*22
leads to a decrease In tacrolimus metabolism by 1.7 fold. No effect
on tacrolimus metabolism In our sample was shown In case of
mutations affecting CYP3A5 and ABCB1. The statistical analysis
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ABCB1 for some Patients using Mbol Enzyme. the C/T
genotype corresponds to 3 bands of 49, 144 and 193 bp
length. The T/T genotype corresponds to 1 band

at position 193bp.

CYP3AS5 for some Patients using Sspl Enzyme. the A/A
genotype corresponds to 2 bands at positions 148bp
and 168bp. The G/G genotype corresponds to 2 bands
at positions 125bp and 168 bp.

CONCLUSION REFERENCES:

*An overview of the historical & legal status of organ & tissue donation &transplantation in Lebanon
[internet]. 2010. Available
from:http://www.nootdt.org/index.php?option=com_content&view=category&layout=blog&id=23&Item
iId=30&lang=en

*Elens L, Bouamar R, Hesselink D, Haufroid V. A New Functional CYP3A4 Intron 6 Polymorphism
Significantly Affects Tacrolimus Pharmacokinetics in Kidney Transplant Recipients. Clin Chem.
[internet] 2011,;57(11):1574-83. Available from: http://www.ncbi.nlm.nih.gov/pubmed/21903774

*Elens L, van Gelder T, Hesselink DA, Haufroid V, van Schaik RH. CYP3A4*22: promising newly
identified CYP3A4 variant allele for personalizing pharmacotherapy [internet]. Available from:
http://www.ncbi.nlm.nih.gov/pubmed/23252948

*Elens L, Bouamar R, Hesselink D, Haufroid V. A New Functional CYP3A4 Intron 6 Polymorphism
Significantly Affects Tacrolimus Pharmacokinetics in Kidney Transplant Recipients [internet]. 2011.
Available from: http://www.clinchem.org/content/57/11/1574.full.pdf+html

*Elens L, Capron A, van Schaik R, De Meyer M, De Pauw L, Eddour D. Impact of CYP3A4*22 Allele
on Tacrolimus Pharmacokinetics in Early Period After Renal Transplantation: Toward Updated
Genotype-Based Dosage Guidelines [internet]. 2013. Available from: http://journals.lww.com/drug-
monitoring/Abstract/publishahead/Impact_of CYP3A4 22 Allele on_Tacrolimus.99499.aspx

Table: Calculations of [Tacro]/DD and dose/kg for the three
doses, and of the average[Tacro]/DD.kg depending on
CYP3A5 genotypes
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hemoglobin and creatinine as potential confounders

» The presence of one CYP3A4*22 allele decreases Tacrolimus metabolism, thus Increases
Its bioavailability in blood.

« ABCBI1 C3435T and CYP3A5*5 don’t have a direct effect on tacrolimus metabolism

 The use of the formula 0.1mg/Kg/12 hrs Is not adequate for Lebanese carriers of
CYP3A4*22.

» The effects of hemoglobin and weight on Tacrolimus metabolism are negligible In
comparison with the effect of the CYP3A4 genotype.
 Diet Is a confounder that could be affecting Tacrolimus metabolism.
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