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Abstract

Abstract Purpose: The aim of this study was to analyze the effect of various genetic polymorphisms and clinical factors
on TAC concentration in convalescence period (CP) and stabilization period (SP) post liver transplantation. Patients and
Methods: A total 13 SNPs of CYP3A4, CYP3A5, CYP3A7, SLCO1B1, POR, ABCB1, C5 and C6 were genotyped in 97
Chinese liver transplant recipients. Associations between SNPs and TAC concentration/dose ratio (C0/D) were analyzed using
different genetic models in both CP and SP. Multivariate linear regression was used to analyze associations between TAC log
(C0/D) and clinical factors. Results: We discovered that the effects of genetic variants and clinical factors differed between the
two periods as liver function gradually recovered. We identified CYP3A5 (rs15524), C6 (rs9200) along with ALB and Cr as
independent predictors of TAC C0/D. In addition our final model inclusive of ALB, Cr, rs15524 and rs9200 explained a total of
30.5% variance in TAC log (C0/D). Conclusion: The results of our study suggest that in the early stages post transplantation
surgery recipient genetic and clinical factors exert a short term impact on TAC metabolism which gradually decreases with

time.

Hosted file

Manuscript-BCPT.docx available at https://authorea.com/users/525426/articles/595836-impact-
of-genetic-polymorphisms-on-tacrolimus-trough-blood-concentration-in-chinese-liver-
transplant-recipients


https://authorea.com/users/525426/articles/595836-impact-of-genetic-polymorphisms-on-tacrolimus-trough-blood-concentration-in-chinese-liver-transplant-recipients
https://authorea.com/users/525426/articles/595836-impact-of-genetic-polymorphisms-on-tacrolimus-trough-blood-concentration-in-chinese-liver-transplant-recipients
https://authorea.com/users/525426/articles/595836-impact-of-genetic-polymorphisms-on-tacrolimus-trough-blood-concentration-in-chinese-liver-transplant-recipients

Frequency

o

CP Concentration/Dose Ratio (ng/ml)(mg/kg)

Frequency

15000 20000 25000 30000 35000

CP log(Concentration/Dose Ratio)

Frequency

Frequency

H 2000 000 600 8000

SP Concentration/Dose Ratio (ng/ml){mg/kg)

10000 15000 20000 25000 2000

CP log(Concentration/Dose Ratio)



wed.

This a preprint and has not been peer revi

11/au.1(

)95

doi.org/10

https

No reuse without permission

s reserved

author /funder

is the

7 Nov

Posted on 1

Convalescence Period

p=0.077

p=0.005

i

Tac lsg(com)

S
B
= = ¥ = ¥
p=0.005 p=0.008
°
anm] o]
* o
i - i
E 2000 . g 20000 *
N swvses - -, "
p=0.016
o




