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Introduction
ISBA is an online expert system (https://pharmaco.chu-limoges.fr) routinely used since 2005
for estimating the AUC of immunosuppressive drugs through PK modelling and Bayesian
estimation, and proposing dose adjustments to reach predefined exposure targets.

Objectives

Results
Demographics

•
419 patients from 21 French KTR centres  1935 Tac AUC0-12h
•
Tacrolimus dose: 3.5 ± 2.2 (0.5 – 20.0) mg bid
•
Patient age: 12.3 ± 4.7 (2.0 – 18.9) years
Variability of AUC0-12h
• Inter-individual: 40% over all post-transplant periods
• Intra-individual: 32.3% over all post-transplant periods,
25.8% when restricted to a 3-month time span
Age effect
•
No age effect on tacrolimus C0 or AUC
•
Tacrolimus dose increase significantly with age
•
Cmax, C0/dose, Cmax/dose, AUC/dose decrease significantly
AUC/C0 does not vary with age or post-transplantation period

Table 1: AUC0-12h ranges proposed for pediatric KTR

We retrospectively analysed the ISBA database to describe tacrolimus (Tac) pharmacokinetics
and exposure, evaluate the efficiency of ISBA dose recommendations and propose Tac AUC0-12h
target ranges in paediatric kidney allograft recipients.

Methods
We analysed 1935 requests for Tac dose adjustment in 419 patients aged <19 years treated with
immediate-release Tac, posted by 21 French renal transplantation centers.
We studied the variability of Tac exposure and the efficiency of AUC dose adjustment.
Using the AUC vs. C0 regression equations at different periods post-transplantation periods, we
derived AUC0-12h target ranges from the C0 target ranges.

Conclusions
•
•
•
•

Figure 1: AUC0-12h vs. C0

First requests (n=419)

Tac AUC0-12h intra-individual variability is rather low in paediatric kidney transplant recipients
Based on its (rather loose) correlation with C0, we propose target ranges for Tac AUC0-12h in
this population, very close to those previously reported for adults (1)
ISBA efficiently helps to reduce Tac underexposure or overexposure.
Estimating the AUC/C0 ratio may help to determine personalized C0 targets.
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Figure 2: % of 1st requests in the
recommended AUC target ranges

Figure 3: % requests of rank ≥2 in the recommended AUC ranges

