Population Pharmacokinetics of Tacrolimus in Pediatric Patients with Kidney
Transplant
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between 01/2006 and 12/2013. Figure 1. Plasma concentrations of tacrolimus vs. time after first dose. s o s o
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» The popPK model was developed using NONMEM 7.3 and PsN Table 2. Parameter estimates Population predicted concentration (ng/mL) Time (h)
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Table 1. Demographics of pediatric patients receiving tacrolimus (n=74) Absorption rate (KA, hr) 0.462 (fixed) - 0.462 (fixed) B E E
— 02 (PTT ~ CL) -0.080 -0.112 — -0.049 -0.081 -0.112 — -0.050 R : o-
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. Male 42 c6.8% 03 (WT ~ CL) 0.518 0.340 — 0.684 0.523 0.322 — 0.682 5 § oo
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Female 32 43.2% Between Subject Variability (BSV) 5 v- T v-
White >/ 90->% 2 (CV% 0.205 (45.3%) 0.148 — 0.262 0.203 0.143 — 0.264 2 =
Race Native Hawaiian or other pacific islander 3 4.1% Ocue © (CVH) 205 (45.3%)  0.148 -0, ' s - T, | | | | | T | | | | |
Other/declined A 5 4% Residual Error 0 5 10 15 20 25 0 50 100 150 200 250 300
Non-Hispanic/non-Latino 52 72.8% Proportional error (CV%) 0.111 (33.3%) 0.078 — 0.144 0.110 0.078 — 0.145 opulation predicted concentration (nafmL) Time (h)
Ethnicity Hispanic/Latino 18 10.9% , ] Figure 2. Goodness-of-fit plots. A loess smoothing curve (red line) was fitted for each plot
Unavailable 4 16.3% CLIF = 01 x PTT 2 o WwT : o (degree=1, span=0.5).
Age Group 2 to 11 years 51 32.7% [k = 595.9 44.6 exp(n)
12 to 18 years 105 67.3% Note: CI, confidence interval, PTT, post-transplant time; WT, weight; F, fraction absorbed; CV,
Brand (Prograf) 70 A4 9% coefficient of variation; n, random effect; 0, fixed effect; Bootstrap n=500. CONCL USION
Formulation . ' S _ _ _ _ _
Generic (Sandoz) 86 55.1% In pediatric patients with kidney transplant, tacrolimus PK (via oral
Mean Range capsule administration) was best described by a one-compartment,
Weight (kg) 49.4 13 -115 Acknowledgement : - - - - i At
S8 ' | | first order absorption without lag time, linear elimination model.
Post-Transplant Time (day) 1054 1-4963 This study was funded by FDA grant (FDA/NIH/DHHS 1UO01FDO005191-01). Views - .p- . g. : :
Hematocrit (%) 31.4% 10% —49.1% expressed here by the authors of the work do not reflect the official policies of the Food Fuwre StLIdIeS will investigate the bloequwalence ot the generic drug
and Drug Administration. In comparison to the brand product.
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