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Gastric emptying (GE) of tablets under fasting conditions

Tablets gastric emptying times were gathered from 19 studies during the literature
search. Tablets of round and capsule shape of various sizes were administered to
healthy subjects together with 50 — 250 mL of water under fasting conditions. The
gastric emptying of tablets was evaluated by gamma-scintigraphy or magnetic marker
monitoring. In total 153 tablets gastric emptying times were obtained [1].

Simulation of diclofenac in vivo release profiles

A vector of 100 individual tablets gastric emptying times was generated in R
environment using the Weibull function (Figure 1). On the basis of these values and in
vitro diclofenac release model (Table 1), 100 individual predicted in vivo diclofenac
release profiles were obtained using NONMEM simulation step (Figure 3).
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Table 1. In vitro diclofenac release model. g
100 - Mean diclofenac plasma concentrations
8 arametel LD R after administration of enteric coated
& 6, 2.45 3.9% Voltaren tablets (reference) under fasting
% 75 1 6, [min] 18.2 3.4% conditions [2]. Decovolution of the mean
; Byag [Min] 4.39 14% profile was performed using Wagner-Nelson
2 50 - Ogrr 0.978 1.3% method. /n vitro — in vivo correlation:
S Wyaq (proportional) 6.0% 38% %_abs = 0.934-%_diss +1.40 (R*= 0.992).
) w, (exponential) 0.17 50%
S 254
‘S Residual error 4.1% 17%
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. . Mean in vitro dissolution profiles (n = 3) obtained at several residence times in simulated gastric fluid.
Time [min] Population predicted values for diclofenac released (DR).
CONCLUSION

The link between diclofenac release from enteric coated Voltaren tablets and tablets GE times was estimated allowing adequate prediction of in vivo diclofenac release profiles.
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