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Figure 3: Concentration time profiles of lofexidine in plasma (a), (b) and milk (c), (d) [Simulation design A & C], plasma (a) and milk (b) [Simulation
design B] for different dosing in healthy lactating female volunteers. The blue diamonds represent the experimental data, blue line represents
simulation done with logPmk,.,,= logPk,.,, whereas orange line represents logPmk,.,, computed from logPk,.,. No differences in plasma PK was
observed in these two simulation settings. The shaded region represents the range between the 5" and 95" percentiles. Data were digitized using
e) GetData Graph Digitizer.

Lofexidine on MCF10A-TJ cells

1. Microfluidic Device Design: Mimics the mammary
epithelium environment, integrating fluid shear
stress to simulate blood and milk flow.

2. Static Transwell Model: Uses normal human (d)
mammary epithelial cells (MCF10A-TJ) forming 1800 1

Lofexidine on Caco-2 cells 2000 =

Table 1: Milk to Plasma Ratio of lofexidine Predicted using different approaches
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