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Introduction Objective

To explore the utility of Physiologically-Based
Pharmacokinetic (PBPK) modelling to predict
exposure to sildenafil and bosentan in human milk,
and subsequent infant exposure via breastfeeding.

¢ Bosentan Sildenafil
20 mg, 3x/day

Breastfeeding

125 mg, 2x/day

Methods: Physiologically-based pharmacokinetic (PBPK) modelling to predict human milk exposure

" PBPK model for healthy reference individual ) 4 S PBPK model for lactating women )
PK-SIm® and MoBi v9.1 (Open Systems Pharmacology) were used to |
develop the PBPK models for sildenafil [1] and bosentan [unpublished TN L e ) l09(Clser) = -3.912 - 0.015 PSA + 3.367 log(MW) — 0.164 (logPID; ,)
data]. Co-administration results in drug-drug interactions. | log(cle) = 2.793 + 0.179 logP — 0.132 HBD
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Results: Simulation for co-administration sildenafil and bosentan in lactating population Conclusion
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Figure 4. Sildenafil (A) and bosentan (B) in plasma and human milk of lactating women after co-administration of sildenafil (20 mg, 3x/day) and
bosentan (125 mg, 2x/day) [6]
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Table 5: Human milk, and subsequent infant exposure for sildenafil and bosentan
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Abbreviations: MW: molecular weight; F  fraction unbound; P;,.. Intestinal permeability; CYP: cytochrome P450; OATP: organic anion transporting _
polypeptides; Clsec: secretion clearance; Clre: reuptake clearance; PSA: polar surface area; HBD: hydrogen bond donor; M/P: milk-to-plasma ratio; AUC: area- Contact: nina.nauwelaerts@kuleuven.be

under-the-curve; Cav,ss,human milk: average steady-state human milk concentration; z. dosing interval
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