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Figure 1: Structure and parameter estimates of murine amoxicillin pharmacokinetic model, based on 76 serum
concentrations in naive and superinfected C57BL/6J mice receiving single i.g. doses of 10 to 350 pg amoxicillin. All
parameters estimated with RSE<36%. All involved processes follow first order kinetics.
*Parameter was fixed to respective value during model development.
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* Elimination half-life estimated by t,, = In(2)*(central Volume/Clearance). Presented are the 51,50, and 95t percentiles of
the elimination half-life as estimated from 500 bootstrap samples.

B Discussion and Conclusions

* Model revealed significant differences in amoxicillin PK between murine
naive and superinfection study group

Previous studies [3] did not indicate saturation of elimination processes in
respective dose range

-> superinfection associated changes e.g. renal impairment [4] most
probable cause

* Accurate description of specific superinfection model enables future
investigation of synergistic effects of adjunct FLAMOD therapy
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Figure 2: Visual Predictive Check of murine amoxicillin pharmacokinetic model based on 1000 simulations stratified by
infection status, including doses of 50 ug for naive (left) and 150 ug superinfected mice (right).
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Figure 3: Simplified sketch of comprehensive PKPD model describing host-drug-drug-disease interplay in context of the FAIR
proposed FLAMOD + antibiotic combination therapy including processes involved in disposition and effect FLAMOD (blue),
immune system (pink), PK and PD of amoxicillin as exemplary antibiotic (green) and bacterial disease submodel (orange).
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