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Farmaci anti-PD-L1 e anti-PD-1: quali differenze?
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Pharmacometric variables in anticancer efficacy of

immune checkpoint inhibitor nivolumab
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Interactions between PD-1 and anti-PD-1 drugs
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Binding surface of PD-1 and binding epitopes of
avelumab, BMS-936559, and durvalumab on PD-L1
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Pharmacokinetic profile of moAbs
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Comparison table of moAbs anti-PD-1
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Comparison table of moAbs anti-PD-L1

_ BMS-936559
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Nivolumab dose-normalized C, ., vs. body weight for

body weight-based, Q2W dose regimens
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Decision tree for dosing monoclonal antibodies in
adult patients: fixed dosing is a rational approach
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Nivolumab exposure (Cavg) in patients given 240 mg
Q2W and 3 mg/kg Q2W
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Nivolumab concentration-time profiles of 240 mg Q2W
and 240 mg Q2W followed by 480 mg Q4W over 1 year
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Long G et al. Ann Oncol 2018 doi: 10.1093.annonc.mdy408 11



Exposure for nivolumab flat dosing at 240 mg Q2W
and 480 mg Q4W compared with 10 mg/kg Q2W
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PK profiles of durvalumab following weight-based
dosing (10 mg/kg q2w i.v.) compared with flat-dosing
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PD-L1 target occupancy (%)

AUC vs. dose level and target occupancy of avelumab
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Observed percentage change from baseline in tumor size vs.
AUCss-6wk (ug-day/mL) and response rates by pembrolizumab
in NSCLC patients with PD-L1 expression in 250% of tumor cells
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ORR and ADRs vs. atezolizumab steady state
AUC In patients
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/’-;,d! - Conclusions

® Immune checkpoint inhibitors differ from a pharmacokinetic
and target-engagement point of view

® Drug dose optimization should take into consideration the
pharmacokinetics of immune-checkpoint inhibitors

® Flat-dose regimens are compatible with optimized exposure
and target saturation (PD-L1 or PD-1)



