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OBJECTIVE

MEN1112 is a humanized de-fucosylated monoclonal IgG1 antibody directed against human Bst1/CD157, currently under development in relapsed/refractory acute
myeloid leukaemia (AML) (ARMY-1 study). In absence of receptor occupancy assessments in target or surrogate tissues, the aim of the present work was to develop
a mechanistic target-mediated drug disposition (TMDD) model (i) to describe MEN1112 pharmacokinetics and (ii) to provide an in silico projection of receptor
occupancy (RO) in peripheral blood and at the target site (i.e. bone marrow (BM)). j
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of MEN1112 (0.1-1.7 mg/kg) injected weekly for two 3-week
cycles were used for model building. Extensive PK sampling Kel=CL/V [1/h] Kdeg [1/h] Kint [1/h]
scheme (~30 samples/patient over 2 cycles) was adopted In \ \ \
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behaviour of the drug
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TMDD model [2] was implemented. NONMEM version 7.3
was used to develop the model RESULTS
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have been considered:

1. Receptor density in BM to be equal to the estimate
obtained from serum data (R,)

2. Receptor density in BM to be 30, 50, 100 and 200% |
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m The estimate of the drug-receptor dissociation
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m It has to be taken Into account that data obtained in the 100
literature for another monoclonal antibody, Isatuximab,
iIndicates that the relationship found between in vitro and BM
receptor occupancy with respect to plasma concentrations
was similar [4-5]
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