Revealing the complexity of monoclonal antibodies exposure-response relationship
in metastatic colorectal cancer patients while mitigating confounding factors

S. Lobet!, G. Paintaud®?, T. Lecomte' 4, D. Ternant%?

IInserm UMR 1069, N2COx, Tours University, France; “Pilot Centre for Therapeutic Antibodies Monitoring (PiTAM), CHRU Tours, France;
3Inserm U1327, ISCHEMIA, Tours University, France; *Gastroenterology and Digestive oncology Department, CHRU Tours, France

INTRODUCTION

Monoclonal antibodies (mAbs) like cetuximab (CTX) and bevacizumab (BV) are key treatments for metastatic colorectal cancer (mCRC) [1]

Understanding the exposure-response (ER) relationship of these mAbs, and of oncology in general, remains complex and controversial:
* Conventionally: 21 [mAbs] associated with better clinical response (“exposure-driven” relationship) = A Survival (PFS) (as shown in several studies of CTX [2-4] and BV [5-7])
e However: some authors has suggested the absence of an ER relationship for CTX [8-9] and BV [10-11]
— these discrepancies may be explained by cofounding factors [12-13], such as:
* baseline disease status ("prognostic-driven" relationship)
 dynamic phenomena like target engagement and disease improvement over time ("response-driven" relationship)

Objectives : Challenge conventional approaches to describing and interpreting ER analysis
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4) Mitigation strategies applied to exposure response analysis

* to account baseline prognostic-driven and response-driven factors on the ER
e time-varying CL component added to first-order CL term on the base model
e association of TTE with PK parameters tested, using TTP as covariates
e association of CL with TTP tested, using CL as a covariate of h(t)

Figure 1 : Strategy Development for Modeling the Exposure-Response Relationship

RESULTS
Table 1 : Population parameters of TMDD and joint PK-TTP models for CTX and BV in mCRC patients Figure 2: Simulation of the influence of R, on mAb concentrations, targets and PFS
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