Population K-PD modeling of CA 125 and =
on1 tumor size kinetics in relapsed ovarian =4
cancer patients

UNIV. LYON |
Mélanie Wilbaux?!, Benoit You?, Olivier Colombani, Amit Oza?, Gilles Freyer?,
Emilie Henin?!, Michel Tod?

1 EMR 3738 CTO, UCBL - HCL Faculté de Médecine Lyon-Sud, Université Lyon 1, Oullins, France;
2 NCIG — CTG, Princess Margaret Hospital, Toronto, Canada.

Objectives

Introductoon—________ _____ _  _______ Tnhis study aimed to develop a K-PD model characterizing CA 125

and tumor size kinetics, using a population nonlinear mixed-effects

* Ovarian cancer: modeling approach.
= The leading cause of death among cases of gynecologic cancer

= The majority of patients present an advanced stage of disease Methods
at the time of diagnosis, and 70% of them relapse = Poor

-  Data:
rognosis
Pro3 = 533 patients: medians of 10 CA 125 values (U/ml), 4 tumor
» CA 125: tumor marker for epithelial ovarian cancer (90% of all Sizes observations (mm) and 17 covariates per subject
ovarian cancers) [1] = CA 125 : Box Cox transformation. Tumor size : Log
. CALYPSO trial: transformation
 Model:

= (Carboplatin-Paclitaxel (C-P) vs Carboplatin-Pegylated Liposomal
Doxorubicin (C-PLD) in relapsed ovarian cancer

= Results: superiority in PFS and better therapeutic index of C-

= Absence of PK data > K-PD model
= Population analysis (NLME) with Monolix 3.2

PLD over standard C-P [2] . Crit_eric_m for n_10de| selection and covariates inclusion:
Objective Function (nested models) and AIC (non-nested
models)

Results = Model evaluation: GOF, simulation-based diagnostic (VPC ...)
. K-PD model : - Estimated parameters:
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Discussion
- By == R E I « B increases with the number of cycles > Chemoresistance
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Conclusions and Perspectives with tumor size

 First combined model characterizing CA 125 and tumor size kinetics in relapsed ovarian cancer patients receiving chemotherapy

« Leads to better understanding of CA 125 as biomarker and its use for treatment monitoring and/or evaluation
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