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The purpose of this webinar is to provide an overview of biomarkers, highlighting critical concepts such as: the characteristics of target
versus mechanism biomarkers, biomarker assay issues, and the role of constructing and validating mechanistic PK-PD models for
translational research.

About the Webinar:

Objectives: The aim of this study was to use mechanistic models to simulate dose response of IgE suppression for anti-lgE monoclonal
antibodies such as omalizumab vs. higher affinity antibodies.

Methods: A previously published instantaneous equilibrium (IE) drug-IgE binding model for omalizumab [1,2] was used to perform
simulations of expected IgE suppression for anti-lgE monoclonal antibodies. The equilibrium assumption being only valid for limited
ranges of drug affinity and dose, the IE model was extended to a full target-mediated disposition (TMD) model [3]. The models were
implemented in Pharsight® Trial SimulatorTM to perform simulations. Model implementation was evaluated by simulating multiple
replicates of the data in the original papers and comparing with published plots and results. The TMD model was then used to simulate
dose response (proportion of patients with IgE suppression below threshold levels, e.g. 50 ng/mL) in specific regions of the omalizumab
dosing table including patients non-treatable by omalizumab (Xolair package insert) for omalizumab, and other more potent anti-IgE
antibodies (10-to 30-fold increase in affinity) to characterize the affinity-potency relationship of such antibodies.

Results: Both the IE and TMD models reproduced well the data in the original papers. The IE model however, predicted continuous
increase in in-vivo potency with increasing IgE affinity whereas the TMD model predicted a maximum 2.4 to 3-fold increase in potency
with a 10-fold increased affinity and no difference between 10-fold and 30-fold increase in affinity. The latter is consistent with clinical
data [4]. Simulations demonstrated that a 10-fold more potent drug would suppress free IgE below 50 ng/mL in 95% of the patients (a
suppression associated with clinical efficacy in asthma) at 225 mg every 2 weeks in the most challenging patient subgroup (i.e. patients
with high IgE and large body weight).

Conclusions: A fully mechanistic TMD model is required for PKPD translation across anti-IgE antibodies and should be pursued in the
clinical setting wherever possible. There is potential to treat a larger patient population with a more convenient dosing paradigm and a
higher potency anti-IgE antibody.


https://www2.gotomeeting.com/register/498561915

About the Presenter:

At the end of his Pharm D, Pascal Chanu started Modeling during hospital
residency, performing therapeutic drug monitoring in children and also his first
runs with NONMEM. He joined Roche (Basel) in 2003 for six years as
pharmacometrician and as Disease Area Modeling & Simulation expert in CNS.
He is now based in Lyon, working for Pharsight since November 2008 within
the European Strategic Consulting Group. He dealt with various therapeutic
areas, among them Virology, CNS, Anemia, Cardiology, Diabetes.

Special Notes from AAPS:

Slide Deck: A pdf version of the presenter’s slide deck, in PDF format, will be automatically emailed to each registrant
within 24 hours prior to the scheduled start time for webinar.

Webinar Archive: Within several days following the live event, you may view a replay of this webinar for a limited time on
the AAPS elLearning Webinar site at: www.aaps.org/webinars.

Would you like to read the Attendee Quick Reference Guide for AAPS webinars? Click HERE!

Past Problems Logging In? Here is a URL which will help you connect to our webinars:
www.gotomeeting.com/wizard

Firewall or Other Connection Issues? Please visit the following site for troubleshooting information:
https://lwwwl.gotomeeting.com/default/help/g2m/troubleshooting/connection test help.htm

Use Amplified Speakers! For the best listening experience, please use amplified speakers when listening to the audio
portion of the webinar. These are the type of speakers that plug into an A/C outlet. As an alternative, you may dial in to
the webinar audio using a landline telephone. The available numbers will be provided in your registration confirmation
email. These are not toll-free.

Prevent Webinar Notifications from Going Into Your SPAM Folder: All confirmation emails will come from

gotowebinar@citrixonline.com. Please add this address to Outlook’s “Safe Sender” list.
Log In Early! Please log in to this webinar 15 minutes early.

The Q&A Session will follow the formal lecture. You may ask questions at any time during the webinar by typing them in
to the question box on your screen. You may also ask questions in advance during the registration process.
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