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Annual Review of Pharmacology and Toxicology
Microbiota-Gut-Brain

Axis: New Therapeutic
Opportunities
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Potential psychobiotic therapies

Probiotics Synbiotics

Prebiotics Postbiotics
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‘Liquid Biopsy’ for ADME: Abundance & Activity
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Liquid Biopsy for Patient Characterization in
Cardiovascular Disease: Verification against
Markers of Cytochrome P450 and
P-Glycoprotein Activities

, Pauline Gosselin®*, Jean Terrier™>*, Yvonne Gloor*, Zubida M. Al-Majdoub’
r
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In addition to several other enzymes,
transporters and PD targets.

MR = metabolic ratio;
LB = liquid biopsy;
RPM = reads per million
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Liquid Biopsy: Quantitative Grade for Virtual Twins

Liquid Biopsy Enables Quantification of the Virtua) Patien
Abundance and Interindividual Variability of
Hepatic Enzymes and Transporters
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‘Liquid Biopsy’
A Game
Changer for
Handling
Variability

Going Forward: PD Variability using Liquid Biopsy

PK Variability = versus  PD Variability

0 Can we address PD variability using liquid biopsy?

4 362 PD targets in plasma (23 as protein in liver),
enzymes/receptors involved in inflammation, cancer,
immune response and cirrhosis

U Established correlations for several PD targets:
biomarkers of change in response to drugs &
disease progression

The Link Between
Pharmacodynamics and
Physiologically Based
Pharmacokinetic Models

V Perera!, MA Elmeliegy!, G Rao!
and A Forrest!
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“The Link Between
Pharmacodynamics
and Physiologically
Based Pharmacokinetic
Models”
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CLINICAL PHARMACOLOGY & THERAPEUTICS | VOLUME 93 NUMBER 2 | FEBRUARY 2013
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Correlations with Tissue Expression
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PD/Disease Targets
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Hepatic & Renal FcRn Expression in Overweight/Obese Donors > Donors with Normal BMI
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Conclusion:

> Systems Approach Can Help with (a
priori) Dose Adjustment in Obesity.
> However, Systems Data Are
Required to Build Robust
Population Models and Apply to
Large Sets of Verification Cases.
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