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Our solutions inform the entire drug development process
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Saying “l do” to the

Machine Learning / PBPK / QST(P) marriage...

Permeability,
solubility vs. pH,
Cl pKa(s),
logDvs. pH,
HOYO/Q/ Fup,
0 cl blood:plasma
ratio, tissue Kps,
CLint, CLfilt

ADMET Predictor- GastroPlus’
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L] e
The Big Picture — Drug Inputs
Machine learning —> in vitro In vivo PK and/or Machine learning —
in silico experiments in vitro data in silico

Physicochemical: Systemic PK:
Systemic PK:
Peff, :»W. I:LB, logP, PKPlus™: vd, CL, K12,
up, Rbp K21, K13, K31
PBPKPlus™: CLint

Formulation:
dose, dosage form,
particle size,
release profile

ADME/DMPK:

in vitro kinetic constants:
VoaxlS), Kin(s), Ki(s), EC50, etc...

Pharmacology:

Therapeutic/Adverse
Effect Data

Scale to
in vivo processes

Dissolution and absorption
Plasma/tissue concentration profiles
Nonlinear kinetics and DDIs
PBPK/PD modeling
... and more!
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Advanced Compartmental Absorption and Transit Model (ACAT™)

Mechanistic Absorption . Enterohepatic circulation

Modeling (MAM) (
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Areas of Consulting Support
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Regulatory Scientists Trained on GastroPlus®
PBBM/PBPK Modeling Software
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StrategiesPlus- | Vision
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Recent Approved Drug Product Applications

ALECENSA® (absorption/PPI DDI informing drug labeling)
* BRAFTOVI® (metabolism DDI accepted by regulatory agencies)
* CALQUENCE® (particle size specs accepted by regulatory agencies)
* FARYDAK® (food effect/PPI predictions informing drug labeling)
* INLYTA® (transporter DDI accepted by regulatory agencies)
* KISQALI® (gastric pH predictions accepted by regulatory agencies)
 MEKINIST® (transporter DDI accepted by regulatory agencies)
«  MEKTOVI® (metabolism DDI accepted by regulatory agencies)
 OPSUMIT® (particle size specs accepted by regulatory agencies)
« TAMIFLU® (pediatric PBPK predictions informing dose selection)
e ZURAMPIC® (wider product specs accepted by regulatory agencies)
e ...and more!

No other PBBM/PBPK platform has the diversity in applications!
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Thank you! Questions?

See you Stand 3 ©
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