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Collection of parameters or information from the literature
* Physiological parameters

* CYP2D6 genetic factors/pathological factors (estrogen receptor (ER) levels)
* Physicochemical parameters/information on metabolic pathways

<

Construction of PBPK models o |
for tamoxifen and its metabolites | RN
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PBPK PBPK .. . cL 17
(Parameter optimization) o)
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Monte Carlo simulation (virtual Japanese target population)

* Inter-individual variability in
- CYP2D6 activity
- Tumoral ER levels

Mean + SD

* Probability models linking endoxifen & tumoral ER levels to clinical response

v

Prediction of clinical outcomes of the TARGET-1 study
in virtual Japanese target population
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Major PK/PD Models
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Population’s
PBPK model
parameters

- Typical value

- Inter-individual
variability (IIV)

- (Residual error)

PK¥alb—¥3av

Population data

(NONMEMP® data format)

Nonlinear mixed
effect model
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parameters
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T PBPK model

- Typical value

I

Nonlinear least
squares method

- (Residual error)
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Average person
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