HJIN|HH S RS-2024-00461497

ATt E: PBPK Al E2jjo|d & S7HE &9
Hjo|E{ & &8¢t PK m2t0|E H|o|E oA 75
% ADMET 0|5 H|A| 72




A S yEta FEHLyst

i

Kl
00
Kl
K

ol

81

Ao XIEH2E 24 =25 AAMoHH

!

ol

ol
K

b

MIA =

FAM Ej

=

K-MELLODDY

I

J

olJ

wa
M

81
i
0
Klo

BN

0

2F
=)

8K
<M

7

PK Ljfo/E] of

OFof

IH
fivN
4

[

F

o,

foR:

Jbx| 2

=

100
RO

81
ol

q

__I_L

= HILiSEfst

o4 Ep=2l 9

== AN
Ef Gf|O|E] of

M = 153H9| sCl

olo

__I.L

M
=

F

njo
8r

o
ol

/

/

LG

PBPK 2

indirect response

NEEELRIQES

=
v

Zt PK Of

=
o

el B (O,

ol 2
=2 o

PBPK &2

modelS &
PBPK O|

)

Chess

Ljo

81

ni0
il

PK-PD &

10

0fo

T

=

T 4 (o, Perfusion limited PBPK 2

&
- Minimal PBPK 2 & o] 71 A 0f

off

o

{01
E
K0

M

X

17 5)

S
—_

fod

—r

EE

100

A 23 oper0|Eof Chet

PK 3l
EHMENM 275t FEO| St HIO[EH|O|A =R 7|0 £ /US.

1T



FAM 8t |0|Ef o] B3

ﬂ

PBPK (Physiologically-based Pharmacokinetics model) prediction
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« 7}4: Linear kinetics

« PBPK model (11 tissue model including the adipose, bone, brain, gut, heart, kidney, liver, lung,

muscle, skin, spleen) 2| model prediction (&)
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Model development

In vitro PK: Caco-2 Cell permeability, fraction unbound, blood
partitioning coefficient, metabolic stability assay

In vivo PK: mouse, rat, dog PK study

In human PK: single-dose administration in humans

PBPK model

* Including adipose, bone, brain, heart, kidney, liver, lung, muscle, skin,
spleen compartment

» Absorption : Compartmental Absorption and Transit (CAT) model

Model prediction vs observed data (640 and 1280mg oral
administration in humans)
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PBPK 23 E& O|A| - Compound F

« Compound F

» Proton pump inhibitor

« PBPK model

* 11 tissue model

« Absorption : First order absorption model

« PBPK-PD link model assuming three different scenarios

with pH suppression as pharmacological response

(D) Scenario D for fexuprazan PK-PD model
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Collection of Concentration-Time Data

RESEARCH ARTICLE from the Literature

Updates.

To study the adequacy of the theory of tissue lumping pro-

Determination of the Number of Tissue Groups of Kinetically Distinct posed in our companion paper 10}, we collected the plasma/
Transit Time in WhOIe'BOdy PhySIOIOglcaIIy Based Pharmacokinetic blood concentration-time information for 113 compounds after
(PBPK) Models II: Practical Application of Tissue Lumping Theories — — -

. . . The concentration-time relationships from the literal
for Pharmacokinetics of Various Compounds ture were first digitized using GetData software (GetDat

Graph Digitizer version 2.26). Standard non-compartmen|
tal analyses, using WinNonlin Professional® 5.0.1 softwary
(Pharsight Corporation, Mountain View, CA), were the
conducted using the digitized data to calculate model-inde|
pendent pharmacokinetic parameters. The digitization pro|

Yoo-Seong Jeong' - Min-Soo Kim' - Suk-Jae Chung'
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