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total employees ~100

 Simulations Plus, Inc. SimulationsPlus Cognigen DILIsym Services
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— Incorporated in 1996

— Software development, PBPK modeling & simulation, and QSAR modeling

* Cognigen Corporation, a Simulations Plus company

— Incorporated in 1992
— Software development, pharmacometric services, and population PK/PD data analyses

* DILIsym Services, a Simulations Plus company

— Incorporated in 2015

) — Software development, systems pharmacology/toxicology modeling SimulationsPlus
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DiLIsym™ NAFLDsym™
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Consulting Services and Collaborations
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ug-n-Play odeling Platform That Combines...
‘ v’ Sophistication ‘ ‘ v’ Simplicity

* Powerful NCA options * Gives you what is needed for NCA/CA work
e Streamlined data visualization and review * Database file format serves as repository
* Efficient compartmental analysis routines * Point-and-click interface to minimize errors
*  NEW! Import of CDISC SEND packages with PC < Easy import of common data files

as the source data * Smooth Exploratory Data Analysis features
® NEW! Compatible With 64 bit WindOWS ° NEW! |mproved auto-reporting

operating systems « NEW! Command line script options

4 SimulationsPlus
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v Industry v' Academia

* DMPK scientists/preclinical PK study managers: e Students:
— Generate quick, accurate PK study reports — Learn fundamentals of PK modeling within intuitive
— Simulate single/multiple-dose regimens interface

* Clinical pharmacologists: Professors:

— Store |arge data sets in secure f||e formats - TeaCh StUdentS PK mOde“ng prinCip|eS in lreaI‘WorId'

— Reuse custom variable/plot settings for quick analyses environment

Researchers on government/nonprofit grants:

— Perform PK data analyses and generate validated
reports

* Modelers:
— Easy setup of analysis datasets
— Automate fitting different compartmental PK models

v' EVERY PKPlus™ user license treated as ‘floating seat’,
able to be shared across/within departments

v" NO optional modules
v’ User licenses cost fraction of competing tools

v Dedicated development team providing rapid support SimulationsPlus
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PKPLUS™ V2 — A REFRESHER...

SimulationsPlus
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Point-and-click ease of use

* Eliminate/minimize typing errors

* Maximize productivity
Easy import of common data file formats (.csv, .xpt)
Easy File Mapping to internal Display Names
Easy Data Preview/Exploratory Data Analysis (EDA)

Easy set up of Analysis Datasets
* Filters
* BLQs
* Exclusions

Easy NCA & compartmental analysis (CA)
Easy report-quality output of Tables, Figures, and Lists
Easy command line functionality for high throughput analysis

SimulationsPlus
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w PKPlus 2.5 v2.5.0.0 [User: PKPLUS23\Testing]

i D Praj | - -
Create F'rnject pen Project s'mu ia tionsPlus

+SOFTWARE =
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542.5.0.0 [User:

Project Name Description: File Information
[v2.5 webinar [ ] Source File Columns:  IZ_1
Source File Rows: | E=—
Source File Name: Mapoed Data Columns: [T
R stina/Deskop/BRbiuz w23 Webinar/zaurce files/v23 webinarcsv | MMapaed Data Rows
Raw Data)

comPOUND ROUTE bose DOSEU SERIES FEDFAST DRUGINFO
™M c-aABC123 v 2 mg 1 Mon-Fasted C-ABC123 (Lot ..
™M c-ABC123 v 2 mg 1 Non-Fasted C-ABC123 (Lot ...
™M c-ABC123 v B mg 1 Mon-Fasted -ABC123 (Lot
™ 2 mg 1 Non-Fasted c123 (Lot
™ 2 mg 1 Non-Fasted 3 (Lot
™M 2 mg 1 Non-Fasted c-ABC1DNgot
™M 2 mg 1 Non-Fasted c-ABC123 (1}
™M 2 ma 1 Non-Fasted )
™M B mg 1 Non-Fasted C-ABC123 (Lot ..
™M c-aBCi23 B mg 1 Non-Fasted C-ABC123 (Lot ..
™M c-aBCiz3 v 1 Non-Fasted C-ABC123 (Lot ..
™M c-aBCiz3 v Es 1 Non-Fasted C-ABC123 (Lot ..
™M c-aBCi23 v 2 1 Non-Fasted C-ABC123 (Lot ..
™M c-aABC123 W 2 Mon-Fasted C-ABC123 (Lot ...
™M c-ABC123 v 2 1 Non-Fasted C-ABC123 (Lot ...
™M c-aBCiz3 v 2 on-Fasted C-ABC123 (Lot ..
™ c-aBCiz3 v 2 mg edl C-ABC1Z3 (Lot ..
™ c-aBCiz3 v 2 mg 1 Non-F C-ABC123 (Lot ..
™M c-aBCi23 PO 20 mg 2 Non-Fasted 5C123 (Lot ...
M c-aABC123 PO 20 mg 2 e Lot ..
™M c-ABC123 PO 20 mg 2 C-ABC1Z:
™M c-ABC123 PO 20 mg 2 C-ABC123 (Lot ..
w c-aBCi23 PO 20 ma 2 ABC123 (Lot ..,

DRUGID
ABC123
ABC123
ABC123
ABC123
ABC123
ABC123

ABC123
ABC123
ABC123
ABC123
ABC123
ABC123
ABC123
ABC123
ABC123
ABC123
3
ABCT

TIME
0.1
0.25

connecting the Raw Data
column headers with the
corresponding Display
Names in PKPlus.

B3 PKPIus 2.5 v2.5.0.0 [User: PKPLUS25\Testing] [Project: v2.5 Webinar]

File Information

| | source File Columns: 13—

o igct Name: Description:
12

on 2.5 ar

0.25|

05 Source File MNar

Source File Rows: G2 E
Mapped Data Columns: [

Raw Data can contain many different
headers (labels) for the columns. For
example, subjects might be
identified in different ways such as:

Subject #

Name

Initials
Alphanumeric code

Series
Sex
Subj

Time

C:fUsers/Testi D

File Mappina

Mapped Data Rows: [0
/PKPIus v2.5 Webinar/source_files/v25_webinar.csv apped Data Rows

\ Source Column Unit Source Units

C[}NC\ ~|[use Default ng/mL

DOSE \ ~|[use Default mg

FEDFAST - ~|[Use Default

ROUTE Use Default

SERIES ~||use Defautt ~| ~|
SEX ~||use Defautt ~| ~|
SUBJ ~||use Defautt =] ~|
TIME = ||use Default ~|ln |

[ ndd varie | [rerove vartie [saverian | [[Losdviz | [R=TEN

=% SimulationsPlus
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m PKPlus 2.5 v2.5.0.0 [User: PKPLUS25\Testing] [Project: v2.5 Webinar]

Fies | Data Preyiew, Analysis Results

File Information

Project Mame: Description:
|\r2. 5 Webinar | | | Source File Columns:  [14]
Source File Rows: a1
Source File Name: Mapped Data Columns: [0
- - - - Mapped Data Rows: [0 ]
| C:/Users/Testing/Desktop/PKPlus v2.5 Webinar/source_files/v25_webinar.csv ‘

Raw Data Fie Mapping, Mapped Data|
Conc Dose  FedFast Route Series  Sex  Subj Time
2 MNon-Fasted [V 1 M 50104
1510 2 MNon-Fasted [V 1 M 501 025
1320 2 MNen-Fasted [V 1 M 501 05
600 2 MNon-Fasted [V 1 M 501 1
327 2 MNon-Fasted [V 1 M 501 3
712 2 MNen-Fasted [V 1 M 5016
425 2 MNon-Fasted [V 1 M S-01 9
162 2 MNon-Fasted [V 1 M 501 12
035 2 MNon-Fasted [V 1 M 501 24
2110 2 MNon-Fasted [V 1 M 5-02 0.1
1795 2 MNon-Fasted [V 1 M 5-02 025
1400 2 MNon-Fasted [V 1 M 5-02 05
631 2 MNon-Fasted [V 1 M 502 1
27 2 MNon-Fasted [V 1 M 502 3
593 2 MNon-Fasted [V 1 M 502 6
25 2 MNon-Fasted [V 1 M 502 9
098 2 MNon-Fasted [V 1 M 5-02 12
0 2 MNon-Fasted [V 1 M 5-02 24
3105 20 MNen-Fasted PO 2 M 503 025
2823 20 MNon-Fasted PO 2 M 5-03 05
Mapped data summary
No issues found

10 SimulationsPlus
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PKPlus 2.5 v2.5.0.0 [User: PKPLUS25\Testing] [Project: v2.5 Webinar]

€ e
Preview data by: Total Profiles: 4 Total Subjects: 4

® Profiles
Subject
- = Series  Subj  FedFast Route Dose

Sex ProfilefType
() Group I 5-01  Mon-Fasted IV 2 W SOURCE

3 2 - DOl 20 M SOURCE

Selected Profiles: 2

Subjects:

Subj # Profiles

S-02 1

<
&

-03
5 1 |

11

SimulationsPlus
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Profiles and Statistics for Group: All

raphs
il 12 3 4 12 3 4 Pl -+
i Series: 1 Time (h) Conc (ng/ml) Excl Comment BLQ Comment Axis ~
4 Subij: 501 1 01 2013 N - M - Conc 3000 [~
FedFast: Non-Fasted 2 025 1510 N - N - Log [ zoom
Route: IV 305 1320 N - N - Time
Dose: 2mg
S 4 1 600 N - N - 2400 -
ex: M
Profile Type: SOURCE 5 327 N - N -
6 712 M - N -
< 1800
7 425 N - N - " E
o
g =
3 1.62 N - N - Fitto o i, §
9 035 N - N - =
(] Autofit £ 1200 |
b
Statistics 1
[ Arith Mean 500 |
D Geom Mean
[ Arith 5tDev
[ MinfMax 0
1 1 1 1
9 13.5 18 22.5
Time (h)

01 025 05 1 3 6 9 12 24
1 2015 1510 1320 600 3270 7120 4250 1.620 0.3500
2110 1795 1400 631 | 4270 5930 2.500 09800 0O
3105 2823 2013 620 236 4350  4.840 0.06800
= 1980 2359 1905 563 1013 6890 4532 1360

oW

NPoints 2
ArithMean 2063. 2098, 1976. 1287. 3146 8759 2979 13.19
StDev 67.18 6985 7363 7770 3206 1086 3222 2149
v (%) 3.257 3332 37.27 6036 1019 1239 1082 1629
GeomMean 2062. 2020. 1873. 1098. 1486 3170 13.36 4320
Median 2063. 1888. 1880. 1268. 3029 5421 23.88 3.230
Min 2015, 1510. 1320. 600.0 3270 5.930 2.500 0.9800 D.DDT}
Max 2110. 3105, 2823, 2013. 6200 2360 6890 4532 1.360

12 SimulationsPlus
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PEPlus 2.5 v2.5.0.0 [User: PKPLUS25\Testing] [Project: v2.5 Webinar]

Datasets

Marme

Type

Analyses
I Mame Type
Profiles
Profile Dose  FedFast  Route Series S

Non-Fasted | IV 1
Men-Fasted | IV 1
Non-Fasted PO 2
Non-Fasted PO 2

|2 (Z|Z

1 2
2 2
3 20
4 20
I
Dataset Actions

e e e

13

bepsioe) | copyiotie

Total Profiles: |4

Fiters 6103, Exclusions,

Dataset Profiles: 4

Total Subjects: |4

Dataset Subjects: |4

H

[Ioy—

Analysis Settings

AUCMethod  [Lin & Log d|
Route [Mapped LI 0lh
Dose [Mapped LI mg v
Body Weight [Mapped LI kg
Tau [Single Dose LI h
Begin Time End Time Begin I:I h
o [

Terminal Slopes

Initial Method

Mum Points |3

[None

giric Superposition

|Linear Ll

Half lives to reach steady state

Interpolation Meths

Loading Dose |

Maintenance Dose |

Interval |

Mumber of doses |

Output Options

New Dataset Name: | |

The input cannot be empty.

] Return Only Steady-State Profile(s)

™

Groups from the Data Preview
tab can be pushed here as
potential Analysis Datasets.

Different Analysis Datasets can
have different treatments for
BLQs and Exclusions.

SimulationsPlus
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14

PKPlus 2.5 v2.5.0,0 [User: PKPLUS25\Testing] [Project: v2.5 Webinar]

Files, Data Preview |Analysis | Resuts
Datasets
MName Type

Analyses

I MName Type

Profiles

Profile Dose  FedFast  Route Series Sef
1 2 Mon-Fasted | IV 1 M

2 2 Mon-Fasted | IV 1 M

3 20 Mon-Fasted | PO 2 M

4 20 Mon-Fasted PO 2 M

4 »

Dataset Actions

[ ad || meneme || peete |
[Lvien seeected | | copy toew |

Total Profiles: 4 - ofles: 4 Total Subjects: 4 Dataset Subjects:
Filters BLOs Exc
Add BLO ? =
Trigger
NCA |_ (O Alphanumeric:  concentration = l:l L

Analysis Settings
AUC Method

Lin & Lod
Route Mapped
Dose Mapped

Body Weight Mapped
Tau Single Dq
Begin Time

Terminal Slopes

Initial Method

Mum Points |3

=

—Ey e e—
[ ranca ]

O Mumeric:  concentration < I:I

Action

() Use imputed value:

() Treat as missing
() Use actual value

Reason

Application range
() Full profile
(") Before tmax
() After tmax

b J[ cne

fric Superposition

In Method |Linear

reach steady

in Only Steady-State Profile(s)

BLQs and Exclusions are
tied to each Analysis
Dataset. If you copy a
dataset, they are carried
along (and then you can
modify them for the copy).

If you create a new
dataset, you must set the
BLQs and Exclusions for it.

SimulationsPlus
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15

Profiles and Statistics for Dataset: All

Details Data Tables
1 2 3 4 1 2 3 4
Series: 2 Time (h) Conc(ng/ml) Excl Comment BLQ Comment Axis
Subj: 503 1 025 3103 N - N Conc
FedFast: Non-Fasted 2 05 2823 N _ N Log [ Zoom
Routz: PO 3 2013 N - N Time
Dose: 20 mg
Sex: M 4 3 620 N - N Log [] Zoom
Profie Type: SOURCE 5 6 236 N - N
6 9 435 N - N
7 12 484 N - N
8 24 0.068 N - N Frmiman
[ Autofit
Statistics
[ Arith Mean
[] Geom Mean
[ Arith StDev
[T MinMax
Line
Width |1 B
01 025 05 1 3 & 9 12 24
1 2015 1510 1320 600 3270 7.120 4.250 1.620 0.3500
2 2170 1795 | 1400 631 4270 5930 2.300 0.9800 o
3 3105 2823 2013 620 236 43.50 4.840 0.06800
4 1980 2359 1905 563 1013 6890 4532 1360

1800
@

&z
2

|
Cone {ngfmL)

ms..w
5

600

v

Data summary

Exclude point

1] 4.5 9 13.5 18 225

NPgints 2 4 4
ArithMean  2063. 2098, 1976
StDev 67.18 6989 7363

v E) 3251 3332 31
GeomMean 2062. 2020. 1873.
Median 2063. 1888. 1880.
Min 2015, 1510, 1320,
Max 2110, 3105, 2823.

1287
Mo
60,36

1268,
600.0
2013,

3146
320.6
1019
1486
3029
3270
620.0

87.59
108.6
123.9
3170
34.21
5.930
236.0

2979
3222
108.2
13.36
2388
2300
68.90

4 4
1319 04445
2149 06289
1629 1415
4320 0.000
3.230 0.2090

0.9800 0,000
4532 1.360

SimulationsPlus
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PEPlus 2.5 v2.5.0.0 [User: PKPLUS25\Testing] [Project: v2.5 Webinar]

Datasets

Source

Analyses

I MName Type

Profiles

Profile Dose  FedFast  Route Series Se

1 2 Non-Fasted | IV 1 M
2 2 Non-Fasted | IV 1 M
3 20 Non-Fasted PO 2 M
4 20 Mon-Fasted PO 2 M
4 b

Dataset Actions

| ]
ez pCprinict)

16

Total Profiles: |4

Filters, LG5 | Exclusions

Dataset Profiles: 4

Total Subjects: 4 Dataset Subjects: 4

Analysis Settings

[psdnq |
[Beocaig)

AUCMethod  [Lin &iLag

Route [Mapped

Dose [Mapped

Body Weight [Mapped

Tau [Single Dase

L/ L L L L

Begin Time

End Time

Terminal Slopes

Initial Method

Mum Points |3

[None

e

[ rancn ]

Monparametric Superposition

Interpolation Method |Linear ;l
Half lives to reach steady state |7 lil
Loading Dose | 100 | mg
Maintenance Dose | 100 | mg
Interval | 0 | h
Mumber of doses | 7 li"

Output Options

Mew Dataset Mame: | |

The input cannot be empty,

[ Return Only Steady-State Profile(s)

To run an NCA:

(1) Select the Analysis Dataset

(2) Set terminal slopes

(3) Select the NCA Model Settings
(4) Click on Run NCA

When the NCA is complete, the
NCA Results window will appear.

SimulationsPlus
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2

3

Profile Information

Series: 1

Subj: 5-01
FedFast: Non-Fasted
Route: v

Dose: 2mg

Sex: M

Profile Type: SOURCE

Parameters

AUCInf: 2053, ng* hfmL
AlClast: 2051, ng* hfmL
AlCextr: 0.1032 %
AUMCinf: 1846. ng- h3/mL
AUMClast: 1783. ng- h3fmL
AUCBKExt:  10.85 %

Cmax: 2015 ng/mL
Tmiax: 0.1000 h

Clast: 0.3500 ng/mL
Tlast: 24h

Wz 5.897L
<

Time (h) Conc(ng/mL) Excl

0.1
0.25
0.5
1

w oo W

24

2015
1510
1320
600
27
112
425
1.62
035

Comment BLO Comment Term
N - M
N - M
N - M
N - M
N - M
N - Y
N - Y
N - Y
N - Y

>

1 2053.  2051.
2 2184 2194,
3 6776.  6776.
4 6032. 6027

AUCinf AUClast AUCextr
0.1032
4.116e-3
2.18%-3
0.08338

AUMCinf AUMClast AUCBkExt Cmax

1846,
1756.
13760
15270

1783
1754,
13760
15130

10.85
107

2015
2110
3105
2339

Tmax Clast Tlast Vz
0.1000 03500 24  5.867
0.1000 08800 12  3.039
0.2500 0.06200
0.5000 1.380

P P

Time

P P

Xy 128[35

£3eq 5

Color .
Paints
Size
hane LG | g

2400

Conc {na/mL)

Data summary

CL  MRTinf Thalf LAMZ Rsq
0.9741 0.8992 4196 0.1652 0.9684
0.9117 0.8007 2310 0.3000 0.9995

= 2031 1512 04585 0.9879

= 2531 2563 02704 0.9914

AdjRsq
0.9527
0.9989
0.9855
0.9828

MNCA Results for Dataset: All -

Slope Status  CO Wss  VzF  CLF Tlag
Success 2442, 08739 - = =
Success 2350, 0.7300 - = =
Success = - 6437 2951 0
Success = - 1226 3316 0

Time (h)

NPoints 4 4 4 4 4 2 4 4 4 4 2 2 4 4 4 4 4 0 2 2 2 2 2
ArithMean 4264, 4262, 0.04822 2138, 8106 10.51 2367. 02375 0.6885 21.00 4468 09420 13565 2645 0.2085 0.5868 0.9800 MN/A 2366. 0.8029| 9.350  3.133 | 0.000
StDev 2481, 2480, | 0.05267  7366. 7339. 04868 4936 0.1887 05875 6.000 2021 0.04409 0.8520 1127 01213 0.01316 0.01952 N/A 65.20 0.1031 4.119 0.2575 0.000
V(%) 5842 5843 109.2 90.29 90.54 4.632 2059 7947 8521 2857 4524 4676 5443 4259 40.64 1334 1992 N/A 2721 1285 4405 8219 N/A
GeomMean 3684. 3682, 0.01669 5109. 5051, 10.50 2362, 01880 04220 20,8 4.233 08424 1387 2476 0.2800 0.8867 0.97%8 N/A 23%6. 0.7996 8.885 3.128 0.000
Median 4113, 4110, 0.04375 7804, 7770 10.51 2235. 01750 0.6650 2400 4468 09429 1465 2437 0.2852 0.9897 0.9841 MN/A 2396. 0.8029| 9.350  3.133 | 0.000
Min 2053. 2051, | 2.18%e-3 1736 1754, 107 2015. 01000 0.06800 1200 3.03¢ 09117 0.8007 1512 0.1652 0.9684 0.9527 N/A 2350. 0.7300 6437 2951 0.000
Max 6776.  6776. 0.1032 15270 15130 10.85 3105. 05000 1.360 2400 5.897 09741 2531 4196 04585 09995 0.9%89 N/A 2442, 08759 1226 3.316  0.000

T sk
17 SimulationsPlus
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e PKPlus 2.5 v2.5.000 [User: PKPLUS25 Testing] [Project: v2.5 Webinar]

Datasets Total Profiles: 4 Dataset Profiles: 4 Total Subjects: 4 Dataset Subjects: 4
Marme Type Hﬁh
Compartmental

e N To run a CA on any Analysis
Analyses Analysis Settings Initial Values

ID Mame Type Models Ve L CL Lh Dataset:
el = 2 | tn (1) Select the dataset

Fit Lag Time - th | o t .
t mjm L li (2) Set the CA settings

Route o | ¥ 10| % (3) Click on Run Compartmental
[ In

Clearance Linear

Infusion Time

Profil Dose Mapped
rofies PRe [] Multiple Dose Simulation

Profile D FedFast Route Series S i
raite | Dose e oufte | Senes 9 ma - Total Simulation Time 1| h Points per Profile 3 When the CA IS Com pletel the CA
1 2 Mon-Fasted | [V 1 ]

— . | : :
P P POt PV PR ody Vieig e New Dataset Name: Results window will appear
3 20 Mon-Fasted | PO 2 M ka The input cannot be empty.
4 20 NonFasted PO 2 M Ob1 Fen Weighting Dose Redmen

Initial Values MCA of each profile - -

Route Amount (mg) Start(h)  Interval (h)  Inf Time (h) Count
‘ " Results
Compartment
One Two Three

Dataset Actons N Y=+ S-S
ettt i) il
[Venscces | [camyonen | (= R

18 SimulationsPlus

SCIENCE + SOFTWARE=SUCCESS




Compartmental Results o

C

Cmnfs Prof: 1 Cmpt: Prof: 1 Cmpt: Prof: 1Cmpt: 3 2 E|b
= d L Information Time (h) Conc(ng/ml) Excl Comment BLQ Comment
o
= Series: 1 1 0.1 2015 N - N -
| )
= Suibg: 501 2 025 1510 M - N - Log [ zoam
1] .
= :&d:st‘ ;d:n—Fasbed 3 05 1320 N _ N - = 3000
] oute:
Dose: 2mg 41 600 M - N - Log [] zoom
Sex: " 5 3 327 N - N - a0 b
Profile Type: SOURCE 6 6 712 N - N -
wt: kg 79 425 N - N - £
£ 1300 -
8 12 1.62 M - N - Fit to display é
9 24 0.35 M - N - =}
[ Autofit
1200 -
Line
vidth
600 -
sie [——1
Color .
ol
Paints
Size v
< >
Data summary
Cmpt1 Cmpt2 Cmpt3
AIC  SC V2 F L Ve CL2 CL3 V3 CLPe'Wt VCPerWt CLZPerWt V2PerWt CL3PerWt V3PerWt K12 K21 K13 K31 THalf Ka

Prof:1Cmp 9784 9845 0000 100 1706 09387 0000 0.000 0.000 002437 001341 0.000 0.000 0.000 0.000 0 0 0 0 0334 -
Prof:2 Cmp 9784 9845 0.000 100 1706 0.9387 0.000 0.000 0.000 002437 0.01341 0.000 0.000 0.000 0.000 o (1] 0 0 03314 -
Prof:3Cmp 9784 9845 0000 3735 1706 08387 0.000 0.000 0.000 002437 00134 0.000 0.000 0.000 0.000 o 0 0 0 03814 2324
Prof:4Cmp 9784 9845 0000 3735 1706 09387 0000 0.000 0.000 002437 001341 0.000 0.000 0.000 0.000 0 0 0 0 03214 2324

4 4 4 2

ArithMean 9784 9845 0000 6867 1706 09387 0.000 0.000 0.000 002437 0.01341 0.000 0.000 0.000 0.000 0000 0000 0000 0.000 03814 2324
StDev 0.000 0.000 0.000 3617 0.000 0.000 0000 0.000 0.000 0.000 0.000 0.000 0.000 0.000 0.000 0000 0.000 0.000 0.000 O0.000 0.000
v (%) 0.000 0.000 N/A 5267 0.000 0000 N/A  N/A  N/A - 0.000 0.000 N/A N/A N/A N/A N/A - MNAA S NFA S NJA S 0000 0.000

GeomMean 9784 9845 0.000 6111 1706 08387 0.000 0.000 0.000 002437 001341 0.000 0.000 0.000 0.000  0.000 0.000 0.000 0.000 03814 2324
Median 9784 9845 0000 68.67 1706 09387 0.000 0.000 0.000 002437 0.01341 0.000 0.000 0.000 0.000 0000 0.000 0.000 0.000 03814 2324
Min 9784 9245 0.000 3735 1706 0.9387 0.000 0.000 0.000 0.02437 0.01341 0.000 0.000 0.000 0.000 0.000 0.000 0.000 0.000 03814 2.324
Max 9784 9845 0.000 1000 1706 0.9387 0.000 0.000 0.000 002437 001341 0.000 0.000 0.000 0.000  0.000 0.000 0.000 0.000 03814 2324

19 imulationsPlus

SCIENCE +SOFTWARE =SUCCESS



PKPlus 2.5 +2.5.0.0 [User: MARK-ASUS\Mark] [Project: v2.5 Webinar]

Files, Data Preview Analysis|Results

Saved Results: Model Settings
Analysis ID Analysis
T Lingin
2 AUC 0.000 - 12,00
3 Dose Mapped
4 Route Mapped

5 Infusien Time Mapped

6 Single Dose

[ vewselectedResut | . oeeecdecciicii | 7 gope Auto

Selected Analysis Notes

NCA analysis for the all dataset

Tables, Figures, and Lists

List of Individual PK Cencentrations and Times
List of Individual PK Parameters

Summary Table of PK Concentrations
Summary Table of PK Parameters

Individual PK Plots

Mean PK Plots

n file location when finished

20

SimulationsPlus

SCIENCE + SOFTWARE=SUCCESS




21

Dataset; All
Fun date: 2016-04-29 04:00:45

List of Individual PE Parameters

[Username: Walt
Project: Example for manual

AUC Analysie Skhpe
Meihod Shpe Method Dose | Rowte D Status
Linear &
Log
Interpokt | Manually selected | Mapp | Mappe SUCCES
on points ed d 1 5
Profile ID ANCT [ AUMC | ATIMC] Num Cwa | LAM | METi | Tma AllCe Th | Tha AdjE.
AlCinf ast inf ast Poinds X z f x YzE xix CLF Clast | gt ¥ Rsy s
9 0.154 | 0.135 6.100e | 24. | £.10 | 0.99 | 0.999
1.138 1.093 | 8.585 T.177 14 [ 9 T.543 [ 1.500 | 905.3 | 3.945 123.0 -3 0o 1 293 1
10 0.157 | 0.173 2.050e | 24. | 3.99 | L.00 | 0.999
0.8355 0.8237 | 4.684 4.332 14 1 4 5606 | 1.500 | 966.5 1415 167.6 -3 0o 8 0 9
1 0.196 | 0.300 0.0705 L500e | 24. | 2.30 | 0.99 | 0.999
0.707& 0.7071 | 1.470 1.456 14 1 3 3.490 | 1.000 | &58.9 9 197.9 -4 0o 8 9 9
12 0.148 | 0.158 4.500= | 24. | 4.36 | 0.99 | 0.998
1.094 Loss | T.718 6.859 14 4 & T.056 | 1.500 | 806.8 | 2.593 128.0 -3 0o 9 94 T
13 0.108 | 0.218 1.05% 8.000e | 24. | 3.17 | 1.00 | 0.999
0.6053 0.6016 | 3.160 3.055 14 T 4 £.121 | 1.500 +3 0.6052 | 231.3 -4 00 4 0 9
14 0.138 | 0.177 1.7T00e | 24. | 3.89 | 0.99 | 0.999
0.9283 0.9131 | 5.79% 5.347 14 & 9 6.244 | 1000 | B47.7 L&35 150.8 -3 0o [ 24 3
15 0.109 | 0.130 L137e £T00e | 24. | £20 | 0,99 | 0.999
0.9414 0.8979 | T.887 6.309 14 2 8 8.166 | 1.500 +3 4.628 148.7 -3 00 2 98 8
16 0.113 | 0.165 L132e 1.400= | 24. | 4.18 | 0.99 | 0.999
0.7466 0.7321 | 4.762 4.327 14 T T 6.378 | 2.000 +3 1940 187.5 -3 0o 3 23 1
17 0.128 | 0.153 L04% 3.400= | 24. | 4.51 | 0,99 | 0.999
0.3697 08475 | 5.902 5.216 14 2 5 6.787 | 1.500 +3 2.547 1al.0 -3 0o b 29 7
18 0.131 | 0.205 L400e | 24. | 3.37 | L.00 | 0.999
0.7774 0.7706 | 4.344 4.147 14 T 13 5587 | 1.500 | 876.0 | 0.8T60 | 180.1 -3 00 1 0 9
19 0.173 | 0.159 4.400e | 24. | 4.34 | 0.99 | 0.999
1.242 1.215 | 8.312 T.477 14 1 4 6.691 [ 2000 | T0s.9 | 2.222 1127 -3 {I11] 8 % 4
20 0.220 | 0.232 T.000= | 24. | 2.98 | 0.99 | 0.999
0.9334 0.9304 | 3.889 3.804 14 0 & 4.167 | 1.000 | &644.8 | 0.3224 | 150.0 -4 0o 0 9 T
21 0.138 | 0.121 £.750e | 24. | 5.09 | 100
1.204 1.132 10.67 8.350 14 3 8 8.8365 [ 2000 | 9545 | E9%6 116.3 -3 0o 0 0 1.000
a2 0.110 | 0.222 LO0gTe 6.500e | 24. | 3.11 | 0.99 | 0.999
nET/A | 0 ETET T 8/A1 T TR 14 T T A 948 1 500 +3 nEnAS | 247 0 A nn K a0 7
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Mean PE FPlots

Dataset: All Username: Walt
Eun date: 2016-04-2% 04:00:45 Project: Example formanual

Linear View semilogarithmic View
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WHAT’S NEW IN PKPLUS™ V2.5?
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NEVW Additions in PKPlus™ v2.5 —
Highlights

Now compatible with 64 bit windows operating systems
Import of CDISC SEND packages with PC as the source file

data

Improvements to auto-reporting
Improvements to command line processing
Bug fixes

SimulationsPlus
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PRODUCT DEMONSTRATION
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SUMMARY
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Now compatible with 64 bit windows operating systems

Import of CDISC SEND packages with PC as the source file
data

Improvements to auto-reporting
Improvements to command line processing

PKPlus™ offers all necessary PK modeling & simulation functionality!

SimulationsPlus
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 Competing tools offer more capabilities with:

— Higher prices

— Restrictive licensing (e.g., standalone only)

* Ask yourself these questions about competing tools:
— |Is it easy to perform the basic PK operations | need?
— How much of the functionality do | really use?
— What am | paying for?

 Honest answers will lead you to PKPlus™

28 SimulationsPlus
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SimulationsPlus Cognigen DILIsym Services
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For More Information on PKPlus™, Visit:
www.simulations-plus.com/software/pkplus

For Company News & Events, Visit:
www.simulations-plus.com

29 SimulationsPlus
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