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Introduction

Gubbs Mass Spec Utilities (GMSU/QC) is a suite of utilities that enhance the ability of scientists to
perform post-acquisition processing of data acquired in a high throughput (HT) environment.

GMSU/QC uses either Microsoft® (MS) Access or MS SQL Server as a datastore. MS Access may be
used to quickly setup a GMSU/QC instance for user testing or production use. MS SQL Server may be
used if a more secure and possibly more efficient environment is desired. The MS Access database can be
directly upgraded to SQL Server without loss of data. If users desire custom information reports, data
stored in the database is easily accessible.

To perform chromatographic functions, GMSU/QC uses the software development kit components
provided by Sciex and Thermo. Therefore, when users optimize chromatography, they can expect most of
the features available in the native chromatography data system (CDS) will be available in GMSU/QC. In
the same manner, it can be expected that the GMSU/QC chromatographic features will differ between
Sciex data and Thermo data, though every effort has been made to ensure the differences are minimal.

GMSU/QC may be used in a multi-user environment. There are several configuration possibilities for
multi-user environment which are described in more detail in the GMSU/QC Administration and
Installation Manual. Briefly, the GMSU/QC database and acquired mass spectrometer raw data files may
be stored in a common location accessible to others (either a shared file server directory or a shared local
directory). In both instances, it is most optimal to place the GMSU/QC Access database on a filer server
accessible to all GMSU/QC users.

For system requirements and installation procedures, please refer to the GMSU/QC Administration and
Installation Manual.

The most current version of this manual may be found by browsing to www.gubbsinc.com and navigating
to the GMSU/QC page.

Definitions

Term Definition
AUC Area Under the Curve (See Section 28)
CDS Chromatography Data System
Cmax Concentration Maximum (See Section 28)
GCV Generic Chromatographic Viewer (See Section 27)
GMSU/QC Gubbs Mass Spec Ultilities
HPLC High Performance Liquid Chromatograph
HT High Throughput
LT Low Throughput
MS Microsoft®
QQ Thermo QuickQuan™
RT Retention Time
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3

High Throughput (HT) vs. Low Throughput (LT) Acquisition

One of the salient features of GMSU/QC is that it can process HT acquired data as well as LT acquired
data.

Typically, mass spectrometry data acquisition systems require that compound(s) of interest occur once in
a chromatographic analysis. Therefore, in order to analyze a 12-point assay, scientists had to acquire
twelve separate ‘samples’. This is referred to as LT acquisition in the GMSU/QC system.

In HT acquisition, users open the chromatography data system (CDS) data acquisition window for as long
as needed and inject and acquire all assay time points in a single chromatographic run. The benefits of HT
acquisition ' ~* include:

o The ability to view all chromatographic peaks simultaneously to check for possible instrumental
or sample handling problems and/or trends

e  When combined with multiple-column switching techniques, increases throughput by decreasing
the time between sample injections and minimizes communication problems that can occur
between instrument and data acquisition system.

NOTE: Currently HT acquisition data processing is supported on the Sciex platform in the Hepatic
Clearance and Permeability modules only.

It must be noted here that half of the benefit of HT acquisition is addressed by the ‘Display HT
Chromatography’ feature of GMSU/QC (see Section 9.9). If normal LT acquisition is performed, users
may click on the ‘Display HT Chromatography’ button to view all the injections (or samples) of an assay
in a single chromatogram. GMSU/QC retrieves the XY data of each chromatographic injection/sample
and concatenates the data end-to-end in a text file. Both ABI and Thermo chromatographic display
components used by GMSU/QC allow text data to be loaded and viewed as a chromatogram. See the
GMSU/QC Users Manual — Display HT Chromatography section for more information.

Data File Convention

Throughout this manual, the term “Data File” is used.
In the Sciex environment, the Data File is the .wiff file.

In the Thermo environment, the Data File is the .sld file. Even though the .sld file doesn’t actually contain
raw data (.raw files), the .sld contains the directory path reference to the .raw files. Since the .sld file
“manages” the location of the .raw files, the .sld will be referred to as the Data File.

Data Acquisition Method Assumptions
GMSU/QC makes the following assumption concerning the configuration of Analyte and Internal

Standard transition ions within the data acquisition method (applies to single-analyte assays):

The Analyte is listed first in the experiment transition ion section.
The Internal Standard is listed second in the experiment transition ion section.
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If the opposite is true or the Chromatography Data System (CDS) lists the transition ions in order of
compound molecular weight, then the user has the ability to assign the appropriate transition ions to
Analyte and Internal Standard using the Menu item ‘Assign Transition Ions’ located in each module.

6 Multiple Analyte Experiments

The ‘Assign Transition lons’ feature can also be used to prepare data in which data for multiple analytes
have been acquired (e.g. in cassette dosing experiments or looped experiments).

Please note that this process is automated in the Thermo environment in which a valid processing method
(.pmd) has been configured in the sequence file (.sld). The .pmd can be created manually using Thermo
Xcalibur™, automatically using Thermo QuickQuan™, or exported with the .sld from Thermo
LCQuan™, Please see the relevant help files inside any of these CDS’s for further information.

7 Data Acquisition Data File Content Rules

Data file content must conform to certain rules in order to be successfully processed by GMSU/QC. The
rules differ slightly depending on the data file.

7.1 Sciex

e Sciex data must be stored in a single .wiff file
The .wiff file may contain data only from a single assay

e An ‘assay’ is defined as the injections/samples that make up the data set for that analysis (e.g.
Hepatic Clearance).

o Ifthe HPLC sequence contains a second assay, that assay must be stored in a different .wiff
file

The following table is shown for a 5 injection/sample Hepatic Clearance sequence in which
samples 1-5 are for Rat and 6-10 are for a second Rat experiment.

Sample Name Data File
Sample001 Rat01
Sample002 Rat01
Sample003 Rat01
Sample004 Rat01
Sample005 Rat01
Sample006 Rat(02
Sample007 Rat02
Sample008 Rat02
Sample009 Rat(02
Sample010 Rat(02

Notice that the data file names are different for the two assays.

Note that it is allowable to have several different analytes in each injection (e.g. cassette dosing,
looped experiments).
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7.2 Thermo

Similar to Sciex data, Thermo data (.raw files) must be grouped by assay. Thermo acquired data
cannot be stored in a single data file; therefore, from the perspective of GMSU/QC, the Thermo

sequence file (.sld) acts to group Thermo data by assay. The rules vary slightly depending on the
CDS used to acquire the data

Note that Thermo applications generate several date-time stamped .sld’s in the course of data
acquisition and data processing. GMSU/QC ignores the date-time stamped .sld’s.

e An ‘assay’ is defined as the injections/samples that make up the data set for that analysis (e.g.
Hepatic Clearance).

7.2.1 Xcalibur™ data

e An .sld may contain only from a single assay
e Ifthe HPLC sequence contains a second assay, that assay must be configured in a
separate .sld and submitted to the sequence queue separately.

The following table is shown for a 5 injection/sample Hepatic Clearance sequence in
which samples 1-5 are for Rat. The second table is samples 1-5 are for a second Rat
experiment. The two .sld’s would need to be submitted to the acquisition queue
separately.

Sequence Name: Rat01

Sample Name Path

Sample001 C:\Xcalibur\Data\Rat01
Sample002 C:\Xcalibur\Data\Rat01
Sample003 C:\Xcalibur\Data\Rat01
Sample004 C:\Xcalibur\Data\Rat01
Sample005 C:\Xcalibur\Data\Rat01
Sequence Name: Rat02

Sample Name Path

Sample001 C:\Xcalibur\Data\Rat02
Sample002 C:\Xcalibur\Data\Rat02
Sample003 C:\Xcalibur\Data\Rat02
Sample004 C:\Xcalibur\Data\Rat02
Sample005 C:\Xcalibur\Data\Rat02

Please note the following:

e Even though it is permissible to save assay data to the same path, saving assay
data to different paths will reduce the possibility of GMSU/QC errors in locating
data.

e The two .sld’s must have different names.

e [tis allowable to have several different analytes in each injection (e.g. cassette
dosing, looped experiments).
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7.2.2  QuickQuan™ (QQ) data

QuickQuan is a highly specialized application allowing users to efficiently and quickly
setup the instrument for high throughput data acquisition. QQ has an added benefit in that
processing methods (.pmd’s) are generated automatically and will be processed
automatically by GMSU/QC. See Section 8 for a further discussion of processing

methods.

The only limitation with QQ data is that the QQ sequence must be configured such that
there is always a 1-to-1 relationship in generated .sld’s-to-.pmd’s (please see Section

7.2.4 — Rooney Method for an exception to this rule).

For example, the following QQ sequence will generate two data subdirectories, each
containing one .sld and a corresponding .pmd

Normal Sequence

Sample
New Sequence Drug Set Name

X QuickCalc Sample01
[ ] QuickCalc Sample02
[ ] QuickCalc Sample03
X Labetalol Sample01
[] Labetalol Sample(2
[] Labetalol Sample03

The following example would not be allowed. The following QQ sequence will generate
a single data subdirectory with two .sld’s and two corresponding .pmd’s. Users must open
this data using the Rooney Method described in Section 7.2.4.

Rooney Method Sequence

Sample
New Sequence Drug Set Name

X QuickCalc Sample01
L[] QuickCalc Sample02
] QuickCalc Sample03
[ ] Labetalol Sample04
[ ] Labetalol Sample05
[ ] Labetalol Sample06

7.2.3 LCQuan™ data

GMSU/QC cannot process LCQuan data directly. Therefore, users must first export a
desired .sld from within LCQuan. GMSU/QC then may open the exported .sld.

Users must ensure that, within LCQuan, the .pmd is also exported with the .sld.
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7.2.4 Rooney Method data

Users may wish to generate large sequences containing several analytes, but to view the
entire sequence as a single batch. Users have two options. We again will use the
examples given in Section 7.2.2. In both options, the data should be opened using the
Data Access Configuration option of ‘Open entire QQ parent .sld as a single sequence’,
which will be referred to as Selection 2 in the following discussion.

" Open Quickluan parent .zld or an individual . zld

Chooze Data Access Configuration...
|V|.’i“ 0pen entire OO parent =ld az a single sequence

The following QQ sequence will generate a single data subdirectory with two .sld’s and

two corresponding .pmd’s.

Rooney Method Sequence
Sample
New Sequence Drug Set Name

X QuickCalc Sample01
[ ] QuickCalc Sample02
[ ] QuickCalc Sample03
[ ] Labetalol Sample04
[ ] Labetalol Sample05
[ ] Labetalol Sample06

If this data is opened using Selection 2, the entire sequence will be viewed as a single

data file.

In another example, the following QQ sequence will generate two data subdirectories,

each containing one .sld and a corresponding .pmd

Normal Sequence

Sample
New Sequence Drug Set Name

X QuickCalc Sample01
[ ] QuickCalc Sample02
L[] QuickCalc Sample03
X Labetalol Sample01
[ ] Labetalol Sample02
[ ] Labetalol Sample03

If this data is opened using Selection 2, the entire sequence will be viewed as a single

data file, rather than being parsed into two data files.

A drawback to both of these options is that if the drug set listed in the processing method
(.pmd) has more than one target, only the first target of each .pmd will be shown.

Version 13.1 (September 18, 2009)

C:\GubbsInc\WebSite\GubbsInc\GubbsInc03\files\GMSU_UserManual 14.doc



SLVRR7,

Gubbs Mass Spec Utilities / Quick Calc™ 6.x.x User Manual Page 15 of 133

8 Thermo Processing Methods

There is an advantage to using Thermo data in that GMSU/QC can retrieve information from processing
methods (.pmd’s). GMSU/QC pulls as much information as it can from the files available to it from each
CDS environment. Table 1 shows a comparison between Thermo and Sciex listing the information that
GMSU/QC can retrieve automatically vs information that needs to be configured manually.

Table 1 Thermo/Sciex Automatic Information Retrieval Comparison
Information Thermo ! Sciex
Component Automatic | Manual | Automatic | Manual
Analyte Name
Internal Standard Name
Analyte/IntStd Association
Compound association with transition
ion set
Calibration/QC Level
Calibration/QC Concentration
" With a correctly matching processing method

<R R

R PR [RXX

<

Though GMSU/QC contains the tools needed to configure manually all the Information Components
listed, that action can become quite tedious, especially when throughput is ramped to >50 different
analytes/species/assays per day.

If an incorrect (or no).pmd is configured in the Thermo .sld, then all the Information Components must be
configured manually.
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9 Conserved GMSU/QC Features

Each GMSU/QC module has several features that are identical (or nearly identical). These features are

discussed here. See Figure 1 for a module that has examples of these features.

uickCalc - GMSU 5.0.39 - Permeability Calculator

Menu...

Choose a file:

Permeability Calculator

<l

Enable Sample

- Choose Data Access Configuration... — Choose Data Acquisition Mode: 1 Change Warhing
& Open QuickQuan parent .sid or an individual .sid f+ Low Throughput Acquisition 2| Irmiprarnine . 2 CealiburQuickuanCannedDematPE o C | | Exit |
" Open entire Q0 parent .sld a3 a single sequence " High Thaughput Acquisition 3| Paroxitene QuickCale sld May 01, 2007 18:568:38 CcaliburBuickDuanCannedDemotPk o =218 X1

4] Minowidil QuickCalc.=id Map 01, 2007 18:58:38 C:hscalibur GuickuanCannedD emnoPE o
Browse. . |ChDDSE adata file: 5| Alprazolarn QuickCale.sld May O1, 2007 18:56:38 C:AHealiburQuickBuanCannedDemohPE o |

IC: Wealibur\QuickQuanCannedDema'PK curve data\05012007_153911 Data Saved &

\01_QuickCalc\QuickCalc.sid P ™ ok

| Excluded |AIJL:5EII] |HQL:2.5 ‘[Anal RT Flag = 10) (IS RT Flag = 10) (IS Peak Int. Flag = 10) [QC Peak Int. Flag = 20) Analyte:

Sample List - 46 1 ars | Standards T Flagged Samples - 10 T Ioms [iefazodone

N o Experiment ID:
|__|File Name [01_Quickcale
1 | QuickCalc_01 3
2 |QuickCalc 02 |Blank Blank DA 195 0.076168 1.91 5398684 1.70] 84007347 Comments (<250 characters)
3 |QuickCalc_03 |Blank Blank. DA-45 19.5 0.076224 1.86) 6386185 166  g3775488|  ||[Seme comments
4 |QuickCalc_04 [Blank Blank DA-45 115 0.043637 1.93 3516021 1.72 805735809
5 |QuickCalc_05 [25ngmL StdUpdate  |A-Std 1 25 3.04 216 0.009111 1.92 730924 1.70 80226713
B |QuickCalc_06 |5.0ng/mL Stollpclate | A-Stol 2 5 471 -65.8 0.015688 1.83 1292523 1.72] 81350664 * Sig Figs
7 |QuickCalc 07 |10.0ng/mL Stdllpdate | A-Std 3 10) 849 181 0.031271 183 2471626 1.72] 79040128 " Decimals
8 |QuickCalc 08 [25.0ngfmL StdUpdate  |A-Std 4 25 25.1 0.4 0.095967 1.93 7834001 1.72 79662934 ‘ #
9 |QuickCalc 09 [50.0ng/mL StdUpdate |A-Std 5 50 52.9 5.8 0212015 1.92 16897014 1.1 79697165 ¥
< >
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Figure 1 Permeability Calculator Example
9.1 Choose Data Access Configuration

These options govern how GMSU/QC will load data. The results of the options differ between
Sciex data and Thermo data.

The default setting for this frame is configured in the Hepatic Clearance Calculator Configuration
Settings in the Configuration Utility — Hepatic Clearance tab — Data File Access Mode item.
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9.1.1 Sciex data

e Users may choose to load a single data file or all data files within a directory.

e If ‘Open a single data file...” is chosen, then a single data (and any multiple analytes
configured with that single data file) will be listed in the ‘Choose a File’ grid at the
top of the window.

e If ‘Open all data files within a directory...’ is chosen, then all the data files in the
same directory as the selected data file (and any multiple analytes configured with
any of the data files) will be listed in the ‘Choose a File’ grid at the top of the
window.

9.1.2 Thermo data

9.1.2.1 Open a data file or a QuickQuan parent .sld

A a single data file (and any multiple analytes configured with that data file)
will be listed in the ‘Choose a File’ grid at the top of the window.

9.1.2.2 Open all data files within a directory

e If the data file is generated from XCalibur or LCQuan, then all the data
files in the same directory as the selected data file (and any multiple
analytes configured with any of the data files) will be listed in the
‘Choose a File’ grid at the top of the window.

o If'the data file is generated from QQ, then a single data file will be listed
in the ‘Choose a File’ grid at the top of the window. Any data related to
multiple analytes configured with that data file will be shown in the
Sample List (or chromatography list in the Hepatic Clearance module).
This is advantageous in the Generic Chromatographic Viewer module
because an entire sequence of data may be reviewed simultaneously.
However, this is detrimental in any of the other modules since the data
would not be able to be processed correctly.
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9.2 Choose Data Acquisition Mode

HT Acquisition is supported with ABI data in both Hepatic Clearance and Permeability modules.
HT Acquisition is supported currently with Thermo data in the Generic Chromatographic Viewer
module only.

Users must select whether the data file being loaded is LT or HT. If the data file does not exist in
the database, users will be prompted to assign the data as LT or HT (see Figure 2).

This raw data file:
ChAnalyst Data\Projects\DemoiHepCIHTV\Data\01 {A45%5_06Ld_HTI_SDF)_pos wiff
has not been configured in the GMSU database.

Select LT if this raw data file is to be processed as a
Low Throughput acquisition file.

Select HT if this raw data file is to be processed as a
High Throughput acquisition file.

T Laow Throughput (LT) Acquisition

t High Throughput (HT) Acquisition

oK Cancel

Figure 2 HT or LT acquisition type assignment

The default setting for this frame is configured in Configuration Utility — [module] tab — LT or
HT Acquisition parameter. The installation default value is ‘LT’.

If desired, an administrator can make this option frame invisible. The visibility of this frame is
configured in Configuration Utility — [module] tab — Show Low Throughput/High Throughput
Window parameter. The installation default value is ‘No’ (option frame not visible).

If the frame is INVISIBLE, new data will be processed automatically according to the
Configuration Utility LT or HT setting and users will not be prompted to assign data.
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9.3 Browse...

The default path for the Browse button is configured in the Configuration Utility — [module] tab —
Default Data Directory field.

Select a file...

Look in: | (C3 02202007_182233 | e & ek E-

- |=301_buspirone
L&é [htlz_reserpine
My Recent I temp
sl TT 12202007 182233.5ld

Desktop

My Documents
My Computer
My Metwo File name: |I}22D2DD?_'I 82233 :ld j Open |

Places
Files of type: | sld Files ("sid) | Cancel

Figure 3 Browse... Window

e Choose the Browse... button to browse to a raw data file or raw data file directory.

The ‘Files of type’ dropdown box content will include .sld, .wiff, or both (if both CDS
environments are loaded on the workstation).

e Ifboth CDS environments are loaded on the workstation, then the sequence order of the
‘Files of type’ dropdown box content is governed by Configuration Utility — [Module] —
Select Default CDS Environment entry. If ‘Thermo’ is chosen, then ‘.sld” appears first in the
‘Files of type’ dropdown box.

e Data will be loaded into the ‘Choose a File’ grid (see Section 9.4, Figure 5) and the first file
will be processed. The number of rows in the grid very depending on the selection of Choose
Data Access Configuration (see Section 9.1). The column contents of the grid are explained
in 9.4.
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Once data has been loaded, GMSU/QC makes initial database table records and records five user
identification records: Initial Date, Initial User ID, Initial User Name, Modification Date,
Modification UserID, and Modification User Name. In this scenario, the Initial and Modification
userid, username, and date information would be the same. The information may be viewed in the
Choose a File grid.

Modification Date

Initial UserlD | Initial User Hame

Initial D ate

Modification UserlD | Modification User Hame

B/22/2007 1:45:06 PM| Gubbs

Lary Elvebal: B/ 2242007 2:47:38 P | Gubbs Lary Elvebal:

1
gl 6/22/2007 1:48:06 PM Gubbs Larry Elvebal. E/22/2007 1:42:06 PM Gubbs Larry Elvebal
3|6/22/2007 1:48:07 P | Gubbs Larmy Elvebak, B/22/2007 1:48:07 PM| Gubbs Lary Elvebak
41642242007 1:48:07 PM| Gubbsz Larry Elvebak. B/ 2242007 1:48:07 PM| Gubbs Larry Elvebak.
B|B/22/2007 1:42:07 PM| Gubbz Lary Elvebal: B/22/2007 1:48:07 P | Gubbs Lary Elvebal,

<

Figure 4 Choose a File Grid: User Identification

9.4 Choose a File Grid

Title/S amp Acquigition Date

i} Mefazodone 05012007_183911.¢ld May 01, 2007 18:58:38 WGLBBSLAPDI calbursGuickBuanCa

2| Irniprarnine 0501 2007_183911 =ld| May 01, 2007 18:58:38 WMWELEBSLAPOZ e aliburJuick JuanCa

3| Parawitene 0501 2007_183911 =ld| May 01, 2007 18:58:33 WMGUEBRSLAPOcaliburyQuick QuanCa

4| Minowxidil 0501 2007_183311 zld| May 01, 2007 13:58:33 WWELUEBSLAPOZ N caliburyHuick JuanCa

5| Alprazalarn 0501 2007_183911 =ld| May 01, 2007 18:58:38 WWELEBSLAPOZ e alburJuick JuanCa
< >
Figure 5 Choose a File Grid

After the user loads data, the Choose a File grid is filled with data. This grid has several columns
that contain useful information. The following describes the columns:

Column Heading

Description

Analyte Name.

e  When data is initially loaded, GMSU/QC assigns Analyte Name as
the data file name (minus the .wiff or .sld extension). If a .pmd file is
present (for Thermo data), Analyte Name is retrieved from the .pmd
file.

Analyte e Once data has been loaded, users may modify the Analyte Name by
modifying the contents of the window Analyte text box (see
Section 9.12.1). When the Analyte text box is modified, the grid cell
Choose a File grid cell updates automatically.
e A third way to modify the Analyte Name is through the Assign
Transition lons feature (see Section 9.16).
Sample Name or Sample Title. GMSU/QC assigns Sample Name/Title
depending on environment and acquisition type.
e For Thermo data, the Sample Name/Title is the .sld file name.
Title/Sample e For Sciex data, LT Acquisition, the Sample Name/Title is the .wiff

file name.
e For Sciex data, HT Acquisition, the Sample Name/Title is the
Sample value retrieved from the .wiff file.
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9.5

Column Heading

Description

Acquisition Date

The acquisition date/time of the first sample in the data file

File Path The directory path of the data file.
Sample # For HT Acquisition. The sample number within the .wiff file.
HT/LT Denotes acquisition type, either HT or LT Acquisition
A PI Analyte parent ion
A DI Analyte daughter ion
IS PI Internal Standard parent ion
IS DI Internal Standard daughter ion
TotTrans# Total number of unique transitions listed in the data file
The transition ion item number (retrieved from the list of transition ions)
AnalTrans#
of the Analyte
ISTransk The transition ion item number (retrieved from the list of transition ions)
of the Internal Standard
Deactivated Field not available at this time
TransSet# Transition ion set number of the selected Analyte file
Analyte Filter For Thermo data only. The filter string for Analyte
IS Filter For Thermo data only. The filter string for Internal Standard
ID The database record ID for the selected file
Initial Date The date/time that the selected file was initially loaded in GMSU/QC
Initial UserID The network User ID of the user who initially loaded the selected file
Initial User Name The network User Name of the user who initially loaded the selected file
Modification Date The date/time that the selected file was last modified in GMSU/QC
Modification UserID | The network User ID of the user who last modified the selected file
Modification User The network User Name of the user who last modified the selected file
Name

Sample Change Warning boxes

‘Enable Sample Change Warning — Chromatogram’ and ‘Enable Sample Change Warning —
Results’ (for Hepatic Clearance module) warning boxes are checked by default. If the user
attempts to select a new file in the ‘Choose a File’ grid, but hasn’t saved the Chromatograms or
Results (for Hepatic Clearance module), one or two warnings are displayed.

Save Chromatography?

\ll‘) Chromatography has not been saved. Do you wish to save the chromatography data?

Mo Cancel

Figure 6

Example of a Sample Change Warning

e Ifthe user chooses ‘Yes’, the data is Saved and the next file is displayed.
e Ifthe user chooses ‘No’, the data is Not Saved and the next file is displayed.
e [fthe user chooses ‘Cancel’, the action is canceled and the original data file remains

displayed.
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These warnings may become annoying if initial data review is all that is desired. By deselecting
one or both of these warnings, the warning messages will be disabled.

9.6 Save Data

The Hepatic Clearance Calculator module and Permeability Calculator module have two save
events: Save Chromatography and Save Results. All other modules have one save event: Save.

Save

Data Saved &
I ¥ | ocked
Data not saved/locked Data saved/locked

When data is in a NOT Saved/Locked state, the Save button is enabled and the Data
Saved&Locked checkbox is disabled. In this state, users are free to modify data.

When data is in a Saved/Locked state, the data is locked, cannot be modified, and can only be
viewed. If the user wishes to modify saved data, then the user must first de-select the Data
Saved&Locked checkbox.

When a save action occurs, the Modification user information for that data file
(see Section 9.3, Figure 4) is updated.

9.7 Cancel

If a module has a Cancel button and that button is clicked, the underlying data for that record will
be reset to its preceding Saved data.

9.8 Sample List

All modules except the Hepatic Clearance Calculator have a sample list. The sample list shows
columns of sample-related data. The column headings of the sample list may be modified quickly
and easily by clicking the Configuration Actions — Create/Edit Table Heading Set button. See
Section 10 for more information.

Excluded |A|]L=5l]l] |BIJL=2,5 |[Ana| RT Flag = 10) (IS RT Flag = 10] (IS Peak Int. Flag = 20] [AC Peak Int. Flag = 20)
Sample List GQCs T Standards T Flagged Samples T Unknowng
Sample Sample Nom. Analyte | Analyte 15 Area DF A
Name File Name Type Conc. [Conc. [%Bias [RT Peak Area IS RT |Peak Area|Std Excl? [Ratio Dose Form |Instance
1 |Blank QuickCalc_01 2 3 315857929 77
2 |Blank QuickCalc_02 |Blank 0.207 1.91 70146 170[ B3395E53
3 |Blank QuickCalc_03 |Blank 0.185 1.87 54033 166| 52543503 0.00077294
4 |Blank QuickCalc_04 |Blank 0107 1.95 42806 172 79972636 0.00053526
5 |2.5ng/mL QuickCalc_06 | StdUpdate 25 250 -01 1.92 520899 170[ 79393388 0.007582054
B |5.0ng/mL QuickCalc_06 | StdUpdate 5 5.39 7.7 1.93 1335400 172 BOs3;2M 0.01658200
7 |10.0ngfmL QuickCalc 07 | StdUpdate 10 102 2.3 1.93 2443638 172] 78339048 0.03119310
8 | 25.0ng/mL QuickCalc_08 | StdUpdate 2h 26.8 7.0 1.93 5326033 172 78917873 0.08015970
2 Efl e denl Anickrale M0 | Sl lndata [0 £ 4R 12l 1onaoasn 171 70n20%0% n1E3N1AOR s bt

Figure7  Sample List

The sample list has several tabs that filter data to aid the user in viewing the data (see Figure 7).
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In addition, the sample list has several flags that are color coded and blink if configured to do so:
9.8.1 Excluded (Yellow)

If the sample list contains calibration standards, the sample row will be yellow if the
calibration standard has been excluded by the user (see Section 9.13.3).

9.8.2 AQL (Orange)

If the sample list contains calibration standards, the sample row will be orange if the
calculated concentration is above the highest accepted calibration standard concentration.

9.8.3 BQL (Blue)

If the sample list contains calibration standards, the sample row will be blue if the
calculated concentration is below the lowest accepted calibration standard concentration.

9.8.4 Miscellaneous Assay Flags (Red)

The Miscellaneous Flag displayed criteria settings are obtained from the Assay Flag
Criteria settings (see Section 9.14.3). Row colors for these flags are shown only if the
respective sample list Required Table Heading is shown:

Flag Required Additional
Table Heading Table Headings
Anal RT Flag Analyte RT Flag Analyte RT Ave | %Analyte RT Diff
IS RT Flag IS RT Flag IS RT Ave %IS RT Diff
IS Peak Int. Flag IS Int. Flag IS Area Ave %IS Area Diff
QC Peak Int. Flag QC Int. Flag QC Area Ave %QC Area Diff

9.8.4.1 Anal RT Flag (Analyte Retention Time Flag)

e The Analyte RT Ave column contains the average Analyte retention time
(RT) of all samples

e The %Analyte RT Diff column shows the % difference between the
actual RT and the average RT

e If the % difference value is outside the displayed Flag percentage then
the sample row will be pink.

9.8.4.2 IS RT Flag (Internal Standard Retention Time Flag)

o The IS RT Ave column contains the average IS retention time (RT) of all
samples

o The % IS RT Diff column shows the % difference between the actual RT
and the average RT

o Ifthe % difference value is outside the displayed Flag percentage then
the sample row will be pink.
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9.8.4.3 IS Peak Int. Flag (Internal Standard Peak Integration Flag)

e The IS Area Ave column contains the average IS peak area of all
samples

o The % IS Area Diff column shows the % difference between the actual
peak area and the average peak area

o If'the % difference value is outside the displayed Flag percentage then
the sample row will be pink.

9.8.4.4 QC Peak Int. Flag (Quality Control Sample Peak Integration Flag)

e The QC Area Ave column contains the average QC peak area of all
samples

e The % QC Area Diff column shows the % difference between the actual
peak area and the average peak area

o If'the % difference value is outside the displayed Flag percentage then
the sample row will be pink.

9.9 Display HT Chromatography
(For LT acquisition data only)

Each GMSU/QC module contains a ‘Display HT Chromatography’ button. When the user clicks
this button, GMSU/QC will look for an existing text file containing pseudo HT data. If the text
file cannot be found, GMSU/QC will generate one (one each for Analyte and Internal Standard)
by concatenating the XY data retrieved from each data set sample. The generated text file is
displayed in the corresponding environment’s (either Sciex or Thermo) graphing tool. The result
is that the chromatographic peaks of the entire assay may be reviewed in a single chromatogram.
For example, Figure 8 shows a 16-injection assay acquired in the normal LT manner, but
displayed in a HT manner.

The advantage to this display is that users may review the entire assay at once. This type of view
makes it obvious if there is a problem with a sample (e.g. very low signal for an Int Std or
Analyte) or the assay (e.g. erratic signal for the Int Std), which may point to problems in sample
preparation or problems in the HPLC instrument.

These types of observations can be easily missed in the traditional chromatographic review
method in which individual chromatograms are reviewed (because each peak is typically
normalized in the CDS window, hiding the fact that the peak signal may be attenuated) or peak
area lists are reviewed (because it is tedious to generate the list and the review may miss small or
erratic peak areas).

There is an additional advantage of the HT Display if Thermo data is being viewed. Integration
parameters may be optimized at the HT level if Thermo data is viewed (see Figure 9). This is
advantageous over the traditional manner of optimizing integration parameters because the user
can see the effect of the optimization on all peaks immediately, rather than having to inspect each
peak after an optimization event.
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FA Pseudo HT Acquisition Display
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Figure8  Display HT Chromatograph — Sciex Data
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Pseudo HT Acquisition Display
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Figure 9 Display HT Chromatograph — Thermo Data

9.10  Chromatographic Display

All GMSU/QC modules display chromatography in essentially the same manner. One window
(either top or left) shows the Analyte while the other (either bottom or right) shows the Internal
Standard.

9.11  Chromatographic Processing Functions

To perform chromatographic functions, GMSU/QC uses the software development kit
components provided by Sciex and Thermo, respectively. Therefore, when users optimize
chromatography, they can expect the features available in the native chromatography data system
(CDS) will be behave similarly in GMSU/QC. In the same manner, it can be expected that the
GMSU/QC chromatographic features will differ between Sciex data and Thermo data, though
every effort has been made to ensure the differences are minimal.
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Figure 11  Example chromatogram window - Thermo
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Users may perform the following events in a chromatogram:

Event

Description

BF (Bunching Factor)

Sciex only. Bunches points by the number displayed.
Changes to BF are made to all samples.

BW (Baseline width) Thermo only. Changes to BW are made to all samples.
Smooths Smooths data by the factor displayed.
Changes to Smooths are made to all samples.
NT/PNF Noise Threshhold/Peak Noise Factor (Sciex/Thermo)
Changes to NT or PNF are made to all samples.
AT/ANF Area Threshhold/Area Noise Factor (Sciex/Thermo)

Changes to AT or ANF are made to all samples.

Point-to-Point
Drop to Baseline

Sciex only. Will apply the setting to a manual integration event.

Y-Axis Type

Thermo only. Will set the Y-Axis to Absolute or Relative

Chromatogr. Review

Choose different review states.
The contents of this dropdown box are configured in Configuration
Utility — Flags.

Peaks Button

Thermo only. Will display all peaks found in the chromatogram.

Save Chrom Button

Chrom Saved Checkbox

Hepatic Clearance Calculator and Permeability Calculator modules
only. Saves the chromatographic portion of the data.
See Section 9.6.

Normalize Y

Will normalize the Y-Axis to the setting chosen.

Reset Button Will reset the chromatographic window to full scale.
Display HT Self explanatory. See Section 9.9.
Chromatography Button

Remove Manual
Integration Button

Will remove the manual integration settings of a peak (if manually
integrated).

9.11.1 Assign expected peak retention time (Analyte or Internal Standard)

@ GMSU 3.2.17 - Hepatic Clearance Calculator

Change Data File Path... \for

Copy Peak Integrations to Clipboard
Generate Reports...

Peak Area Text File. ..

Manually Enter Peak Retention Times...
Print

Enter LT Retention Time - Analyte

Enter LT Retention Time - Int Std

Display Multiple Results, ..

Assign Transition Ions...

Set Retention Time Window Parameters. ..
Help...

Ehl:u
ad L
ol
ar when

Choose Menu — Enter LT Retention Time — (Analyte/Int Std)
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The user will be prompted to enter the expected retention time. The entered time will be
applied to all samples.

The following features are slightly different between the Thermo and Sciex environments:

9.11.2 Sciex data

9.11.2.1

9.11.2.2

9.11.2.3

9.11.2.4

Zoom X-Axis

The x-axis may be zoomed by left-clicking and dragging in the X-AXIS
TITLE AREA of the chromatogram.

Zoom Y-Axis

The y-axis may be zoomed by left-clicking and dragging in the Y-AXIS
TITLE AREA of the chromatogram.

Manually integrate peak

0.55
0.38 L 085 0
fﬂ\ﬁ' e
0.4 0.8 0.8 0.7
Time, min

The peak may be manually integrated by left-clicking and dragging from the
desired start time to the desired end time.

In the Hepatic Clearance module and Permeability module, the peak that has
been manually integrated is annotated with an “M” in the chromatography
data table to the left of the chromatogram.

In all other modules, a manually integrated peak is denoted in two ways:

e The Sample List columns ‘Analyte Man Int’ or ‘IS Man Int’, if
displayed, will contain an “M”

e The ‘Manually Integrated’ checkbox at the lower right of the
chromatogram will be checked.

Re-identify peak (LT acquisition only)
Right-mouse-click on the peak you wish to be identified as the peak
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9.11.3 Thermo data

9.11.3.1

9.113.2

9.11.33

Zoom X- and Y-Axis

The x-axis and y-axis may be zoomed by left-clicking and dragging in the
PLOT AREA of the chromatogram.

Manually integrate peak

T 1T T 1T T 11 1T 7T T] T
1.85 2.00 205 2

Time {min)

The peak may be manually integrated by left-clicking and dragging either the
blue start-peak box or the blue end-peak box to the desired start/end times.

In the Hepatic Clearance module and Permeability module, the peak that has
been manually integrated is annotated with an “M” in the chromatography
data table to the left of the chromatogram.

In all other modules, a manually integrated peak is denoted in two ways:

e The Sample List columns ‘Analyte Man Int’ or ‘IS Man Int’, if
displayed, will contain an “M”

e The ‘Manually Integrated’ checkbox at the lower right of the
chromatogram will be checked.

Add a peak

Right click on the chromatogram plot area and the cursor converts to a
Thermo Add Peak cursor. Click and drag from left to right on the base line
where the desired peak is located.

This action results in a single manually-integrated peak for the
chromatogram.
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9.12  Miscellaneous Features

All modules except the Hepatic Clearance Calculator and the Permeability Calculator have an
area to the right of the Sample List that contains miscellaneous configuration features:

Analyte:
Urkrowms Mefazodone
A
? | Analyte Filter Comments (<250 characters)
+cESlsid=10.00
+cES| sid=10.00
+|:ES|5id='||:l.|:||:l . Sig Figs 7 Dec
+ - ESl sid=10.00 REpIaEEElalll:ur Pt | & e s
+cESlsid=10.00 = ~ Decimals
+cESl sid=10.00 Excludﬁialihr Pt & ITI
+cESlsid=10.00
+cESlsid=10.00
+ ~FE2 cid=1nnn ¥
>
Figure 12 Miscellaneous Configuration Features

9.12.1 Analyte

Users may modify the Analyte Name in this text box. See Section 9.4 for additional
details.

9.12.2 Comments
Users may enter comments in the Comments text box.
9.12.3 Replace Calibr Pt Button

To Replace excluded calibration points, users select one or more excluded samples in the
sample list, then click the Replace Calibr. Pt. button.

9.12.4 Exclude Calibr Pt Button

To Exclude calibration points, users select one or more samples from the sample list to
exclude, then click on the Exclude Calibr. Pt. button.

9.12.5 Sig Figs/Dec

Users may choose to display values based on significant figures or decimal places. Users
enter the number of significant figures or decimal places in the text box. Data is updated
immediately upon any change in this setting.
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9.13

Calibration

All modules except the Hepatic Clearance Calculator and the Permeability Calculator have a
Calibration window. The calibration window contains items to configure calibration parameters,

such as

regression type, regression weighting, Use IS, and concentration units. Note that, for

Thermo data that contains a valid .pmd, concentration units are entered automatically.

Chramatography T Calibration T Configuration Actions
Regression Chromatography Calibration Values
G <] | v = (0.0043285)% + -0.0041882) Solid points are Included S| 15 Apply t
\A,IZ,Z:;HQ R2=0.99931 Hollow points are Excluded T PU'HTS' . Ch,;nfgtig?aphy
m 5 25 = ations
[none] - = é T . Cone. | #
[ BB derrme R # Stds 15
ol H S DO STD_I | |
p— L o STD_2
o ® 04 . " T \ \ STD_3
0 100 200 300 400 500 600 STD 4
Concentratien (ug/mL} —
STD_5 B
Figure 13  Calibration Tab
9.13.1 Calibration Discussion
GMSU/QC will retrieve calibration level information from the underlying data files (.wiff
or .sld). The calibration level information is shown in Sample List Calibr Level table
heading.
If the retrieved Sample Type shown in the Sample List is incorrect, users may modify this
value in the Sample Type column. In addition, users may enter calibration (and QC)
concentrations in the Nom Conc. column (nominal concentration).
Sample Nom. Sample Nom.
Type Conc. Type Conc. |1
Elank
25
| Stdd g =tdl pdate b
| N R .-
Alternatively, users may use the Chromatography Calibration Values feature to enter
calibration concentration values.
9.13.2 Chromatography Calibration Values

The Chromatography Calibration Values feature allows users to enter calibration values
for calibration levels and/or sample types and Apply to Chromatography. The manner in
which the concentration values are applied to the sample list depends on the presence of
calibration levels.

If GMSU/QC was able to retrieve calibration levels from the underlying data, then
STD 1, STD 2, etc. correspond to Level 1, Level 2, etc. For example, when the Apply to
Chromatography button is clicked, then STD 1 concentrations are entered in any row
with a Level 1 calibration level.
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If GMSU/QC was unable to retrieve calibration levels from the underlying data, then
STD 1, STD_2, etc. corresponds to the first Standard Sample Type, the second Standard
Sample Type, etc. For example, if nine standard concentrations are configured in the
Chromatography Calibration Values section, then these concentrations will be entered for
the first nine Standard Sample Types. If, for example, there are eighteen Standard Sample
Types, then the feature will start over: STD 1 = Standard Sample Type #10, STD 2 =
Standard Sample Type #11, etc.

An advantage of using Thermo data is GMSU/QC can access Thermo processing
methods (.pmd). If a correct .pmd is contained in the Thermo .sld, then GMSU/QC will
retrieve the calibration level and calibration concentration (as well as QC concentrations)
and enter the values automatically into the Sample List. This can be an enormous time
saver if more than, say, ten assays are performed at once. See Section 8 for more
discussion of Thermo .pmd’s.

9.13.3 Excluding/Including calibration standards
All GMSU/QC modules that have calibration features contain buttons that allow users

Exclude or Replace calibration points.

To Exclude calibration points, users select one or more samples in the sample list to
exclude, then click on the Exclude Calibr. Pt. button.

To Replace excluded calibration points, users select one or more excluded samples in the
sample list, then click the Replace Calibr. Pt. button.

In both actions, concentrations and parameters (e.g. clearance or AUC) are updated
immediately.

9.14  Configuration Actions

Chromatography T Calibration T Configuration Actions...

Sample Table Column Headings Optimize Sample Number:

Create/Edit Table Refresh

Apply to Data Set ‘

Heading Set

Heading Set Values

Col Names A Assay Flag Criteria
Fla Criteria

Sample Mame Analyte RT
Sample Type IS RT 10
MNarm. Conc, |5 Paak Int. 20
Caonic. Qi Peak Ini. 20
*Bias
Analyte BT A

Figure 14  Configuration Actions
All modules except the Hepatic Clearance Calculator and the Permeability Calculator have a
Configuration Actions window.

9.14.1 Sample Table Column Headings

9.14.1.1  Apply to Data Set Button

Users may quickly change the Sample List table headings by either double-
clicking on a Heading Set entry or by choosing a Heading Set entry, then
clicking the Apply to Data Set button.
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9.14.1.2  Create/Edit Table Heading Set

Users may modify the Heading Set by clicking on the Create/Edit Table
Heading set Button. The Create/Edit Table Heading Window is displayed.
See Section 10 for further details.

9.14.2 Optimize Sample Number

When GMSU/QC initially processes loaded data, it must pick a sample in which to
determine the expected compound retention time. The Optimize Sample Number box
displays the sample number that gets chosen for processing.

Notes:

e The initial contents of this box is determined by the Configuration Utility — [Module]
— Sample Number to Evaluate Chromatography field.

o The user may reprocess data by modifying the value in this box and clicking the
Refresh button

e [f the number in the box is greater than the number of samples in the data set, then
the last sample in the data set is used to determine expected compound retention time.

9.14.3 Assay Flag Criteria

Assay Flag Criteria (see Section 9.8.4) specific to the chosen data file may be entered
here. The default values for each flag for newly-loaded data are retrieved from the
respective Configuration Utility — [Module] — Flag Criteria entries for that module
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9.15  Generate Reports

There are two ways to generate reports in GMSU/QC. Figures of actual Generate Reports
windows can be found within the individual modules User Manual sections.

9.15.1 Console — Generate Reports

Each Console module sub-level contains a button to go directly to the Generate Reports
window for that module. For example, Figure 15 shows the Hepatic Clearance Calculator

Reports button.

B2 GMsU Console

Gubbs® Mass Spec Utilities
- Home _] Hepatic Clearance Calculator
- Hepatic Clearance _] Hepatic Clearance Calculator Reports
Calculator
_] Go Back
Excluzsively Distributed By -Workstation Prerequizites Installed: A product of Gubbz Ine-

Th W Themmo ScientificR ] XDK-OEM -::;-_\' P Y
ermo [# SciexR] Anslyst[F] L}ﬁ v357

SCIENTIFIC

Figure 15 Example Console — Report Generation entry way
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9.15.2 [Module] — Menu — Generate Reports...

Within each module, users may choose Menu — Generate Reports... to go to the Generate

Reports window.

FA GMSU 3.2.17 - Hepatic Clearance

Change Data File Path. ..
Copy Peak Integrations to Clipboard

Generate Reports...

Peak Area Text File...

Manually Enter Peak Retention Times. ..
Print

Enter LT Retention Time - Analyte
Enter LT Retention Time - Int Std
Display Multiple Results. ..

Assign Transition Ions...
Set Retention Time Window Parameters...
Help...

Figure 16 Menu — Generate Reports

9.16 Menu Items

Each module has a Menu from which additional functions can be performed. Some of these items
are conserved in all modules and will be discussed here. Figure 17 shows the Generic
Chromatographic Viewer Menu as an example.

Change Data File Path...
Generate Reports. ..

Print Chromatograms. ..

Retention Time Utilities. .. *
Assign Transition Ions...

View Compound Information. ..
Configuration Utility. ..

Deactivate Records...

UnSave Record...

Slide Show...

HT Acquisition Tools *
System Suitability Tools. ..

Fill Experiment ID...

Instrument Method Report...
Help...
'I':igure 17  Generic Chromatographic Viewer Module Menu Items

9.16.1 Change Data File Path...

Under construction
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9.16.2 Generate Reports...
Opens the Generate Reports window for the module
9.16.3 Print Chromatograms...

For Thermo only. Will generate a Word™ document containing figures of
chromatograms.

9.16.4 Retention Time Ultilities

Change Data File Path... C vi awer Choose a file:
Generate Reports. .. Chooze D ata Acquizition bode;
Print Chromatograms... | =l o |Low Throughput .ﬁ.cquisitiun—|
Retention Time Utilities. .. Set Retention Time Window Parameters. ..
Assign Transition Ions... Enter LT Retention Time - Analyte...

View Compound Information... Enter LT Retention Time - Int Std. ..

[ RSty SNSRI S [ [ E] B W F T o

9.16.4.1 Set Retention Time Window Parameters...

Retention Time Parameters...

Affects Thermo Data Only

Check or Uncheck desired compound
Enter Retention Time Window parameters

v Analyte

Retention Time Window Star (minutes): 0
Fetention Time Window End (minutes): 1000
[ Int Std

Fetention Time ‘“Window Start (minutes):

Fetention Tirme Window End (minutes):

Cancel
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For Thermo data only. When the intensity of Analyte and/or Internal
Standard peaks are low, then it is sometimes hard for GMSU/QC to
distinguish expected (e.g. highest intensity) peaks from contaminant peaks.
This function allows users to enter a retention time window to instruct
GMSU/QC to look only within the retention window range to look for the
most intense peak.

9.16.4.2  Enter LT Retention Time — Analyte...

Enter Analyte Retention Time

E nter the expected retention time for the analyte;

Cancel

For LT Acquisition only. This function is used to set the expected retention
time of the analyte for LT data.

9.164.3 Enter LT Retention Time — Int Std...

Enter Internal Standard Retention Time

Enter the expected retention time far the internal
ghandard:

Cancel

For LT Acquisition only. This function is used to set the expected retention
time of the internal standard for HT data.

9.16.5 Assign Transition lons...
See Section 9.17 for details about assigning transition ions.
9.16.6 View Compound Information...

For Thermo only. Displays several tables of compound, sequence, and processing method
information useful for debugging. Used specificially by GMSU/QC developers.

9.16.7 Configuration Utility...
Will open the Configuration Utility window and select the appropriate module tab.
9.16.8 Deactivate Records...

Users may deactivate/activate records such that they do or do not appear in the Generate
Reports window print queue. See Section 10.2 for further discussion.
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9.16.9 UnSave Record...

This action will convert the Saved status of the record to False. The data is reprocessed as

if it was a newly opened data file.

9.16.10 Slide Show...

F2 Slide Show X

Enter slide rate in seconds: III

Faused at slide 1 of 46 slides.
<l 2
Go To Shide -->| 1

FElay | F'guse| Eestart| Cuit |

Action will automatically scroll through the sample list chromatograms.

9.16.11 HT Acquisition Tools

For Thermo data only. Available only in the Generic Chromatographic Viewer. HT
Acquisition is discussed in Section 3. GMSU/QC provides tools for the efficient

processing of HT Acquisition data.

Change Data File Path...
Generate Reports...

Print Chromatograms. ..
Retention Time Utilities. .. r
Assign Transition Ions...

View Compound Information. ..
Configuration Utility...
Deactivate Records. ..

UnSave Record...

Slide Show...

System Suitability Tools. ..

Fill Experiment ID...

- P ma ol e

HT General refers to in-house processes for HT Acquisition.
LDTD™ refers to Phytronix LDTD HT Acquisition apparatus
RapidFire™ refers to Biotrove RapidFire HT Acquisition apparatus

c Viewer

Choose
al .sld fe Low
IEnCE " Higt

lata\05012007_183

IRT Flag = 10]

(min

HT General
LOTD™
Rapidfire™ »

Chromatographic methods are created (if needed) to apply to HT Acquisition data. See

Section 11 for discussion of the Chromatographic Method Designer.
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9.16.12 System Suitability Tools...

The System Suitability Tool allows user to set several settings to determine if samples
pass or fail criteria. This tool is useful for reviewing sequences containing a large number

of samples (e.g. 384).

Data System Suitability Investigation
Yiew
(" Table ¢+ Grid

Inchide Blanks in Evaluation
" Yes @+ No

Show Columnz
Analyte Int Std

Rl e i | * Blanks ignored when calculating averages
| Ret. Time o o Braliz | Andgte | Anate | Anabte | Inod Trt 5t et Gtd IntGtd | These data are
Peak AreaMin v [ SEStat‘;':gs Pl Wd Ret. Time | AreaMin SN Pl w/d Fet. Time SN Feprod. Saved and
S/M W v ~ -:l -:l Locked. User
Peak Area Reprod. T3 Exit W 0.15 || Average * Average * W Average Comments are
L 1.91 1.70 91485640 read-only.
* Modified Peak Width at 1/2 height
i Totals 22 || 0 [ o J)[ o f[ o [ o J[ o J[ o
Sample Sample Analyte | Analyte Analyte Analyte Int 5td Int Std Int Std Int Std o]
|46 File Name Name Type Peak Wd. | Ret. Time | Peak Area 5/N Peak Wd. | Ret. Time 5/N Reprod. Comments
1 EQuicklals 01 4 Blank Blank 0.05747) 193] 20345318 54596 015041 1LEE) 111280[ 319743514 i
T T ] 2 T 3 T 4 |
i 2 | 3 | 4 |
7

’7(0‘ MNormal ¢ vertical © Horizantal

Display HT Chromatography... ‘ [ [Manually Integrated

BW  Smooths  PNF ANF ;-A;ETHB Chromatogr. Review BW  Smooths  PNF ANF
100 3w ] = pmoule Mo Flag - 100 3w ]
J - " Relative J - Left single-click in graph to restore previous view
0.01-2.25 NL 4.76E6 0.00-2.25 ML 6.58E7
#1:+ cES| 5id=10.00 SRM ms2 470.010@cid34.00 [245.956-246.056, 273.973-274.073] Normalize ¥ || #1:+ ¢ ESI5id=10.00 SRM ms2 329.210@cid25.00 [161.978-162.078, 293.995-294.095, 31
g
RT:1.93 r: Le: RT: 1.66
AN 20045318 AN 310749514
5 10 .
45000003 B
Analyte 60000000 .
50000000
= ]
£ 40000000
5 3
Z ]
230000000
E m
E] 3
2 20000000
10000000
= 0 = =
T 1 T T T T 17 1 T 1 1 T 1 rT T T T T T T T T [ T T T T T T T T T
0.5 1.0 1.5 2.0 05 1.0 15 20
Time (min} Reset Time (min}

Int Std

Reset

D Manually Integrated

Version 13.1 (September 18, 2009)

C:\GubbsInc\WebSite\GubbsInc\GubbsInc03\files\GMSU_UserManual 14.doc



SLVRR7,

Gubbs Mass Spec Utilities / Quick Calc™ 6.x.x User Manual Page 41 of 133

9.16.13 Fill Experiment ID...

Browse_ .. |Chooze a data file:

C:Wcalibur\QuickQuanCannedDemo\PE curve data05012007_183911
Y01_QuickCalc\QuickCale, sld

Fill Experiment ID

X
Enter an Experment 1D

Cancel

|01_QuickCalc

Often times users need to tag several data files as part of group. This feature will
automatically enter the user-entered Experiment ID into the Experiment ID field of every
data file contained in the Choose a File table.

The default value for the Experiment ID is the subdirectory that contains the data file.

9.16.14 Instrument Method Report

Thermo data only. This feature will retrieve instrumental method from a .raw file in the
sequence and display that information (along with some sequence information). The
information may be exported to clipboard or Word™ document.
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9.16.15 Help

Select a help file...

Loak in: | I Manuale

L GMsU_adminManual_000 1.pdf
L GMsU_adminManual_0002.pdf

My Recent | GMSU_UserManual_03.pdf
Documerts Z GMSL_UserManual_09. pdf
?[-:
Desktop

-

My Metwark

File name: ||
Places

Files of type: |.|:u:|f Files [~ pdf™)

El Qpen
j Cancel

Figure 18  Help Window

By choosing Help, users will be prompted to open one of several Help files
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9.17  Assign Transition lons

9.17.1 Sciex data

When data is initially loaded, GMSU/QC looks in the instrument mass spec experiment
and retrieves the first two transitions. GMSU/QC assigns the first transition as the
Analyte and the second as the Internal Standard. If the acquired data is the opposite, then
the user has the option to assign the appropriate transition to Analyte and Internal
Standard. In addition, the user may create new lon Sets if the data contain multiple

analytes.
Assign Transitions...
Create a new
lon Set
Available Transitions Create... ‘ ‘ ‘ Assigned Transitions
PI DI Analvte Name Anal. PI Anal. DI 15 PI 15 DI
_ 01 (A455 _D6Ld _SDF) 272.25 12815 51b.28 276.3 4

515.28 276.30 Azzign Snalyte
-z

Azsign Int Std
—

&) #

Analyte Name: |07 (A455_06Ld_SDF)

If there is no Internal Standard. then assign the Analyte Transition as both Analyte and Internal Standard. Then select the '"No'

Cancel option button in the 'Use IS® frame of the Calibration Tab on the main form.

o |

Figure 19 Assign Transition lons Window — Sciex Data
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9.17.2 Thermo data

When data is initially loaded, GMSU/QC retrieves the first two transitions from the list of
filter strings associated with each sample in the .sld. GMSU/QC assigns the first
transition as the Analyte and the second as the Internal Standard. If the acquired data is
the opposite, then the user has the option to assign the appropriate transition to Analyte
and Internal Standard. In addition, the user may create new lon Sets if the data contain
multiple analytes.

Assign Transitions...

Create a new
lon Set
Available Transitions Create... ‘ ‘ ‘ Assigned Transitions
Ion Filter Analvte Name Analvte Ion Filter 1S Ion Filter |
) [204.957-205.057, 280.921-281.021] _ Alprazolam ) [204.957-205.057, 280.921-281.021] 3, 293.995-294.095_311.019-311.119] 1
1, 292.995.294.095, 311.019-311.119] Kssan el
—
Azsign Int Std

-2

L) X

Analyte Name: |Alprazolam

Cancel If there is no Internal Standard. then assign the Analyte Transition as both Analyte and Internal Standard. Then select the 'No'
= option button in the 'Use IS" frame of the Calibration Tab on the main form.

e |
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10

Conserved GMSU/QC Reports Features

Each GMSU/QC module Reports window has several features that are identical (or nearly identical).
These features are discussed here. The figure below shows the Generic Chromatographic Viewer module
Reports window that has examples of these features.

#3 Generic Chromatographic Viewer Reports

= A = Sort Orders )
Generic Chromatographic Viewer Reports I [probte ] 2 [MNore] <] 3 [iNone] <] &[tonel H Exit
Save Deactivate ‘
= = Asc - Asc - Asc - Asc
Existing Data... Settings data... | J | J | J |
Sal
110 11 01 &M ; : HealiburtOuickQuansC 0 11 0
2|Cmpd_1 081110_00&1_01.5LD 1141142008 4:42:10 P 1141642008 7:06:18 &M C:\<caliburdatah000064R apidFire’.200811114081110_0061_01.5LD
3|DESETHYL AMODISQUINE  [081110_0003 01 11/20/2008 9:49:16 &M 1241042008 2:05:55 PM| C:AADDSADMPEAProjekte\P450MM S RFR avdatah 11202008 _092406411202008_09240
415 besst 3/24/2008 4:00:33 PM 12/9/2008 9:47:19 AM | C:\<caliburdatab000594D0 atal W IntStd.sid
5| Nefazodone QuickCale. zld 5/1/2007 6:53:59 P 12/18/2008 3:10:10 AM| C:\=caliburt\Quick JuanCannedD emo P, curve dataW05012007_183911401_QuickCalg
B PEFT17-079-44-1 08062008_220114.sld 8/6/2008 10:19:09 Ph|  10/30/2008 10:32: 41 AM| C\<caliburyQuickQuantB Th349_3504cquisiionB T Samplesh0B062008_2201144080
< ¥
Choose a Post-Report Macro: |[Nore] |
Add or Remove raw data file(s)... Chooze Report Column Content Include in Repart: Sort Print Data
{ ™ Report Default Calumns £ Repart Selected Columns [¥ Rear Flot (% by Analyte Re-Sort
o i " by D ata Fil
s Feport Calumns 5 aved with Record . [~ Row Colors w Data File —
Edit Columns... " by Sample Report

Data to print...

aw Data File

Date Last Processe

Date Acquired

10.1  Save Settings

The Save Settings feature allows the user to save the settings (e.g. Sort Orders, Choose a Post-
Report Macro, Include in Report, etc.) configured by the user. After executing Save Settings,
those settings will be applied the next time the Reports window for that module is opened.

Version 13.1 (September 18, 2009)
C:\GubbsInc\WebSite\GubbsInc\GubbsInc03\files\GMSU_UserManual 14.doc



SLVRR7,

Gubbs Mass Spec Utilities / Quick Calc™ 6.x.x User Manual

Page 46 of 133

10.2  Deactivate Data

The Existing Data table is populated with data that has been Saved. Over time, this table can
become quite large and filled with data that already has been reported. The Deactivate Data
feature allows users to mark data as ‘deactivated and not be listed in the Existing Data table.

Click the Deactivate Data button to show the Deactivate Records window:

Deactivate Records - Generic Chromatographic Viewer Records

Show, Sort Orders
;;ZEED“:E“E? ikl 1:[anayte v 2:[[Nore]  ~|3:[[Mone] -] 4:[(none] -
+ Hclive dats
i [ asc =] Jasc = Jasc = fasc |
#Recs  Select desired rows
6/ Then click Activate or Deactivate
Date_Acquired Date_Last_Processed Raw_Data_File

11072008_233627
Cmpd_1

11072008_233627.sld
081110_0061_01.5LD

2008-11-20 06:01:01
2008-11-11 16z

2008-11-21 09:22:44
2008-11-16 07:06:18

C:\Xcalibur\QuickQuan\Caco-2\caco_1 10308\11072008_233627\11072008_233627.sld
C:\Xcalibur\data\00006\RapidFie\20081 111\081110_0061_01.5L0

Activate ||| DESETHYL_AMODIAQUINE

081110_0003 01

2008-11-20

2008-12-10 14:05:55

C\ADDS\DMPK\Projekte|P450\MSRFRawdata\11202008_022406\11202008_032406.54

5

test

2008-03-24

2008-12-09 09:47:19

C:\Xcaliburidata\00059\Datal \WIntStd.sld

Nefazodone

QuickCalc.sid

2007-05-01

2008-12-18 09:10:10

C:\Xcalibur\QuickQuanCannedDemo\PK curve data\05012007_183911101_QuickCalc\QuickCalc.sld

De-activate

| [PKFI17-079-NX1

08062008_220114.sld

2008-08-06 22:19:

2008-10-30 10:32:41

C:\Xcallbur| QuickQuzn\BT\349_350\Acquisition\BT Samples\08062008_220114108062008_220114.5id|{

Cancel

Exit

di

"B outiook Today - Mir... | ¥ My Computer |} GMSU_UserManual_1.. | s GMSU_05_00_39-Mi..

ry
15 Start

% B & [P GenericChromatogr...
To deactivate data:
= choose one or more rows
= click on the De-activate button.

To re-activate data
= choose the Deactivated data button in the Show option group
= choose one or more rows
= click on the Activate button

10.3  Sort Orders

Users may choose up to four sort orders to view data.

[ R QuickCalc - GMSU 5.

"} gadgets
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10.4  Choose a Post-Report Macro

Users may choose an appropriate Excel file template (or [None]) to use as a Post-Report macro.

The dropdown box is populated with all Excel files that are contained in the Windows® directory

of the ‘Excel template file’ entry of the module chosen in the Configuration Utility (see
Section 14 for more information about the Configuration Ultility).

ﬁ Configuration Utility

Edit ‘ I - ‘ Exit I
Choose a category:
Global
Global
Hepatic Clearance
Hepatic Clearance Constanl
hodify Method
PF. Calculator
Permeability
Description Value
Default Baseline Window Value (Thermo Only) 100
Default Bunching Factor Value 1
Default Chromatography Method (HT Acquisition only) [Mone]
Default Column Heading Template Pracd2

Default Data Directory

C:\Xcalibur\QuickQuanCannedDemo\PK curve data\,

Default Data File Access Mode

1 - Open a single data file within a directory

Excel template file
Flag Criteria (%) - Analyte Retention Time

Default Regression Linear
Default Regression Weighting 1{none)
Default Results Decimal Places 3
Default Results Plot Regression Significant Figures 5
Default Results Significant Figures 3
Default Results Use Sig Figs (Yes) or Decimals (No) Yes
Default Smoothing Factor 3
Default Units: Concentration mag/mL

Flag Criteria (%) - Int Std Peak Area 25
Flag Criteria (%) - Int Std Retention Time 10
20

Flag Criteria (%) - QC Peak Area

< |
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11 Chromatographic Method Designer

Often times HT Acquisition data (see Section 3) may require a chromatographic method be developed in
order to specify accurate peak retention times or to apply sample specific information to existing HT
Acquisition data.

Depending on the acquisition source, there are two main deficiencies of HT Acquisition data:

A: Sample injection time and frequency information is may or may not be available
If sample injection time and frequency information is not known, then GMSU/QC cannot
determine when or how many peaks should be contained in the HT chromatogram. GMSU/QC
will simply report the number of peaks it can find using its normal integration algorithm — a
number which is often correct if there are 25 or fewer peaks, but is most often incorrect if there
are a large number (> 100) peaks.

B: Sample specific information may or may not be available

HT Acquisition data does not allow the data acquisition system to record sample specific
information (e.g. sample name, sample type, sample ID, nominal concentration, etc.)

Fortunately, GMSU/QC has features (Chromatographic Method Designer) that assist the user in defining
the number and expected times of peaks, as well as adding or importing sample specific information.

The following table contains comments about the deficiencies (A or B) in the HT Acquisition techniques

HT General LDTD RapidFire

A No means for obtaining No means for obtaining Generates a text file
injection times or number | injection times or number | containing injection times
of expected peaks of expected peaks and number of expected

peaks

B No means for obtaining No means for obtaining No means for obtaining
sample specific sample specific sample specific
information information information
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The Chromatographic Method Designer can be accessed either through the Menu — HT Acquisition Tools
— HT General (or LDTD) items.

Change Data File Path. .. aphic Vie
Generate Reports. ..

Print Chromatograms. .. individual . =ld
Retention Time Utilities. .. b Gl sequence

Assign Transition Ions...

View Compound Information...
Configuration Utility...
Deactivate Records...

UnSave Record... Flags
Slide Show. ..
HT Acquisition Tools 3 HT General

System Suitability Tools. .. LOTD™
Fill Experiment ID... Rapidfire™ »
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Or the Designer may be obtained by clicking the Create/Edit Method button of the Configuration Actions
tab (visible only if HT data is opened).

FA QuickCalc - GMSU 5.0.39 - Generic Chromatographic Yiewer

Menu...

Generic Chromatographic Viewer
r Choose Data Access Configuration... ———————
& Open QuickQuan parent .sld or an individual .sid .
¢ Open entire O parent sld as a single sequence

 Choose Data Acquisition Mode: —

Choose a file:

Browse... |Choose a data file:

E Lpply R apidfire
o[ 15 ] [TM] Difset

‘ Analyte;

Sample
File Name [Name

| Excluded |Al:|L= BAL= ‘Flags
Sample List T QCs T Standards Flagged Samples T Unknawns
Sample |Nom. Analyte |Analyte Analyte |Analyte Analyte 1S Int Std Int Std An
e Conc. |Conc. Peak Area |Peak Ht | S/N Peak Wd | IS RT |Peak Area|S/N Peak Wd | Mal

Enable Sample
Change Waming

Cancel ﬂ
_sawe |

Data Saved &
I Codeed

(Comments (<250 characters)

* Sig Figs

" Decimals

# |

Chromatography

I

Calibration

Configuration Actions

Apply to Data Set

Sample Table Column Headings

Create/Edit Table
Heading Set

Heading Set

Pracil
Praciz

Heading Set Values

Filg
Sample Narne

ShuGCY_Met

Sample Type

Mom. Canc.

Canc.

St Excl?

Area Ratio

Analyte BT

Analyte Man. Int.
Analyte Peak Area
Analyte SN

IS RT

I3 Peak Area

Optimize Sample
Number: [ |

Assay Flag Criteria

Chromatogra

Apply to Data Set

phic Methods
Create/Edit

Current Method: |

Fla

Criteria

Chr gr. Method

059525_562
10_HT
11Peaks

17_02

1T7HT_
20051005_1
20051005_18
20051005_18_01
20051005_52_01
384305

38401

38402

384_03
384_03_MolS
364_04_MNols

~

v

Method...
0 Peak Values * Optional
= Gample *5amp
#] Crpd| 15 Mame Ti
hi >
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11.1  Chromatographic Method Designer window
The Chromatographic Method Designer is shown below.

#4 Chromatographic Method Designer E

Predict Activate/ Deactivate ‘ ‘ T Tre 0Obtain Peak Information from:
Peaks... Chrom Methods... =
_— « Optional " Euisting Data
Enter Information: P 3 ¥ Chromotographic Method
Peak| Analyte | Int 5td | Sample | Sample Hom | Sample
# RT R Name * | Type* |Conc*| [D* |Comments * Create Method Parameters:
Enter Expected Number of Get Chrom Data from . csv
oz Peaks: or Excel File...
003
004
005 Create Method For...
006 " Analpgte & Analte and Int. Std.
on?
o0g Select a Method to use:
0og Method Name |~ Analyte | Int 5td [ Sample Sample Hom Sampli
010 RT RT Name Type Conc 1D
10_HT 1
o 11Peaks 2 1.60 1.0
oz 17 02 3|23 238
013 17HT 4 316 316
014 20051005_1 5 394 3.94
075 20051005_18 B 47y 477
016 20051005_18_01 7 5.50 5.50
20051005 5201 8 628 .28
o1/ 384]05 g 7.06 7.06|
L 38400 0] red 784
019 384 02 1 B.62 8.62
0zn 384 03 12 9.40 9.40)
021 384_03 Nols 13[ 108 108
A 384 04 Mol 14 10.96 10.96
b > 52_01 15 11.74 11.74
his d 52_02 16 1252 1252
. Apply to SUEUSINEEET 52 03 17| 1aa0|  1aa0
Exit ‘ sample List B 54 01 18] 1408] 1408 v
57_20060816 i< b2
Figure 20 Chromatographic Method Designer Window

Users may choose to enter retention time for Analyte, Internal Standard, or both, and sample
specific information, in the left portion of the window. If desired, the user may save this retention
data as a new chromatographic method by clicking the ‘Save this data...” button.
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If desired, the user may use retention data from an existing saved sample by selecting the
‘Existing Data’ option button located in the ‘Obtain Retention Data from:” option group. If the
user chooses this option, then clicks on a sample in the ‘Select a Sample to retrieve retention data’
list, retention data from that sample will be automatically entered into the appropriate boxes (see

Figure 21).
& Chromatographic Method Designer
predict Activate/ Deactivate ‘ ‘ S Obtain Peak Information from:
Peaks... Chrom Methods... = .
— = Ontional {* Existing Data
Enter Information: p = ™ Chromotographic Method
Comments =
Blank
onz| 18] 169 Blank Blank
o03] 188 169 Blank Blank
004 18] 17 Blank Blank
005 1.86 1.6R Stdlpdate 25[5TD1 Create Method For...
006 1.89 1.69 StdUpdate 5[5TD2 " Analpte % Analpte and Int. Std.
on? 1.849 164 StdUpdate 10{5TD3
ooa 19 1.7 StdUpdate 25l =TDY Select a Sample to refieve retention data:
009 1.87 1.649 Stdlpdate 50{5TD6 Analyte Date e
00| 18] 16 StdUpdat]  100[5TDE Alpiazoll:n”””m—z%s” :Z; Eg gggg ggg;g;
o] 187 163 StdUpdate| 250/ STD? Alprazalam May 02, 2007 18:34:23
012) 185 1.68 StdUpdaty] ~ 500/STDS Aprenclol Aug 0, 2008 2219:09
013 1.849 1.649 Blank Elank Azithrarmycin Mov 08, 2007 11:04:28
014 1.86 167 Elank Elank Cagodex_REmn_190uneli|.un 19, 2008 15:11:21
05| o7 168 Blank Blank Datlenyon Mo B M
mpd_ ct 22, 103
06| 186 167 Blank Blank Crmpd_1 Nov 11, 2008 16:43:10
017 18] 171 Unknorwn FO DESETHYL_AMODIAQUI Nov 20, 2008 094516
013 1.9 1.71 Unknown FO Imipramine May 02, 2007 19:28:193
019 1.88 164 Unknown FO Imipramine
020 187 1E9 Unknown PO ': — Eaf 20‘; 2200003? 115905003633
elazodone ay . 3 5
21| 187 169 Unknawn PO v Nefazodone May 02, 2007 19:28:19
< > Mefazodone May 01, 2007 18:52:59
e PRFT17-07 331 g U6, 2008 221509
. Apply to Save this data as a Teserping Jun 19, 2007 15:56:25
Exit ‘ sample List T Reserpire Map 22, 2007 14:27:38
Trirmethoprim Mov 08, 2007 11:04:28 b
Figure 21 Use peaks from an existing sample
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Alternatively, the user may wish to apply retention data from an existing chromatographic
method by selecting the ‘Chromatographic Method’ option button located in the ‘Obtain
Retention Data from:” option group. If the user chooses this option, then clicks on a method in the
‘Select a Method to use’ list, retention data from that sample will be automatically entered into
the appropriate boxes (see Figure 22).

& Chromatographic Method Designer

predict Activate/ Deactivate ‘ ‘ S Obtain Peak Information from:
Peaks... Chrom Methods... — ™ Ewisting D ata

Enter Information: Optll:lnil ¥ Chromotographic Method
Peak| Analyte | Int 5td | Sample | Sample Hom Sample
# RT RT Hame *| Type = Conc = 1D = Commen Create Method Parameters:

050 0.80 j Enter Expected Number of Get Chrom Data from . cav

ooz 1.58 1.69 Blank Blank Peaks: or Excel File...
003 1.58 1.69 Blank. Blank.
ao4 149 1.71 Blank. Blank.
005 1.86 1.66 StdlUpdate 25|5TD1 Create Method For...
006 1.849 1.69 StdlUpdate 5|5TD2 " Analpte @ Analpte and Int. Std.
007 1.89 164 StdlUpdate 10|15TD3
00g 19 1.7 StdUpdate 25|5TD4 Select a Method to use:
Ju]ujs) 1487 1649 Stodlpdate 50|STDA Method Name |~ Analyte | Int Std | Sample Sample Hom Samph *
00| 186 168 StdUpdat]  100|STD6 ?gsﬁzf—w - RT_|_RT_|_Name | Type | Conc |__ID
011 187 164 Stdlpdate 260|5TD7? 1Peake 2 1657 157
02| 188 168 StdUpdat]  500|STDS 702 o T T
013 1.89 1.69 Blank Blank 17HT_O1 4 an 1
014 1.86 1.67 Blank Blank 20051005 1 k] 388 188
015 1a7[ 168 Blank Blank 33321332 1: = g ;ig ;ig
Dib| 186 187 Blank Blank 20051005_52_01 B 621 620
017 18 1.7 Unknown PO sample T g La7 597
018 19 1.71 Unknown FO sample 384 M 10 774 774
014 1.88] 169 Unknown PO sample 384 02 n 8.52 .52
o0  187] 189 Unknown FO sample g:i gg — ]g 1333 133?
021 187 168 Unknown FO sample W YR NEIS 4 10:85 10:85

& > 52_01 15 11.63 11.63

Seve this data 2 X /I RTRE
n A to = . .
Exit ‘ S;EIT)WIe List T 54 01 8] 139 135 ¥
57_20060816 ~|£ >
Figure 22 Use peaks from an existing chromatographic method

11.2  Paste from Clipboard... button

Alternatively, the user may copy/paste from an Excel file (Paste form Clipboard... button) the
retention time and/or sample specific information. The Excel file must have 7 columns. In the
example below, the first row contains the names of the column information. In this example, the
user would copy rows 2 — 15, columns 1 — 7.

Version 13.1 (September 18, 2009)
C:\GubbsInc\WebSite\GubbsInc\GubbsInc03\files\GMSU_UserManual 14.doc



SLVRR7,

Gubbs Mass Spec Utilities / Quick Calc™ 6.x.x User Manual Page 54 of 133
TargetRT | IntStdRT | SampleName | SampleType | NomConc | SamplelD | Comments

0.12 0.12 | Sample001 Blank '0012
0.36 0.36 | Sample002 Blank '0013

0.6 0.6 | Sample003 Standard 10 | '0014
0.84 0.84 | Sample004 Standard 20 | '0015
1.09 1.09 | Sample005 Standard 30 | '0016
1.32 1.32 | Sample006 Unknown '0017
1.57 1.57 | Sample007 Unknown '0018
1.81 1.81 | Sample008 Unknown '0019
2.05 2.05 | Sample009 Unknown '0020
2.33 2.33 | Sample010 Unknown '0021
2.56 2.56 | Sample011 Unknown '0022

2.8 2.8 | Sample012 QC 20 | '0023
3.04 3.04 | Sample013 QC 20 | '0024
3.29 3.29 | Sample014 Blank '0025
3.52 3.52 | Sample015 Blank '0026

11.3 Create Method Parameters

11.3.1 Enter Expected Number of Peaks

When the user enters a number here, the number of rows in the Enter Information table
will be set to this number.

11.3.2 Get Chrom Data from .csv or Excel File... button

Users may import retention and/or sample specific data from an existing Excel or .csv
file. The format of the file should conform to that shown in the table in Section 11.2.

11.4  Final action

After retention and/or sample specific data has been entered, the user may save the information (if
desired) as a chromatographic method to be applied to future day.

Finally, the user may apply this information to the underlying Sample List:

= the user clicks on the ‘Apply to Chromatogram’ button

= the retention and/or sample specific data are entered into the appropriate chromatographic
data grids

» the GMSU/QC integration algorithm is called to calculate peak areas (if retention time
has been applied).
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11.5

Predict Peaks..

When the HT Acquisition file contains a large number of peaks and no injection time information
exists, the GMSU/QC peak identification algorithm becomes less reliable and may not predict the
correct number of peaks.

In the example shown, the data is from 384 injections. Since no injection time information exists,

GMSU/QC attempts to indentify the correct number of peaks. As is shown, the number of

predicted peaks (908) is incorrect.

#A QuickCalc - GMSU 5.0.39 - Generic Chromatographic Viewer

Menu...

Generic Chromatographic Viewer
- Choose Data Access Configuration... —————————
& Open QuickQuan parent _sld or an individual _sid
¢ Dpen entire B3 parent .sld as a single sequence

r Choose Data Acquisition Mode: —
™ Low Throughput Acquisition
@ High Thoughput Acquisition

Choose a sample

il Product
2| Substate

'y b ntStd =ld
C:\Xealiburtdatat 0005540 atal W OlIntStd. sld

Enable Sample
v Change Warhing

Cancel Exit

Bpply Rapid
Browse... |Chnnseadata file: E r [Tﬁfgffaspel| e Sas
|C:\Xcahhur\data\UUUSQ\Datal\WOInIStd.sId
-
< ¥
[ Excluded [AQL-NA_[BAL-NA _[Anal RT Flag = 10] (IS RT Flag = 10] (IS Peak Int_ Flag - 25] [UC Poak Inl. Flag = 20] | analye:
Sample List - 908 1 0Cs | Standards | Flagged Samples [ FEE— roduct
IntStd e criment IDs
File Name | Name
1 S testNOIS 746 000000 00000
2 [testNOIS testhOIS Unknowin 0.26 2060 11 0.01209 0.00000 0.0000C  ||Semments (<250 characters)
3 [testNOIS  [testnOlS Unknown 0.29 1430 5| 000955 0.00000]  0.0opoc [0 comments
4 |tesois [testhiols Unknown 0.46 747299 1792 0.04894 0.00000]  0.0000C
5 |iestNois [testhOIS Unknown 052 4529 19] 001673 n.00000]  0.0oooc - Sig Figs / Dec
6 |testNOIS_ [testhOIS Unknown 072 709847 Tagd] 005282 noonoo| _apopnr | TSR SO PE | @ gig ige
7 [testMNOIS testNOIS Unknowi 0.89 2504 13 0.01444 0.00000 0.0000¢ e " Decimals
g [testMNOIS testhOIS Unknowin 0.99 645920 1616 0.05281 0.00000 0.0000C = #
9 [testMOIS testhOIS Unknowr 1.09 hakil 12 0.00954 0.00000 0.0000C*
< »
[ Chromatography T Calibration T Configuration Actions
BW  Smooths  PNFE ANF ;—Axis Tvpe | Chromatoar. Review BW  Smooths  PNF ANF szﬂ”d 'fhf(‘}'"‘?mg’ﬂ‘m(ﬁﬂ”ﬁ —
EE | LR ERS e e ALl
= BLB = Left single-click in graph to restore previous view
0.01-10450 NL: 5.40E5 0.00-0.00 NL O
#1 - p £81 SRM ms2 355 200@cid22 00 [275 090-275 110] #1
RT: 1018 RT 2614 RT: 05.43 100
sooo00-] M RT: 4862 RT:7306  AAE70814 903
A& 3348 AN 2574 RT 9015 E
Int Std
AL 675899 80
400000 703
= N
= £ 80
2300000 £ 7
E s 504
= R
£ El
§200000 é‘a 403
P 203
100000 203
104
: S— S—— SE— S —— =
20 40 60 80 100
Time (min) Reset Time (min) Reset
Remaue Manal Tntanration [ TMamally Tntearated [T S [T M 2l Tntaaratad
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The Predict Peaks feature will predict the identity of peaks based on user-defined number of
peaks entry, then optimizing the PNF variable to retrieve one or more sample lists with the
number of peaks closest to the number expected. The choices of sample lists are listed in the List
of Number of Peaks Found table. Users may select the different choices to investigate.

HT Acquistion Data processing...

Below is the HT Acquisition 'Number of Expected Peaks' setting configured in Configuration Utility - Global

You may modify the 'Mumber of Expected Peaks' value to be applied to this dataset.
The closest number of peaks found are listed in the 'List of number of peaks found' list box.

Select one of the values and click OK to continue.
GMSU/QC will then process this dataset using the selected number of peaks.

Click Cancel to cancel this action.

Configuration Defaults Sample List # of Peaks: | 383 Predicted Missing
Number of expected peaks: # RT Area Diff ~ Peaks (Red Font)
Frequency of expected peaks: 15 1 018 707532 0 or Suspect Peaks
= 2 046 7H1827 0.28 {Blue Font)
List of number of peaks found 3 072 703347 0.26 RT Diff
# Peaks | BW | Smooths 4 053 E45320 0.27 51.39
383 T ; 5 126 B67352 027 51 66
100 3] 1E0 ] B 153 B57343 0.27 = 51.95 0.56
386[ 100 3 g0 ] i 1.80 700405 0.27
308] 100 3 10 ] g 207 E33833 0.27 =
9 234 EI0743 0.27
10 261 B36303 0.27] #»
B Smooths PNF ANF Apply Cancel
o] 3] [ 5 ] Resetview Predicted Peck Freq

Absolute Intensity

0.01-104.50 NL: 5.14E5

RT: 20.18
. qpE7 A TOEE1D AT:2578  RT: 4575 RT: 58.72 AT: 74.88
500000 it lE'Bf ,,,,, ag AA 895812 RT: 84.89 RT: 95.43

S A A BT ol
sa EoosEs  AABTOET

400000

200000

200000

100000

Time {minj

The Predict Missing Peaks table will give suggestions of missing peaks (in red font) or incorrect
peaks (in blue font). In the example above, the closest integration variable choice contains 383
peaks. Predict Peaks suggests that peak RT 51.66 be added.
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If the user clicks on the cell 51.39 or 51.95, the chromatogram will be expanded in this area to
show indeed that a peak probably belongs at 51.66.

HT Acquistion Data processing...

Below is the HT Acquisition 'Number of Expected Peaks' setting configured in Configuration Utility - Global

You may modify the 'Mumber of Expected Peaks' value to be applied to this dataset.
The closest number of peaks found are listed in the 'List of number of peaks found' list box.

Select one of the values and click OK to continue.
GMSU/QC will then process this dataset using the selected number of peaks.

Click Cancel to cancel this action.

Configuration Defaults Sample List # of Peaks: | 383 Predicted Missing
MNumber of expected peaks: t BT Area Diff ~ Peaks (Red Font)
51,14 (26 or Suspect Peaks
: 15
Frequency of expected peaks: (Blue Font)
List of number of peaks found 91.95 RT Diff
194 5222 B07200 027 5139
195 5243 E71360 0.27 51.66
136 h278 E17396 0.23 51.95 0.56
197 53.05 87 0.27
138 5331 E70541 0.26 =
139 5359 7E4187 028
200 53.86 700355 027
BW Smooths PHF ANF ﬁpply gancel . 027
100 ﬂ [ 5 ]| Restview Fredicted Peak Frag;
BO.BE-52.23 NL: B.14ES
AT 5114 RT: §1.95
= s AT 5128 AA: TB2153
= AA: TEEZ01
Ey
|||||||||||||||||||||||||||||||_.?|||||||||||||||||||||||||||||||||||
0.3 51.0 51.1 51.2 512 E1.4 518 E1.6 E1.7 E1.8 518 52.0 52.1 52.2
Time {min}
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The user may add the peak at 51.66 by selecting 51.66 from the list, then clicking the blue
lessthan arrow button. The user is given the choice to add the Predicted Peak to the sample list.
Alternatively, the user may enter a user-defined peak by selecting the Create New Peak option
and entering a new retention time.

Add Peak...

Feak Addition Choice

i+ Predicted Peak T able Selectiord

[ Create new peak:

oK Cancel

Users may also remove peaks from the Sample List by selecting an item from the Sample List
and clicking the red greaterthan arrow button.

Once satisfied, the user clicks the Apply button, which will bring the user back the
Chromatographic Method Designer window with the retention time information populated in the
Enter Information table.

ﬂ Chromatographic Method Designer

Activate/ Deactivate ‘ ‘ T Tee 0Obtain Peak Information from:
Chrom Fethods... . ™ Ewxisting Data
Enter Information: * Optional

= e Chromotographic Methad

Peak| Analyte | Int 5td | Sample | Sample Hom | Sample

Dltm RT RT Hame * Tiie = | Conc * ID * | Comments * Create Method Parameters:
Enter Expected Mumber of Get Chrom D ata from .csy

noz 0.46 0.46 Pesks: or Excel File...
003 0.72 0.7z
004 .99 0.949

005 1.26 1.26 Create Method For...
006 1.53 153 " Analyte ¢ Analyte and Int. Std,
oo? 1.80 1.80
nog 207 207 Select a Method to use:
0o 234 234 Method Name | | | Analyte | Int S5td | Sample Sample Nom | Sampl ™
o1n 7 5 B 0 RT RT Hame Type Conc 1D
- - 10 HT 1
ot 287 287 11Peaks 2 1e0] 10
o1z 314] 314 17 02 3 2w 2w
013 342] 342 17HT_M 4 316]  aim
014 3.68 168 20051005 _1 5 3.94 394
sl 39| 395 20051005_15 B 472 47z
20051005_16_01 7| sE0| &m0
me|  d21] 421 20051005_52_01 8 628 628
07 d48] 448 304005 5| 708 06
018 474 474 354 01 10 a4 TE
019 500 &00 38402 1| &62| 862
nzn 27| B27 384_03 12 340 3.40
384_03_Nol5 73] 1018|1048
0zl 5.h2] 552 I\ 354 _04_Nal5 14| 1096  10.95
3 > 52 01 15 11.74] 11.74
e d 52 02 16| 1252 1252
. Apply to s 52_03 17| 1aa0| a0
Exit ‘ Sample List R 54_01 18 1408 1408 v
57_Z0060816 ol B »
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The user may then save the information as a chromatographic method, then apply the data to the
underlying sample list. As shown below, the sample list now contains 384 samples.

ﬁ QuickCalc - GMSU 5.0.39 - Generic Chromatographic Viewer

Menu...
Generic Chromatographic Viewer T EaTE Title/S ample Filc Path s Enable Sample
r Choose Data Access Configuration... —————————— 1~ Choose Data Acquisition Mode: — |1 JEEEIE] El Jun C. Jatal sld Change ‘Warhing
&+ Open QuickQuan parent .sld or an individual .sld " Low Throughput Acquisition 2| Subshiate testMOIS Jun 03, 2008 21:25:11 C: e aliburdsta,000590D atal \MwidlntStd. s1d 1 C | Exi
" Open entire O parent sld as a single sequence + High Thoughput Acquisitian Lance Xit
Lpply R apidfire
Browse... |choose a cata fie: Do | T (T} Oifset =
IC: Wealibur\data\po059\pata 1\WOINtStd. sld
r
< >
| Excluded |AI§|L=NA |BQL=NA ‘[Anal RT Flag = 10) (IS AT Flag = 10] (IS Peak Int. Flag = 25) [QC Peak Int. Flag = 20) Analyte:
Sample List - 384 T OCs T Standards T Flagged Samples T Unknowns [roduct

f 0[S

testNOIE

Sample
T

Unknown 0.46 7472499) 382293 1792

Peak Area |S/N

It Std A e siment o

1
2 testNOIS 0.04E94 Comments (<250 characters)
3 [tesOE  JtesiNOIS Unknown 0.7z 709547 401803 1684 005262 [i2 comments
4 |testNOIS  [testhOIS Unknown 0.99 45020 344749 1616]  0.05281
5 |testNOIS testhOIS Unknowin 1.26 GE1G60) 337969 1564 0.04189 Sig Figs / Dec
B [tesiNOIS_|testhOIS Unknown 153 657343 360474 1690 004445 Incluce Callr Pt | & gig igs
7 |estiois [testhiols Unknown 1.80 700405| 366603 1719 0.05143 e
8 |estNOis [testhOIS Unknown 207 30712 400899 1878]  0.05998 25 #
9 JtestNois  [testhOlS Unknown 234 GBaR77| 375946 1762] 004443 ~
< >
[ Chromatography T Calibration T Configuration Actions
BW Smooths  PNF ANF {‘ﬁ'Axis Tyne: Chromatogr. Review BW Smooths  PNF ANF (E"Ea”d (Iihr(gm‘?mgra‘mrﬁarﬁ —
100 - & pblte o Fieg = = =] ormal ¢ Vertical ¢ Horizonta
| R = Left single-click in graph to restore previous view
0.01-104.50 NL: 5.40E5 0.00-0.00 NL O
#1:-p ESI SRM ms2 355.200@cid22.00 [275.090-275.110] Normalize ¥ | #1: e
¥ Yes
RT-10.18 RT:26.14 RT: 95.43 ? anu 100
soo00p ] P09 AKETTS RT- 43,62 RT:7308 AN 670814 * e
A& 3348 AAZ5T4  RT:90.15 Analyte E Int Std
AA 675899 803
400000 703
= N
z g 603
£300000 -
E = 507
= £ 79
=2 ° =
£ 200000 g 4
< 304
100000 203
103
T e e e e =
20 40 80 80 100
Time (min} Reset ‘ Time {min} Reset
[ [ IManually Tntearated Plesrmssirs Mo Tesboreabinn [ TMzriizths Tnbearatad

Users may then save that data as a new chromatographic method and/or apply the information to
the underlying Sample List.
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11.6  RapidFire™ tools

Thermo data only.

Biotrove RapidFire generates a text file containing injection times. If the text file is located in the
same directory as the .raw file and has the same name as the .raw file, GMSU/QC will
automatically open it, generate a chromatographic method, and apply the method to the
underlying sample list.

If the text file is located elsewhere and/or does not have the same name as the .raw file, then the
user may browse to and open the text file by executing Menu — HT Acquisition Tools — Rapidfire
— Retrieve injection time data.

Change Data File Path... aphic Vi awerl Choose a sample B
Generate Reports. .. — Chooze Data Acquisition Mode: — :
Print Chromatograms. .. idividual . =ld " Low Throughput Acquizition
Retention Time Utilities. .. * hgle sequence f+ High Thoughput Acquisition B
Assign Transition lons... idfi
View Compound Information... Mlil L ﬁ_ﬂﬁ%ﬁ-‘uﬁapelﬁflfﬂ
Configuration Utility... td.sld
Deactivate Records. .. !
UnSave Record... [Anal BT Flag=10] [I5S BT Flag = 10] [IS Pe
Slide Show... Jﬁ OCs T

T Gereral |
System Suitahility Toals... LOTD™ | |Eum_ |n |§"Tﬂlyte |ﬂ

Fill Experiment ID... Rapidfire™ » Retrieve injection time data... ‘

Instrument Method Report... W Offset injection times. ..
. I |n I/ FimiA e

RapidFire™...

Browse to a RapidFire(TM) text file

Browse._. | RapidFire[TH] bt file:

C:hcaliburdatas 0002940 atal Stesth 015 ket

Seconds birutes
[ ispply offzet to injection me values: | I |DH| 0025 |

NOTE: If the offset is to be negative. remember
to enter negative sign (e.q. -1.5)

(1] 4 | Cancel |
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12

Note that sometimes the injection time information may be inaccurate by several seconds, which
can possibly result in inaccurate predicted peaks. The user is offered the option to enter an offset
(in seconds or minutes) to apply to the text file injection time information.

Design Sample Table Window

All modules except the Hepatic Clearance Calculator have a Design Sample Table window that may be
accessed through the Configuration Actions tab — Create/Edit Table Heading Set button (see Section
9.14.1.2).

Design Sample Table...

Edit | . | cancer | Exit |
Current Columns
Column Set Names Available Columns Default
Set Name |Active Column Name ~ Column Name
I J Pracl True 2| Sample Mame ; 2| Sample Mame
Praci2 True 3| SampleType 3| SampleType
e 4| Maom. Cone. 4| Mom.Canc.
5| Canc. 4 5| Conc.
G| %Bias | 6| *:Bias
7| Std Excl? 7| Std Excl?
8| AnalyteRT 8| AnalteRT
| AnaktePeak Area 3| AnaltePeak Area
10(15 BT 10[1S KT
11{ISPeak Area ; 11| IsPeak Area
12| AnahteRT Awve —
13|ID
14| %AnaleRT Diff
15[AQL/BOL
16| AnalteRT Flag
17|10 _thlGenericviewer
18| AnahtePeak Ht 3
Example Table
> Sample Sample (Nom. A Analyte |Analyte IS
File Name | 29"P! Typep bom- | Conc. |%Bias |Std Excl?[habte |AnaWs  ispr S

Figure 23  Design Sample Table

The window initially appears in a read-only mode. In order to perform an action (New, Deactivate,
Delete), the user must:

Select a Set Name in the Column Set Names table
Click on Edit

Perform Actions

Click Cancel if the user wishes to discard actions OR
Click Save if the user wishes to save actions
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The window contains the following sections:

Section Description

Column Set Names A list of all Column Set Names. GMSU/QC comes preconfigured with
Default

Available Columns A list of all available columns for the Sample List for the module that calls
the window

Current Columns Shows the currently configured columns for the Column Set Name selected
in the Column Set Names table

Example Table Shows the layout of the Sample List table for the Column Set Name selected
in the Column Set Names table

12.1 Procedure

12.1.1 Add New Column Set Name

e (Click the Edit Button

e  (lick the New Button

e  When prompted, enter the name of the new Set Name

0 The Current Columns table will be filled with Default values

e To add columns to the Current Columns table, select one or more rows in the
Available Columns table and click the Add Row (>) Button

e To remove columns to the Current Columns table, select one or more rows in the
Current Columns table and click the Remove Row (<) Button

e  Order the columns in the desired order by selecting items and click the Up (1) or
Down(|) Buttons

12.1.2 Edit a Column Set

e Choose a Set Name from the Column Set Name

e Click the Edit Button

e Modify the contents of Current Columns table as needed according to the procedures
described in Section 12.1.1.

12.1.3 Delete a Column Set Name

e Choose a Set Name from the Column Set Name
e (Click the Edit Button
e  (Click the Delete Button

The Column Set Name is now deleted. If any Saved data has been saved with this
Column Set Name, the Set Name in the data set will revert to the Column Set Name
‘Default’ when data is loaded in a module.

12.1.4 Deactivate a Column Set Name

e Choose a Set Name from the Column Set Name
e C(Click the Edit Button
e (Click the Deactivate Button
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The Column Set Name is now deactivated. The Set Name will not be listed in the
[Module] — Configuration Actions tab — Sample Table Column Headings section —
Heading Set table. However, if any Saved data has been saved with this Column Set
Name, the Set Name in the data set will remain unchanged when data is loaded in a
module.

13 Console

The GMSU/QC Console is the module from which users navigate to other modules. The Console contents
may differ slightly from what is shown.

72 GMSU Console

Gubbs® Mass Spec Utilities - distributed as Thermo® QuickCalc®

- Home _] Sciex® HT Acquisition Tools
_] Hepatic Clearance Calculator
_] Permeability Calculator
_] Generic Chromatographic Viewer
_] PK Calculator
_] Cyp/P450 Calculator
_] Configuration Utility

Exclusively Distrbuted as QuickCalc® By — Workstation Prerequisites Installed: 1 A product of Gubbs Inc-

Therl ' l( ’ W Thermao Scientific® =<0K OEM F :" 7 £
W Sciex® fnalyst® Lﬂ\z VBE7

SCIENTIFIC

0

Figure24 GMSU/QC Console

Users click on the appropriate buttons either to open a utility or to navigate to an additional hierarchical
level. Please note that the Sciex HT Acquisition Tools apply are useable only by Millennium
Pharmaceuticals in Cambridge, MA.
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14 Configuration Utility
It is recommended that administrators and/or power users peruse all the options listed in the

Configuration Utility. The utility sections contain many parameters that are configurable by the user.

Administrators use the Configuration Utility to configure such things as global variables, contents of
module dropdown lists, and units (e.g. mg/mL) of different parameters. Please see the GMSU/QC
Administration and Installation Manual for further details.

15 Sciex HT Acquisition Tools

This is a set of tools that are helpful to Sciex Analyst users when performing pre-acquisition actions.
Please note that these tools support only the internal processes of Millennium Pharmaceuticals in
Cambridge, MA.

72 GMSU Console

Gubbs® Mass Spec Utilities
- Home _] Acquisition Method Generator Utilities
- Sciex® HT _] Batch Queue Submission Utility

Acquisition Tools

_] Go Back

Exclusively Distributed By -whorkstation Prerequizsites Installed: A product of Gubbs Inc-

T T ;f‘n: -
hermo ¥ Themma Scientific[R1=DE-OEM ‘_;-_’l

SCIENTIFIC ¥ SciexiR]AnalvstR)

Figure 25 Sciex HT Acquisition Tools
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16 Acquisition Method Generator Utilities

Please note that this tool supports only the internal processes of Millennium Pharmaceuticals in
Cambridge, MA.

The Acquisition Method Generator Utilities are a suite of utilities that are focused on specific tasks
involved in acquisition method generation. The available Method Generator Utilities are described as
follows:

B2 GMsU Console

Gubbs® Mass Spec Utilities

- Home _] Modify Methods Utility

- Acquisition Method J Automaton File Converter
Generator Utilities

_] Go Back

Excluzsively Distributed By -wiork station Prerequisites Installed: A product of Gubbs Inc-

—— : S .
Thermo ¥ Themma Scientific[R1=DE-OEM ‘_:._ i ®
“GVRE?

SCIENTIFIC ¥ Sciex(R] AnalystR)

o5

Figure 26  Acquisition Method Generator Utilities

17 Modify Methods Utility

Please note that this tool supports only the internal processes of Millennium Pharmaceuticals in
Cambridge, MA.
The Modify Methods Utility performs several functions:

e Allows users to modify common method variables of existing methods in batch mode based on a
user-specified text/Excel file or all methods within a directory.

e Allows users to add an Internal Standard (second transition in a period) to existing methods (form
MRM methods only)

The following describes the procedure for using the MRM Method Generator utility.
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#3 Modify Methods Utility
Modify Methods Utili
fy ty Populate i+ Azzay Fequest File
Choose SubProject Form o~ All Methods of the
- — chosen Expt Type
Modify Expt Type
Choose Assay Request File View File Method Pl
| I~ = MAM
Clear Form
Enter New Default Parameters
Dwell Duration Collision  Source
Time (min) Energy Temp LC Sync 1s
[ na [ na JLnwa J[ma | Jna HC
Existing Par <
Method File Contains | Dwell | Dur- | Coll. |Source
Sample ID (blank methods ignored) Polarity s Time | ation |Energy| Temp LC Sync

Figure 27  Modify Methods Utility

=  Choose a ‘Populate Form’ option; either ‘Assay Request File” or ‘All Methods of the chosen Expt
Type’.
If “All Methods of the chosen Expt Type’ is chosen, then the ‘Choose Assay Request
File’ dropbox becomes disabled and is unneeded.
*  Choose an Experiment Type option from the ‘Expt Type’ frame.

If Product Ion (PI) is chosen, then ‘IS’ checkbox is hidden and is not available.
= Choose subproject
= Choose Assay Request File from the dropbox
= Enter values for desired variables
= Ifan Internal Standard is to be added, select the IS checkbox.
Two dropdown boxes will appear for Internal Standard method file source configuration.

Both dropdowns must be completed (see Figure 28).
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#3 Modify Methods Utility
Modify Methods Utility populate | @ AssayReaiesFe
Choose SubProject Form o~ Al Methods of the
|c:\ana|yst data\Projects\AAVAA-AAA j ehasen Expt Type
Modify Expt Tupe
Choose Assay Request File View File | Method Pl
|C0mp0undList_DDSQ.xIs j & MRM
Clear Form
Enter New Default Parameters
Dwell Duration Collision  Source -
Time (min) Energy Temp LC Sync 1s Pos15 | J
[ma [ mwa ][ ma ][ wa ] Jna Rl Neg 15 | =
Existing Par I
Method File Contains | Dwell | Dur- | Coll. |Source
Sample ID (blank methods ignored) Polarity 1S Time | ation |Energy| Temp LC Sync
Figure 28 Choose Internal Standard Method File Source
17.1  Click on Populate Form to preview data

A populated window is displayed (see Figure 29).

If a method of the type chosen is not found, then the ‘Method File’ field for that analyte will be
blank and ignored when the ‘Modify Method’ button is clicked.

The existing parameters of the existing methods are shown in ‘Existing Parameter Values’

columns.

If the method already contains an internal standard, it will be replaced with the Internal Standard
information chosen when the ‘Modify Method’ button is clicked.

F8 Modify Methods Utility
Modify Methods Utility popuiate | @ AsaReies Fe
Choose SubProject Form o~ Al Methods of the
| J choszen Expt Tupe
Modify Expt Type
Choose Assay Request File View File | Method ;]
| J i+ MAM
Clear Form
Enter New Default Parameters
Dwell Duration Collision Source -
Time (min) Energy Temp LC Sync s Pos 15 | J
[(wa [ wa ][ wa [ wa ] [ua | ¥ teg 15 | [
Existing Par I
Method File Contains | Dwell | Dur- | Coll. |Source
Sample ID (blank methods ignored) Polarity 1S Time | ation |Energy| Temp LC Sync
1| LpH_55 LpH_55_MRM.dam FPos True 70 16 47 400 |LC Sync
2 | LpH_65 LpH_65_MRM.dam FPos True 70 16 47 400 |LC Sync
3 LpH_74 pH_74_MRM.dam FPos True 70 16 47 400 |LC Sync
Figure 29 Populated Modify Methods Window
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17.2

Click the ‘Modify Method’ button

The method parameters are updated accordingly and are reflected in the table.

Methods that are identified as Pos have positive Internal Standard method transitions added;
while methods that are identified as Neg have negative Internal Standard method transitions
added.

#4 Modify Methods Utility
Modify Methods Utili
fy ty Populate {* Azzay Request File
Choose SubProject Form o~ Al Methods of the
| J chosen Expt Tupe
Modify Expt Type
Choose Assay Request File View File | Method Pl
| J + MAM
Clear Form
Enter New Default Parameters
Dwell Duration Collision Source Pos IS |aaaPmc_Fina|MRM_P05_dam j
Time (min) Energy Temp LC Sync Is -
| A | | 3 | | A | | A | |NA j W Neg IS |aaaPmc_F|naIMRM_Neg.dam j
Existing Par ter Val
Method File Contains | Dwell | Dur- | Coll. |Source
Sample ID (blank methods ignored) Polarity 1s Time | ation |Energy| Temp LC Sync

1] _pH_55 _pH_55_MRM.dam FPos True 70 3 47 400 |LC Sync
2 | _pH_65 _pH_65_MRM.dam FPos True 70 3 47 400 |LC Sync
3 | _pH_74 _pH_74_MRM.dam FPos True 70 3 47 400 |LC Sync
Figure 30 Results of ‘Modify Method’ button click
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18 Automaton File Converter Utility
Please note that this tool supports only the internal processes of Millennium Pharmaceuticals in
Cambridge, MA.
Utility for Sciex equipment only.

The Sciex Automaton application allows users to generate autotuned acquisition method files in batch
mode based on a user inputted text file. Unfortunately, the Automaton utility generates files with
filenames that are a combination of previously-mentioned text filename and sample order. Therefore,
when a user is searching for method files to configure in an instrumental sequence, the user needs to
interpret with a cross-reference table the name of the file to determine which method file is associated
with a given analyte.

It would be beneficial if the method file names included the analyte name, thus eliminating any ambiguity
involved in determining the identity of the method file.

The Automaton File Converter renames Automaton-generated files to a filename that includes the analyte
name.

The following describes the procedure for using the Automaton File Converter Utility.

*  Choose an Automaton Text File
= Choose a SubProject

= Click on ‘Populate Form’

The form is populated according to the following rules (see Figure 31).

If an Automaton-generated method file that corresponds with the chosen Automaton text file

EXISTS, then:
e the ‘Automaton.dam’ column row is populated with the Automaton-generated method
filename

e the ‘Automaton Exists’ column row is populated with ‘Yes’
e the ‘Proposed .dam’ column row is populated with the new proposed filename

If an Automaton-generated method file that corresponds with the chosen Automaton text file
DOES NOT EXIST, then

e the ‘Automaton.dam’ column row is left blank

e the ‘Automaton Exists’ column row is populated with ‘No’.

e the ‘Proposed .dam’ column row is populated with the new proposed filename, though
this will have no effect on the next actions.
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ﬂ Automaton File Converter, Utility gg|
Automaton File Converter Utility Populate Execute Clear Form ‘

Form Name Change =

Choose Automaton Text File Choose SubProject

| =l -

Automaton Name A
Automaton .dam Exists Proposed .dam Changed
1 {(BC2S plate)_MRM.dam ‘ies Analyte-001-001-A_MRM.dam
2 |2 {(BC25 platel_MRM.dam ‘iesg Analyte-002-001-A_MRM.dam
3 |3 {BC2S plate)_MRM.dam ‘Yeg Analyte-003-489-4A_MRM.dam
4 |4 {(BC2S plate)_MRM.dam ‘Vieg Analyte-004-001-F_MRM.darm
5 |5 {BC2S plate)_MRM.dam Yeg Analyte-005-001-D_MRM.dam
6 |6 {(BC2S plate)_MRM.dam g Analyte-006-001-C_MRM.dam
7 |7 {BC2S plate)_MRM.dam s Analyte-007-001-C_MRM.dam
8 |8 (BC2S plate)_MRM.dam Yes Analyte-008-001-F_MRM.dam
9 |9 {BC2S plate)_MRM.dam Yes Analyte-009-001-C_MRM.dam
10|10 {6225 plate)_MRM.dam Yeg Analyte-010-001-G_MRM.dam
11|11 {625 plate)_MRM.dam Yeg Analyte-011-001-F_MRM.dam
12|12 {6C25 plate)_MRM.dam Yes Analyte-012-001-0_MRM.dam
13|13 {(6C2S plate)_MRM.dam Yes Analyte-013-001-F_MRM.dam
14|14 {GC2S plate)_MRM.dam Yes Analyte-014-003-C_MRM.dam
15|15 (6C25 plate)_MRM.dam Yes Analyte-015-004-4_MRM.darm
16|16 (6C2S plate)_MRM.dam Yes Analyte-016-003-C_MRM.darm
17|17 (6C25 plate)_MRM.dam Yes Analyte-017-001-A_MRM.darm
18|18 (6C25 plate)_MRM.dam Yes Analyte-018-001-G_MRM.darm
19|19 {(6C2S plate)_MRM.dam Yes Analyte-019-046-4_MRM.darm
20(20 (6C2S plate)_MRM.dam Yes Analyte-020-003-E_MRM.dam
21[21 (6C2S plate)_MRM.dam Yes Analyte-021-001-F_MRM.dam
22|22 (6C25 plate’_MRM.dam ‘ies Analyte-022-001-D_MRM.dam
23|23 (6C25 plate’_MRM.dam ‘iesg Analyte-023-003-E_MRM.dam
24|24 (6C25 plate)_MRM.dam ‘Yeg Analyte-024-035-A_MRM.dam
25|25 (BC25 plate)_MRM.darm ‘Vieg Analyte-025-003-C_MRM.dam
26|26 (BC25 plate)_MRM.dam Yeg Analyte-026-003-F_MRM.dam
27|27 (BC25 plate)_MRM.dam g Analyte-027-001-D_MRM.dam
20120 Ser g mlobe BADRA Ao Lot DD 0] ™ BADEA A= b

Figure 31  Automaton File Converter Utility

*  Click on ‘Execute Name Change’ button

When the ‘Execute Name Change’ button is clicked, only the rows that have an entry in the
‘Automaton .dam’ column are processed.

The application changes the filename of the method file, then checks the directory to ensure that
the filename has been changed.

When the name change has been verified, ‘Yes’ will be entered in the appropriate row of the
‘Name Changed’ column and the ‘Automaton .dam’ column row value will be cleared (see Figure
32).
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ﬂ Automaton File Converter, Utility

SIS

i ili Populate Execute
Automaton File Converter Utility Populat paleeute | cear Form ‘
Choose Automaton Text File ew File ;| Choose SubProject
| | |
Automaton Name
Automaton .dam Exists Proposed .dam Changed
Mo Analyte-001-001-A_MRM.dam Yes
2 Mo Analyte-002-001-A_MRM.dam Yes
3 Mo Analyte-003-489-4A_MRM.dam Yes
4 Mo Analyte-004-001-F_MRM.darm Yes
5 Mo Analyte-005-001-D_MRM.dam fes
5] Mo Analyte-006-001-C_MRM.dam Yes
7 Mo Analyte-007-001-C_MRM.dam fes
=] Mo Analyte-008-001-F_MRM.dam fes
9 Mo Analyte-009-001-C_MRM.dam fes
10 Mo Analyte-010-001-G_MRM.dam fes
11 Mo Analyte-011-001-F_MRM.dam fes
12 Mo Analyte-012-001-0_MRM.dam Yes
13 Mo Analyte-013-001-F_MRM.dam Yes
14 Mo Analyte-014-003-C_MRM.dam fes
15 Mo Analyte-015-004-4_MRM.darm fes
16 Mo Analyte-016-003-C_MRM.darm fes
17 Mo Analyte-017-001-A_MRM.darm fes
13 Mo Analyte-018-001-G_MRM.darm fes
19 Mo Analyte-019-046-4_MRM.darm fes
20 Mo Analyte-020-003-E_MRM.dam fes
21 Mo Analyte-021-001-F_MRM.dam fes
22 Mo Analyte-022-001-D_MRM.dam Yes
23 Mo Analyte-023-003-E_MRM.dam Yes
24 Mo Analyte-024-035-A_MRM.dam Yes
25 Mo Analyte-025-003-C_MRM.dam Yes
26 Mo Analyte-026-003-F_MRM.dam fes
27 Mo Analyte-027-001-D_MRM.dam Yes
[} Il Lot DD 0] ™ BADEA A=
Figure 32 Changed Automaton Filenames
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19 Batch Queue Submission Utility

Please note that this tool supports only the internal processes of Millennium Pharmaceuticals in
Cambridge, MA.

B2 GMsU Console

Gubbs® Mass Spec Utilities
- Home _] Acquisition Method Generator Utilities
- Sciex® HT _] Batch Queue Submission Utility

Acquisition Tools

_] Go Back

Excluzsively Distributed By -Workstation Prerequizites Installed: A product of Gubbz Ine-

— ; T '
Thermo ¥ Themmo Scientific/R ] =D E-OEM ‘_:._ i ®
“GVREY

o

SCIENTIFEIC ¥ Sciex(R]AnalstR)

Figure 33 Batch Queue Submission Utility

The Batch Queue Submission Utility allows users to automatically create a batch sequence that whose
samples contain existing unique data acquisition methods (.dam) and collect the data into a single raw
data file (.wiff). This is useful in a high throughput environment in which tens to hundreds of samples are
acquired in one analytical sequence. The Sciex alternative to this utility requires manually
entering/choosing the correct method file for each sample.

After preparing a batch and before submitting, the user may save the batch by clicking the ‘Save the
Batch’ button. As expected, the user may load this batch again at a later time.

The following describes the procedure for using the Batch Queue Submission Utility.

» Choose an Assay Request File
= Choose a SubProject

= Choose a Batch Type option from the Batch Type frame.
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=  Enter Set Name, Identifier #, Batch Owner, and raw data filename (if Batch Type is Final Expt)

»  Click on the ‘Populate Form’ button

The ‘Method File’ column will be filled with the appropriate existing method files based on the
contents of the Assay Request File. If the expected method file does not exist, the ‘Method File’

column row entry will be blank.

If the Batch Type was PI or MRM, then the ‘.wiff File Name’ column row entry will be created
corresponding to the sample name (see Figure 34). If the Batch Type was ‘Final Expt’, then the
. wiff File Name’ column will be named according to the user entry described in Section 077 (see

Figure 35).

= Click on Submit Batch

When the user is ready to submit the batch to the queue, the ‘Submit Batch’ button is pushed.

Note: Rows that have blank entries in the ‘Method File’ column will be ignored and not

submitted.

@ Batch Queue Submission Utility
Batch Queue Submission Utility

Populate Submit ‘
Clear Form
! Load a Saved Batch... ‘ Save the Batch... | ke Batchy
Choose Assay Request File ¥iew File | Choose SubProject
J | Batch Type
& Pl
Enter Default Parameters
 MRM
wiff File .
Set Name Identifier # Batch Owner " Final Expt.
set1 [ omor [ ey |
Method File &
XL | # Sample ID {blank methods ignored) .wiff File Name
i 1 (1 |l 136-001-4, 136-001-A_FLdam 36-001-A_PT_001.wiff
2 |12 |l 341-001-4, 141-001-A_FPLdam 41-001-A_PI_001.wiff
RN ERI 175-480-4, 75-489-4_PLdam 75-489-4_PI_001.wiff
4 |4 |l I28-001-F -28-001-F_PLdam 28-001-F_PI_001.wiff
5 |5 |l ¥47-001-D 47-001-D_PLdam 47-001-D_PI_001.wiff
6 |6 |l 163-001-C -63-001-C_PLdam 63-001-C_PI_001.wiff
77| .13-001-C .13-001-C_PLdam 13-001-C_PI_001.wiff
8 |8 |l ‘14-001-F ‘14-001-F_PLdam 14-001-F_PI_001.wiff
9 |92 | I23-001-C -23-001-C_FLdam 23-001-C_PI_001.wiff
10 {10 ]I i68-001-G 153-001-G_FLdam 68-001-G_PI_001.wiff
11 11 |I B2-001-F 62-001-F_PLdam 62-001-F_P1_001.wiff
12 |12 |I 08-001-0r '08-001-D_PLdam 02-001-D_PI_001.wiff
13 |13 |I 118-001-F 118-001-F_PLdam 18-001-F_PI_ 001 wiff
14 114 |I 118-003-C 118-003-C_PLdam 18-002-C_PL_001.wiff
15 |15 |I 147-004-A -47-004-A_PLdam 47-004-A_PI_001.wiff
16 |16 |l '39-003-C '39-003-C_PLdam 39-003-C_PI_001.wiff
17 |17 |l 311-001-4 111-001-A_PLdam 11-001-4_PI_001.wiff
15 |18 |I 114-001-G 114-001-G_PLdam 14-001-G_PI_001.wiff
19 119 |I 174-046-4 74-046-A_PLdam 74-046-A_P1_001.wiff
20 |20 i 122-003-E 122-003-E_PLdam 22-003-E_P1_00L.wiff
21 [21 i ¥3-001-F 43-001-F_PLdarm 43-001-F_P1_001.wiff
22 |22 |i "52-001-D '52-001-D_FLdam 52-001-D_P1_00L.wiff
23 |23 i 131-003E 131-003-E_PLdarm 31-002-E_PIL 001.wiff v
Figure 34 Populate Form — PI/MRM Experiment
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ﬂ Batch Queue Submission Utility
Batch Queue Submission Utility

Submit
Batch

Populate
| Form

Clear Form ‘

i Load a Saved Batch... ‘ Save the Batch...

Choose Assay Request File ¥iew File I Choose SubProject

J | J Batch Type

Enter Default Parameters e
 MRM
wiff File X
Set Name Identifier # Batch Owner .wiff File Name @ Final Expt.
set1  |[ oor |[  tamy |[z00S0318
Method File b

XL| # Sample ID {blank methods ignored) .wiff File Name

i 1 1 135-001-4 36-001-A_MRM.dam 20050318, wiff
2 |2 141-001-4 41-001-A_MRM.dam 20050318, wiff
3 |3 175-480-4 75-489-A_MRM.dam 20050318, wiff
4 |4 l28-001-F 28-001-F_MRM.dam 20050318, wiff
5 |5 ¥M7-001-Dr 47-001-D_MRM.dam 20030318 wiff
6 |6 163-001-C 63-001-C_MRM.dam 20030318 wiff
7 |7 .13-001-C 13-001-C_MRM.dam 20030318 wiff
8 |8 "14-001-F 14-001-F_MRM.dam 20030318 wiff
EINE] t23-001-C 23-001-C_MRM.dam 20030318, wiff
10 |10 i68-001-G 68-001-G_MRM.dam 20030318 wiff
11 |11 B2-001-F 62-001-F_MRM.dam 20050318, wiff
12 |12 058-001-0 03-001-D_MRM.dam 20050318 wiff
13 |13 118-001-F 18-001-F_MRM.dam 20050318, wiff
14 |14 118-003-C 18-003-C_MRM.dam 20050318, wiff
15 (15 147-004-4, 47-004-A_MRM.dam 20050318, wiff
16 |16 739-003-C 39-003-C_MRM.dam 20050318, wiff
17 |17 311-001-4 11-001-A_MRM.dam 20050318 wiff
15 [18 114-001-G 14-001-G_MRM.dam 20050318, wiff
19 (19 i74-046-4 74-046-4_MRM.dam 20050318, wiff
20 |20 {22-003-E 22-003-E_MRM.dam 20050318 wiff
21 |21 ¥43-001-F 43-001-F_MRM.dam 20050318, wiff
22 |22 '52-001-0r 52-001-D_MRM.dam 20050318, wiff
23 123 131-003-E 31-003-E_MRM.dam 20050318 wiff d

Figure 35 Populate Form — Final Expt Experiment
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20 Hepatic Clearance Calculator - Overview

The Hepatic Clearance Calculator consists of three panes (see Figure 36). Users use the top pane (Section
21) to choose data files, configure default settings, choose samples, and choose Warning settings. Users
use the bottom left pane to review and optimize chromatographic integration. Users use the bottom right
pane (Section 22) to process and optimize Hepatic Clearance results.

In addition, Hepatic Clearance Calculator contains a Menu item that allows users to perform such actions
as generate reports and copy peak integration data to the clipboard. See Section 23 for further discussion
of the Menu item.

20.1  Hepatic Clearance Calculations
The Hepatic Clearance Calculator uses the following the calculations to generate clearance
values.
20.1.1 Constants
In order to calculate clearance and associated values, species/experiment specific
constants must be chosen (See the Administration and Installation Manual, Sections 26.9,
26.10, and 26.11 for instructions on configuring species specific constants).
For the purposes of this discussion, the following constants and units will be used:
Species: Rat
Experiment: Microsomes
A: Liver wt/Body wt (g/Kg): 45
B: Protein wt/Incubation vol (mg/mL): 0.5
C: Protein wt/Liver wt (mg/g): 45
D: Hepatic Blood Flow (L/hr/Kg): 33
20.1.2 Clearance Values
For the purposes of this discussion, the value units shown in the table below will be used.
Please note that GMSU/QC will include unit conversion factors int IHC, PHC, and eH
formulae if the used constants have different units than expected in the value (an example
shown in the formula for IHC)/
Abbr. Value Formula
NA Half Life (sec): Half-life (t1/2) = Log10(2)/(-Slope)
IHC Intrinsic Hepatic Clearance (L/hr/Kg) IHC = (-2.303) * Slope * A * C/B * CF'
PHC Predicted Hepatic Clearance (L/hr/Kg) PHC = (IHC * D) / (IHC + D)
Eh Eh: Eh=PHC/D
LPR = (10~ (Ip * Slope + Yint) / (10 ~ Yint)) * 100
LPR Last Point Remaining % where Ip = last data point in assay
"CF=(60 min/ 1 hr) * (1 L/ 1000 mL)
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20.1.3 Experimental Slope

Clearance Values are based on the slope generated from a plot of experimental values
where the Y-axis = Log10(% Parent Remaining) and X-axis = time (minutes). The Y-axis
is displayed as such in order that all displayed data is normalized. Please note that the
slope generated from this plot is intrinsically equal to the slope generated if the Y-axis
were equal to instrumental signal (e.g. peak area ratio).

20.1.4 Example data

Section 24.2 contains example data used to generate clearance values

The following sections describe the procedures for using the Hepatic Clearance Calculator.
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21 Hepatic Clearance Calculator — Initial Settings

The initial state of the Hepatic Clearance Calculator is a screen lacking any data (Figure 36). Users first
must set default constants, then choose a data file for processing. The following describes the steps for
performing these actions:

ﬂ GMSU 3.2.16 - Hepatic Clearance Calculator

Menu...

Hepatic Clearance Calculator Choose a File: =
Chaose Data Access Configuration. Chaose Dats Acquisition Mode: Expand
" Open a single data file or a QuickQuan parent .sld " Low Thraughput Acquisition v Enable Sample Change Warming -
" Open all data files within a directory + High Thoughput Acquisitiorf Chromatoaraphy

v Enable Sample Change Wwarning -

Browse... ‘ Choose a data file: Results
Cancel Exit
| < 2 # =
Analyte: Time Point Set: | Microsome -
Chromatograms will appear when a file is chosen Chrom. Method: | [None] -
Results Pane Constants
Comments (<250 characters) Spedies: ‘ ﬂ

Liver wt/Body wt:
Protein wt/Incubation vol:
Protein wtfLiver wt:

Results Review

—
EA

™ Results Saved and Locked

Hepatic Blood Flow:

Results
t1/2:
Intrinsic Hep. Clearance {L/hrka):
Predicted Hep. Clearance (L/hrka):
Eh:
Last Paint Remaining {%&):

y=mest Chrom Data Used for Results

Peak Area Fiatio [Log(A43])

1
Time (Minutesf

F-Axis Plot:
@ Log v Yes & Ave | —
" Percentage || ¢ Mo " Reps < IS

Figure 36  Hepatic Clearance Calculator — before opening data

21.1  Loading data and displaying and optimizing chromatography.

Please see Section 9 for a description of the procedures for loading data and displaying and
optimizing chromatography.

21.2  Time Point Set

The Time Point Set contains assay time points to be applied to the chosen data file.

Ensure an appropriate Time Point Set is displayed here. Time Point Sets are created and
configured in Configuration Utility — Hepatic Clearance Constants — Experiment Time Points tab.
When a data file is opened, the default Time Point Set is retrieved from the setting found in
Configuration Utility — Hepatic Clearance tab — Default Time Point Set item.
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213

21.4

21.5

Please note that when the Hepatic Clearance Module is shown initially, the value displayed in the
Time Point Set dropdown box is locked. In order to change it, the user must change the setting in
Configuration Utility. Once data has been loaded, then the Time Point Set selection may be
changed (if the data is not Locked and Saved).

Chrom. Method

Note: This field is shown only if the High Throughput Acquisition option is chosen in the Choose
Data Acquisition Mode frame box. This applies only to HT acquisition data.

The Chrom. Method (chromatography method) is a chromatographic method containing expected
chromatographic retention times to be applied to the chosen data file. This method may be
applied to the data file if the GMSU/QC automatic peak identification algorithm is not successful
(for, e.g., data files with low signal).

Ensure an appropriate Chrom. Method is displayed here ([None] if not used). The default Chrom.
Method is retrieved from the Hepatic Clearance Calculator Configuration Settings in the
Configuration Utility. Chrom. Methods are created and configured in the Hepatic Clearance
Module via the Menu — Manually Enter Peak Retention Times... feature (see Section ).

Please note that when the Hepatic Clearance Module is shown initially, the value displayed in the
Chrom. Method dropdown box is locked. In order to change it, the user must change the setting in
Configuration Utility. Once data has been loaded, then the Chrom. Method selection may be
changed (if the data is not Locked and Saved).

Constants - Species

Ensure the appropriate species-specific experiment constant set is displayed here. Constants Sets
are created and configured in Configuration Utility — Hepatic Clearance Constants — Existing
Experiments tab. When a data file is opened, the default Constant Set is retrieved from the setting
found in Configuration Utility — Hepatic Clearance tab — Default Initial Species item.

Choose a Sample

Users may choose a sample in the ‘Choose a File grid either by selecting with the mouse or using
the arrow keys when the ‘Choose a File grid has focus.

If chromatograms and/or results have not been saved when the user scrolls through samples, the
user will be prompted with warning messages to choose to save chromatograms or results. These
warnings may be turned off be de-selecting the appropriate checkboxes located to the right of the
‘Choose a File’ grid (see Section 9.1).

If a sample is of incorrect format or if data file is of incorrect format, an error message will be
displayed.

See Figure 37 for an example of loaded HT acquisition data and Figure 38 for an example of
loaded LT acquisition data. Notice that, in HT data, the entire chromatogram is shown (if not,
click on the Reset button to reset the chromatogram to full scale).
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To inspect a single peak, the user may click on an entry in the chromatographic data table to the
right of the chromatogram. When clicked, the chromatogram zooms on the chosen peak and looks
much like Figure 38.

patic Clearance Calculat

Menu. ..

Choose a samplg
Choose Data Acquisition Mode:
" Low Throughput Acquisition
o High Thoughput Acguisition

Hepatic Clearance Calculator
Choose Dala Access Configuration...- .
+ Opeh a single data file or a QuickGuan parent sld
" Open all data files within a directory

Browse... 1 Choose a data file:

| GUBBSLAPD3\Gubbsl ap03_C\Analyst Data\Projects\Demo\HepCHT'Data {01
) _pos.wiff

Expand

v Enable Sample Change Waming -
Chromatography
Enable Sample Change Waring -
v Results

Cancel Exit

BF Smooths MNT AT 3 Chromatogr. Review Analyte: Time Point Set: | Microsome -
= | = o : I—L|
ﬂ- = ? Hathay Chrom. Method: | [None] -
KIC of “MRM (2 pairs): 272.3/128.1 amu from Sample 1 (01 - 1_MatStsb all-in-o... Max. 1.025 cos. Analyte m‘.
s = 4.18| 15541148 Resuii= Pane ~ Constants
& i 5.23 20499293 Species: i
X c ts (<250 character: pecies: | pat Microsome -
L 300 535 1175 1252 1388 Chram 6.08] 193273.31 e EEACets] ‘ El
9.0=4 798 711 257373.24 Liver wi/Body wt {g/Kg){ 45
8.0e¢ o r - 7.96| 245632.28 Protein wt/Incubation wol {mg/mL} 0.5
s wi Wi la)d
7.0e4 B 5,00 26934128 Protein wi/Liver wt (mg/a)3 45
X 9.85| 256116.92 Hepatic Blood Flow (L/hr/Kg) 3.3
o EDet 3y 418 Normalize ¥ = Results Review . '
E : e 10.36| 277273.82 T Results
4 - - .
= E.0=4 Mo 1L75 250151.33 S e t1/2] 577
S 40sd 0 12.83| 255268.55 Save Intrin. Hep. Clearance {Lfhr Kg) 7,03
2 i 13.68 248254.69 Results Pred. Hep. Clearance {L/hr/Xg); 1.55
: r Eh| 0,470
Z0et ~ Last Point Remaining (%)} 69.7]
==
204 | L_I - L‘ L.. L_.._ 000522037 - (1.9863) Chrom Data Used for Results
po =
RE =D 30| 0.9465056727
1 2 3 4 5 8 7 8 2 10 1 12 13 14 25 30| 0.98370231674
i
fme. mib 1 20| 1.1329257372
Remove Manual Integration Reset Feak Label. |30 = 20) 1.1606131714
=
A 12| 14473202815
Smooths e g 12[ 15225665655
;Jl | ol ‘E . 7| 1.3655374557]
XIC of +MRM (2 pairs): 515.3(278.2 amu from Sample 1 (01 - 1_MetStat alk-in-o... Max 6724 cos. Int Std | 3.31 < A LiAbLasn/)
413 154194.98 B 05 e 3| 13425261673
9.85 1288 5.23 17562468 = 2 LT
® t0.8e 11.78 AR 0 0] 1.2950809274)
s 418 __ 608 738 .00 : : < < 0] 14178414085
Boed 623 e 7 1283 7.11| 172621.97 05 e lad T o 3?
e 231 ; 7.96| 169715.22 ¥-Axis Use IS Plat SEi
sos 9.00| 18559448 @ Log @ ves & ave [T
i - 2.30 _ Normalize'y |_3-85| 187502.67 ¢ Percentage || © No { Reps | FExdude . .
o, e 10,36 201330.63 =
3 Ll 1L76 186328.83
2 agee " Mo : :
2 12.83) 180040.27
s " ¥10
£ 13.68 191100.25
R Z.0=4
1.0e4
" - L_l L
0.01 ]
1 2 3 4 5 8 7 8 2 10 1 12 13 14
Time, min 4
Remove Manual Integration Reset Peak Label: |30

Figure 37

Loaded raw data — HT acquisition data
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ﬂ GMSU 3.2.16 - Hepatic Clearance Calculator

Menu...

Hepatic Clearance Calculator Choose a file: =]
Choose Data Access Conliguiation Choose Data Acquisition Mode: m
{«" Open a single data file or a QuickQuan parent _sld {* Low Throughput Acguisition 3 3 Enable Sample Change \Warming -
" Open all data files within a directary " High Thoughput Acquisition ™ Chromatoaraphy

v Enable Sample Change Warning -
Browse... 1 Choose a data file: Results
\\SUBBSLAPD3\Gubbslap03_C\Analyst Data\Projects\Demo'\HepCILT\Data'0 1 z
l —) .: ‘ 5 Cancel Exit
BF Smooths  NT AT ' Chromatogr, Review Analyte: Time Point Set: | Microsome_16_01 hd
Al =] c ez |[woFiag -
BTG of +MRM (2 pairs) 272.2/128.1 amu from Samele 4 (01 - 4_lnkubstion -NAD... Max. 1.1e6 ops. Ana[yte 1 0.0000
oy 2|  0.0000 Results Pane Constants
. 2 2:0000 Comments (<250 characters) Spedes: l Rat Microsome LJ
1.00e5 JEEEEEEEN
5 313000 No comments Liver wt/Body wt (g/Kg) 45|
"2 Chrom Protein wt/Incubation wol {mg/mL}
o Saved 6 201075 i L]
=4 7 11137 ProbelnI'A'lQ.w‘er 'A;E;mg{:g,u: 45

" Hepatic Blood Flow {L/hr/Ka) 3.3

- MNormalize ¥ 2 220 Results Review . .

o e00s: 3 292854 Results

= " Yes Mot Reviewsd b

= “ No 10 236301 B t1/2 67.1

5 400es i 1 243730 Intrin. Hep. Clearance {L/hrKg)] 751

£ 12 133854 R Pred, Hep. Clearance {L/hr/Xg) 143

b L ¥ Resuits Saved and Locked H 0.432

14 300043 o Last Paint Remaining (%) 628

J i some
0.00 5 1 )

d6l SB:0000 ' = (-0.0044853X + (2.0228) Chram Data Used for Results
0.1 0.2 0.3 0.4 0 0.6 0.7 0% 08 R'2 = 0.88421 0.7010543195
Time, min < 3 L 0.6569358133
| Display HT Chromatography. ._ Reset Peak Label [0:Unknown ‘0 g s g TR 0.8763514398
= e - 08466019626
BF  Smooths  NT A [r e LUFIRT 5

e e : s

B C of +MRM (2 pairs): 515.2/278.2 amu from Sample 4 (01 - 4_Inkubstion -NAD... Max. 1.028 ces.  Int Std 1 2922.4 g 1‘;2323??2923
2 0.0000 e e o S T ST R SRR O 1.0968139832
0.85 L2

1.00e5 3| 148451 0 10227648423
s 290975 0 5 10 15 20 25 30 35 40 45
5| 285372 N - " i

£.0024 13 286563 Time (Minutes)
7 230543 Y -Ais Plot:

§ £.00=4 Normalize ¥ 8 272084 (&: Log : Yes ﬁ Ave —— -

= @ Yes k] 266375 Percentage Mo Reps = ¢ IS

= ~ 10 279117

C  400es Mo

& r 11 278119

2 ¥10

= 12 279866

2.00=4 13 276161
14 295497
[ 15 284410
0.00 16 0.0000
0.1 02 0.3 0.4 05 06 0.7 08 hE]
Time, min 4 3
Reset Peak Label: (0:Unknown '0 j

Figure 38 Loaded raw data — LT acquisition data

22 Hepatic Clearance Calculator — Results Pane

The Hepatic Clearance Calculator Results bottom right pane allows users to perform several functions:

e Automatically generates Hepatic Clearance Results based on selected species-specific
Experiment Constants.

o Allows the user to optimize Hepatic Clearance Results by selecting the choice of using or not
using internal standard peak area ratios.

o Allows the user to optimize Hepatic Clearance Results by excluding data points.

o Allows the user to select Results Review assignments and comments.

The following describes the functionality of the Hepatic Clearance Calculator — Results section.

22.1 Overview

The right Results Pane contains functionality for users to optimize and process data to obtain
Hepatic Clearance Results.
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¥ = (-0.018065)X + (2.0104)

Results Pane Constants
Comments (<250 characters) Spedes: | Rat Microsome ﬂ
Liver wt/Body wt (g/Kag): 45
Protein wifIncubation vol (ma/mL): 0.5
Protein wiLiver wt {ma/g): 45
Hepatic Blood Flow {L/hrfKa): 3.3

Results Review Results

|N|:|t Reviewed ﬂ t1)2: ™
Save Intrin. Hep, Clearance (L/hr/¥a): 10.1
Results Pred. Hep. Clearance (L/hrfkg): 2.49
|— Eh: 0.754
= Last Point Remaining (%) 15.4

Chrom Data Used for Results

Ri2=0.95858 0.1323244580
253 0.1264530978
g PX SO 0,2575092817
T . 0.2457700321
2 48 deoeemee T R g 0.4629608211
: ] . 8 0.4356664365
L 7 0.7640472291
_?5: S 6 0.7046244246
p ] 5 0.5335600164

A I 4 0.3020143370

0 5 10 15 20 25 30 35 40 45
Time (Minute=s}

Y-Axis Use IS Plot BE_D_EEE
{*" Log {* Yes * Ave
{~ Percentage || ¢ Mo " Reps Eﬁ'ﬂ”de < 5

Figure 39

Hepatic Clearance Results Pane Overview

‘Comments’ box allows users add
comments about sample. Comments
may be included in Reports.

‘Results Review’ box allows the user
to choose a Review Status.

‘Save Results’ button allows users to
save/lock the data such that it can’t
be changed unless manually
unlocked.

‘Results Saved and Locked’
checkbox allows users to unlock data
for further processing.

‘Species’ dropdown box allows users
to associate samples with a specific
species

The ‘Chrom. Data Used for Results’
shows the retention data, time point,
and peak area or ratio data for each
data point.

Y-Axis frame allows users to change
the Y-Axis of the display.

‘Use IS’ frame allows users to choose
to use Internal Standard peak area
ratios or not.

‘Plot’ frame allows users to display
average or individual replicates in the
regression plot.

‘Exclude’ and ‘Add’ buttons allow
users to exclude and restore data
points.

Please note that Constants labels and the units for all Constants and Results values are configurable in the
Configuration Utility — Hepatic Clearance Constants — Existing Experiments tab.
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The following describes the functions available in the Hepatic Clearance Results pane. Please note that the Reset
button shown in the following figures is no longer available.

22.2  Use IS Option Frame

Users may choose to use (Yes option) or not use (No option) internal standard area ratios by
selecting the appropriate option button. The y-axis label will update accordingly.

Use Internal Standard

Don’t Use Internal Standard

i ¥ = (00IBE0ZTH + (1 9779
Rz = 097347

i ¥ = (003853075 + (2.0128)
R2 = 0.98932

&
, =
= 2n "..‘_'_’. """"""""""""""""" &L 2.0 1 el T T R R D A D A D R DT
= T g B
=) TS pansnnnannny b e = e = (Rt et . e bbbl s
& 10 o 2 10 s ¥
X T e N L CI: o o e e s — ' 1T
g * o 8 2
I DL mm e mm e e oo i L L LT T PP
o o
i
ol o0l ; ; . ; : : oo L ; ; : : ; .
u] 5 10 15 20 25 =0 u} 5 10 15 20 25 20
Time (Minuteas) Time (Minutes)
Add --= &dd --=
Flat Use IS Flok
* Ave Ex'i':'ije Reset " Yes ¢ Ave Exclude
(" Reps o (" Reps L
Figure 40 Use IS Frame Options
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223

Plot Option Frame

Users may choose to display average replicate points (Ave option) or individual replicates (Reps
option). The individual replicates view is useful to identify individual outliers.

Display Average Replicate Points Display Individual Replicate Points
i Y= [-003BE03FE + (1.9779) i Y= 003603 X+ (1.977)
F2 =097347 R2 = 097847
& 5}
= =
b= e bl %-, S e S R A R TSRS
=) o
= P = i
= i O K e B e e A = T SRR 4 S s
= X = E -
(i e R S S R TR * e o R g R R ek e e e e i B kel -
o & o - ‘
= o
= 05 s s e =1: Ry g e s o
o e
(143 [
E l:l.l:l T T T T T T T E DI:I T T T T T T T
u] 5 10 15 20 25 30 u} 5 10 15 20 25 20
Time (Minutes) Time (Minutes)
Add --= Add --=
Plak =g IS Plak
= Ave Exﬂude Reset & Yes  Ave Exclude
" Reps " Mo & Reps! =

Figure 41 Plot Frame Options
22.4  Constants Dropdown Box
Hepatic Clearance value calculations contain constants that are specific to species and assay.
These constant values are configured by an administrator in Configuration Ultility. The constants
set for each sample is chosen by the user. If a user changes the species constant set, the Hepatic
Clearance Values will update automatically.
Results with Rat Microsome Results with Mouse Microsome
Constants Constants 1
Species: | Rat Micrasome j Species: j
q af Liver Weight/kg Body Wk 45 g of Liver Weight kg Body Wi 7.5
mqg Microsomal Proteinml Incubation: 0.5 mg Microsomal Protein/ml Incubation: 0.5
g Microsamal Prakeintg Liver Wk 45 mg Microsomal Prokeingg Liver 45
Hepatic Blood Flaw: 3.3 Hepatic Blood Flow: c.4
Results ; Results
E1)2y 7.80 E1)2] 7.80
Inkrinsic Hep, Clearance (Lfhrfka)s 1.6 Inkrinsic Hep, Clearance (Lfhrfka); 42.0
Predicted Hep, Clearance (Lihrfka)s 2 86 Predicked Hep, Clearance (L/hr/ka); 4,78
Eh: 0.867 Eh; 0.586
Last Paint Remaining (%) .05 Last Paink Remaining [ 5.05
Figure 42 Species Constants Settings
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22.5

Exclude Data Points

Users may exclude data points if desired by selecting a data point to exclude, then clicking on the
‘Exclude’ button. Results will be updated automatically.

For example, if the red and blue 30 minute replicate in Figure 43 are to be excluded, the user
would select the two 30 minute time points in the ‘Chrom. Data Used for Results’ grid and click
the Exclude button.

Exclude Data Point

Results Updated

* = (-0.018085)%K + (2.0104)

Chrom Data Used for Results

Y = (0.018119)%K + (2.0101)

Chrom Data Used for Results

R'Z = 0.99268 0.1303244580 | N2 098861 0.1393244580
_ 25 0.1264580978 | _ 2° 0. 1264530978
- JY S | 025709817 | £ o Exdude
= N 02457700321 | . Exclude
IR T S e P 0.9699698211 | = 15 3-o-emeooooiiliiie Qrenmnnes 0.4635635211
3 2 0.4356664365 | % ¢ 0.4356664365
L [ 0.7640472291 | g 1 yTooTtomoTtoommmommmemommmemooees 0.7640472291
g L | o0%2das | X oY | 0.7046244246
s 0.8835600164 | & 0.88335600 164

0 drrerrrrrr e ——— 08090143370 0 Jerrrrrrrrrrrr e ——————— 0.8090143370

D 5 10 15 20 25 30 35 40 45 0 5 10 15 20 25 30 35 40 45
Time Minutes) Time (Minutes)

¥-Aads Use IS Plot R—E_p_':afe ¥-Axis Use IS Plat R—E_p_lice
{* Log (s Yes " Ave {* Log {* Yes i Ave
" Percentage || ¢ Mo o Reps EEELL_'_dE - 5 " Percentage [| ¢ Mo {* Reps Ei'iL_'_dE < s
Figure 43 Excluding Points

Notice that the excluded time points on the graph convert from solid circles to hollow circles.

Note: Users may exclude as many data points as desired given that two points are remaining to
generate a regression.

Similar to the Exclude procedure, users may restore excluded data points by selecting the data
points to restore, then clicking on the ‘Add’ button. Results will be updated automatically.

Individual Time Point Comments

The user may record comments concerning individual time points by selecting one or more time
points in the ‘Chrom Data Used for Results’ table and right-clicking. The user will be prompted
for a dialog box to enter comments about the selected data points.

22.6  Restore Data Points
22.7
22.8 Comments

Users may enter comments about the data set.
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23

22.9

22.10

Review

After optimization of Results data, users may classify the results by choosing a value for ‘Results
Review’ dropdown box. The contents of the dropdown box include ‘Not Reviewed’,
‘Acceptable’, and ‘Unacceptable’.

Selecting the proper review value is important with respect to Reports. Users are allowed to filter
Reports based on the ‘Review’ field contents.

Save Results

When the user is satisfied that Results processing is complete, the user locks the Results by
clicking on ‘Save Results’. This disables all functions relating to chromatographic integration and
results processing and the ‘Results Saved’ checkbox becomes selected. In addition, Results data
are stored in the GMSU/QC data store.

If the user attempts to further process Saved Results, an error message will be displayed. In order
to further process Saved Results, the user must deselect the ‘Results Saved’ checkbox.

Hepatic Clearance Calculator — Additional Functions

Additional Hepatic Clearance Calculator functions are found under the menu Menu. The following
sections describe these functions. Functions that are conserved between modules and described in Section
9.16 will not be described here.

Change Data File Path...

Copy Peak Integrations to Clipboard
Generate Reports...

Peak Area Text File...

Retention Time Utilities. .. r
Assign Transition Ions...

View Compound Information. ..
Configuration Utility...

Deactivate Records...

UnSave Records

Slide Show...

System Suitability Tools. ..

Help. ..

Figure 44 Hepatic Clearance Module Menu Items

23.1

23.2

Copy Peak Integrations to Clipboard
Copies the Analyte and Internal Standard peak areas to the clipboard.
Peak Area Text File

The ‘Peak Area Text File’ function will export Analyte and Internal Standard time point and peak
area data to a comma-delimited text file. The text file header includes ‘Date of Report’, ‘Raw
Data File Path’, ‘Analyte Name’, and ‘Acquisition Time’.
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233

23.4

235

23.6

23.7

23.8

239

Manually Enter Peak Retention Times

Change Data File Path...

Copy Peak Integrations to Clipboard
Generate Reports. ..

Peak Area Text File. ..

Choose a File

Chooze Data Acquizition Mode: —
’Vﬁ“ Low Throughput Acquizition
" High Thoughput Acguisition

Retention Time Utilities. .. Manually Enter Peak Retention Times. .,
Assign Transition Ions... Set Retention Time Window Parameters...
View Compound Information... Enter LT Retention Time - Analyte. ..
Configuration Utility... Enter LT Retention Time - Int 5td...

See Section Error! Reference source not found. for further discussion of this feature.

Enter LT Retention Time — Analyte
See Section 9.16.1

Enter LT Retention Time — Int Std
9.16.4.3

Display Multiple Results

Under development.

Assign Transition lons

See Section 9.16.5.

Set Retention Time Window Parameters
See Section 9.16.4.1

Help

See Section 9.16.12.
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24 Hepatic Clearance Calculator — Reports

Users may generate Microsoft® Word or Excel reports based on user-defined choices. Most features of
the Report window has been described in Section 10, while the other features are self-explanatory. The

reports module may be activated from the GMSU/QC Console — Hepatic Clearance Calculator Reports or

from the Hepatic Clearance Calculator Menu — Generate Reports (see Section 23.1). Figure 45 shows the
Hepatic Clearance Calculator Reports window.

# Hepatic Clearance Reports

Sort Orders

Hepatic Clearance Calculator Reports
P e Deac:)hmte 1: |Analyte j 2 |[N0ne] j 3 |[N0ne] j 4 |[N0ne] j Exit
Existing Data... Settings ~ data... |ASC j |A3° ﬂ |A3° j |Desc j
Analyte Sample Species/fAssay Date Acquired Date Last Pr d
1| Alprazolam TemplateSequence_0_&lprazolam 0_Review.sid Fat Microgore | 5/2/2007 £:34:23 P 104302008 21763 PM | C\Xealibur\QuickQuanCannedD emotMetabolic Stability D=
2| Diltiazem Diltiazemn. sld Fiat Microzom 11/20/2007 8:58:48 &M | 10/30/2008 24205 P C:'wealiburyEuickQuaniD atahMicrosomal Metabalic Stabiliey
3| Loperaride  |[INete s S | Fat k4 e 11/ Ak 108 :54 P JuaniD ata“Microzomal Metabolic Stability
4| Minoxidil TemplateSequence 0 Minowidil 1_Review.sld Fiat Microsome | 542/2007 £:37:28 PM 1043042008 217589 PM | C\HealiburtGuickBuanCannedD emottetabolic Stability D
5| Mefazodone | TemplateSequence 1_Mefazodone O Review.sld |Fat Hepatocyte | 542/2007 5:53:33 PM 11422/2008 8:07:30 &M | C\Rcalibur\QuickGuanCannedD emo'Metabolic Stability 0
6| Propranalal Propranolol.gld Rat Microsome | 11/20/2007 8:40:18 AM | 1043052008 2:42:02 PM | C:\Xealibur\QuickQuaniD atasMicrosomal Metabolic Stability

Data to print... Rearession Plot

< ¥
Choose a Post-Report Macro: |[N0ne] j Enter a Print Job description (Optional):
Add or Remove raw data file(s)... Choose Additional Repart Content Filter/Choose Results Type
Incluxde in Report v Half Life B Canmerts " Acceptable Sort Print Data
Excel only Choose a Report Format [ %LastPtRem W Sampls " Unacceptable " by Analyte Re-Sort
[v Detailed Section {* Microzoft Excel i ) D . . " Mot Reviewed i by Data File
Remove Summany  Microsoft word [v Speciesfbssay W Acquisition Time o Al ™ by Sample Generate
|~ Acceptance Status by Species Report

Date Acquired

Date Last Processed
(51 Ak :

10¢

il Loperamide  Loperamide. sld

<

burHuickJuani[ atasMicrozomal Metabolic Stability

Figure 45 Hepatic Clearance Calculator Reports Module
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Two styles of reports may be generated:
24.1  Normal Report
A Normal report contains a single page containing the default and chosen additional fields. The

default fields displayed in a Report include:

e Analyte e Predicted Hepatic Clearance
e Intrinsic Hepatic Clearance e Eh

Additional fields may be added by selecting them from the Choose Additional Report Contents
frame.

B3 Microsoft Excel - Book1

@_] File Edit Wew Insert Format Tools Data Window Help Type a question for help = o @ %
NEEH S AIVEE S LB S8 s aE -ef
P Wt o [ B B 1 | [, B (- | ¥2Reply with Changes... End Reviey !

j A TR == e i HS % o BB FEE A

G7 o f
Tl E ) ) (= =] El T =

= A
Aa| 1 |Hepatic Clearance Results :

2
‘]1_" 3 |AllResulz
ve
I—I Intrinsic |Predicted
al Hepatic | Hepatic
= Clearanc | Clearanc Data
~ 4 Item Analgte e e Eh Exp. Species Data File Path File ID

) 1 a3 0.1 249 0754 | Rat Microsome | Mgubbslapi3gubbslap fna atatProje Ep at3 m 204
(= E 2 bb 3.54 171 0512 | Rat Microsome ] ] 07
—= I

8

)

10 b
a " ¢ * M NReport 12/ Summary Plot / 53 >
iDraw~ li |Autoshapess N N [JO A 4l 8 @ d-F-A-=== @ lj!

Ready

Figure 46  Hepatice Clearance — Normal Report

Note: Samples that have a ‘Last Point Remaining %’ value of greater then the CutOff value will
display in the Report special text values specific to a species and experiment (all configured by an
administrator in the Configuration Utility). For example, if a sample is has a ‘Last Point
Remaining %’ of greater than 90% and the species experiment is Rat Microsome, the Intrinsic
Hepatic Clearance, Predicted Hepatic Clearance and Eh values would be reported as ‘<0.85°,
‘<0.68’, and ‘<0.21’ (or some other configured text values).

The CutOff value is configured as ‘Last Point Remaining Value’ in the Hepatic Clearance
Calculator window of the Configuration Utility (see the Configuration Section of Installation and
Administration Manual).

242 Detailed Report

A Detailed Section Report (Excel only, see Figure 47) will contain the normal report page, plus
an extra worksheet for each item in the print queue. The detailed page contains all the information
used to generate the clearance values.
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Figure 47

24.3  Summary Regression Plot

Hepatic Clearance — Detailed Report

If Detailed Section is chosen, the user has the additional choice of generating a Summary
Regression Plot in which the regressions of all the items in the print queue are plotted on one plot.
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A | B | C | D | E

F | 6 | H

GMSU Hepatic Clearance Summary Plot

Sheet Name Analyte Name Species Experiment

1 aa Rat Microsome
2 bk Rat Microsome
| |
Hepatic Clearance Summary Plot
2.5 1

Time (minutes)

ralpalmalmalralpalpalmlalala|l o sl oo o s
g o R et i i) o e o b e eyt el e oo B e = =) B AR R D
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E —a3aa
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28
Figure 48  Hepatic Clearance — Summary Regression Plot
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25

Permeability Calculator

Configuration Actions — Peak Name Sets

With the exception of a portion of the Configuration Actions tab, the Chromatography, Calibration, and
Configuration Actions tabs are exactly the same as the Generic Chromatographic Viewer (GVC). The

user is referred to the GVC section (Section 27) and the section on Conserved Features (Section 9) for a
description on the use of these tabs and features.

25.1

Chromatography

T Calibration T

Configuration Actions T

Permeahility

Sample Table Column Headings

Apply to Data Set

Create/Edit Table
Heading Set

Heading Set

Heading Set Values

Optimize Sample

Number:

Peak Name Sets

Apply to Create/Edit Peak
Data Set Name Set...
Current Peak |Therm|:| 15 |

Mame Set:

m Mcu' Names “!I'l Assay Flag Criteria Peak Name Set 46 |Peak Names
Praci Fla Criteria 27B_KCalibr A [# |Peak Nam:~
Sarmple Name Analyte BT 48A8_SCalibr 1| DA
SampIeT pe SET 11 45A8_Pracil 2| DA
Assignment IS Peak Int. 10 EE—AZBREE o 3|DA-45
Morn. Cone. QC Paak Int 20 == 4| DA45
Cone. B44B_1Calibr e Ao ]
. B44B_2 :
%B =
a2 54AB_5Calibr Bl A-Stel 2
St Excl? R, 7| A-Std 3
Area Batio aaaz Al A-Std 4
Analyte RT aaFracOne 9| A-Std 5
Analyte Peak Area CacoZ_bb_Set 30_m 10| A-Std 6
Analvte Peak Ht Caco?_57_30_rnin 11 AStd 7
Anahyte Man. Int, CacoZ HT_55 12| A-Std B
S BT Caco?_HT &7
Caco? LT_56 13| BT
|5 Feak Area = -
Tost 14| RBE-15
|5 Pealk Ht
o Testl 16| RB-15 K
= an. Int. 2 Thermo_15 J&m " 3

A permeability assay requires that samples be assigned appropriate sample types. Users must
apply a Peak Name Set by selecting one and clicking the Apply To Data Set button.
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Alternatively, a default Peak Name Set may be configured in the Configuration Utility —

Permeability — Global — Default Peak Name Set entry. This Peak Name Set will be applied to new

or unsaved data when opened in the Permeability Calculator.

ﬂ Configuration Utility.

Edit J : J : ‘ Exit ‘

Choose a category:

Flags

Generic Yiewer Global T T Consztants ]

Global

Hepatic Clearance

Hepatic Clearance Constan

Modify Method

PK. Calculator

Permeability
Description Value
Default Baseline Window Value (Thermo Only) 100
Default Bunching Factor Value 1
Default Caco Constants Set Default
Default Chromatography Method (HT Acquisition only) [Mone]
Default Column Heading Template Default

Default Data Directory

C:\¥calibur\QuickQuanCannedDemo\PK curve data),

Default Data File Access Mode 1 - Open a single data file within a directo
Il Default Peak Name Set Thermo_46

Default Regression Linear
Default Regression Weighting 1{nane)
Default Results Decimal Flaces 3
Default Results Plot Regression Significant Figures 5
Default Results Significant Figures 3
Default Results Use Sig Figs (Yes) or Decimals (MNo) Yes
Default Smoothing Factor 2
Default Units: Concentration mMal/L
Display assay-related warnings No

Excel template file

C:\GubbsInc\GMSU\PostReportMacros\Genzyme\Perm\Perm_02.xls

10

Flag Criteria (%) - Analyte Retention Time

To create a new Peak Name set, click the Create/Edit Peak Name Set button (see section 25.1.1).
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25.1.1 Create/Edit a Peak Name Set

When the Click/Edit Peak Name Set button is clicked, the Configuration Utility —
Permeability — Peak Name Sets window is displayed.

ﬂ Configuration Utility.

Edit J J : ‘ Exit ‘
Choose a category:
Flags
Generic Viewer Global T Peak Mame Sets T Canstants ]
Global
Hepat!c Clearance
nz‘;‘;ﬂcﬁfﬁésme Constanl | viewa ek Nyt et Peak Name Set
s (N . ok
ermeability 2 Peak Name Sets... 2[Blank Practice Clipboard
54AB_2 3| &Gt Practice 0
54AB_5Calibr — 4|4-51d 2 Practice
aaaaaaa 5[4-5td 3 Practice
aadz E[A-5td 4 Practice
aaPracOne 7| Da-0 Practice
g/ Da-0 Practice
9| DA-0 Practice
10) DA-60 Practice
11| Da-E0 Practice
12| DA-60 Practice
13[Blank Practice
14| Blank Practice
15|B-5td 1 Practice
16| B-5td 2 Practice
17|B-5td 3 Practice
18|B-5td 4 Practice
13| Blank Practice
20| Blank, Practice
21| Blank, Practice w
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25.1.1.1 Create a new Peak Name Set

ﬂ Configuration Utility.

Note: See Section 25.1.1.2 for instructions on how to create a new Peak
Name Set based information from an existing Peak Name Set.

To create a new Peak Name Set, perform the following actions:

= (Click the Edit button to go into Edit mode
= Click the Create New Set button
* Complete the required entries:
O Enter a new Set name
Enter total number of autosampler injections
Enter number of calibration levels
Enter Analysis Time Points...
Enter a Comment (optional)

O O0OO0Oo

t | save | camcel| et |

Choose a category:

Pemeability

Global T Peak Mame Sets T Congtants ]

Drouble-click to set Peak Mame
Peak Name Set Peak Names

Activate/ Deactivate Copy to
Peak Name Sets... Clipboard

Create New Set

View a Peak Name Set

Lt

Enter a new Set name:

|aaF'rac1 2

Enter total number of autosampler injections: 2

II

Enter number of calibration levels:

Enter Analysis Time Points separated |0.20,40
by commas (e.g. 0,15,30,60):

Enter a Comment (Optional):

Execute...
Copy Data From...
-

Il
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»  When complete, click the Execute button
0 The Peak Name Set table will be populated with the number
of rows as defined in the ‘Enter total number of autosampler
injections’ field
0 The Peak Names list will populate with sample identifiers
that follow required GMSU/QC syntax rules

ﬁ Configuration Utility

t | save | cancel| ot |

Choose a category:

Global T Peak Name Sets T Carstants ]

Double-click to set Peak Mame
View a Peak Name Set Peak Name Set Peak Names
Activate/ Deactivate Bk Al copyto
Clipboard

Da-0
Peak Name Sets... DA-40

Femeability

2

3 DE-0
4 DE-40
5 RA-0
6

7

8

Ra-20

RA-40
RE-O
RE-20

3 RE-40
&-5td1
4514 2
4514 3
12 AGtd 4
B-5td1
Enter Analysis Time Points separated B-5td 2
by commas (e.g. 0,15,30,60): B-5td 3
B-5td 4
Stock 4B
Stock Ba
Control 4B
__Copy Data From..._| ConolBA
e - Double Blar -

Double Blar
Solvent A8 %

Lt

Create New Set

Enter a new Set name:

|aaF'rac1 2

Enter total number of autosampler injections:

EI
.
==

Enter number of calibration levels:

Enter a Comment (Optional):

=  Enter the peak name assignments (2" column of the Peak Name Set
table) by:
0 Select the Peak Name identifier in the Peak Names list
0 Select the row to be modified in the Peak Name Set table
o Double-click the 2™ cell of the selected row — this action
will synchronize the identifier in the Peak Name Set
0 Repeat until the entire table is filled.

= Save the Peak Name Set by clicking the Save button
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The different sample identifiers in a permeability assay include:

Sample
Type Description

Standard A calibration curve standard. For example, ‘A-Std 1° would mean the first set, or A-side,
(A-Std 1) of a calibration standard set and the first calibration level (A-Std 1)

DA /DB | Donor side sample for a specific time point used in the calculation of Mass Balance and
Sink Condition. E.g, DA-0 would be the Donor A-side 0 minute time point sample, while
DB-60 would be the Donor B-side 60 minute time point sample.

RA/RB Receiver side sample for a specific time point. E.g. RA-15 would be the Receiver side 15
minute time point sample, while RB-60 would be the Receiver side 60 minute sample.
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25.1.1.2

Create a new Peak Name Set based on an existing Peak Name Set

To create a new Peak Name Set based on an existing Peak Name Set,
perform the following actions:

&4 Configuration Utility

O O0OO0Oo

o

| save | concel

Click the Edit button to go into Edit mode
Click the Create New Set button
Enter a New Set Name in the appropriate field
Choose an existing Peak Name Set from the ‘Copy Data From’
dropdown box
Click the Copy Data From button
= The fields and tables will be populated with the
information from the chosen Peak Name Set
=  The user may now change parameters, such as
increase/decrease the number of autosampler injections
or change the Analysis Time Points
Save the Peak Name Set by clicking the Save button

Choose a category:

Glabal

View a Peak Name Set

Permeability

Enter a new Set name:

Copy Data From...
aaFraclne -

Enter total number of autosampler injections:

Enter number of calibration levels:

Enter Analysis Time Points separated
by commas (e.g. 0,15,30,60):

Enter a Comment (Optional):

T Peak Name Sets T Coristants ]
Double-click to set Peak Name
FPeak Mame Set Peak Mames
Activate/ Deactivate il Practice  ||Blank 8| copytn
Peak Name Sets... 2| Blank Practice Bigﬂ Clipboard
3|A5d1 Practice DE-D
4)4-51d 2 Practice DE-E0
5|A-50d 3 Practice R&-15
BlA5td 4 Practice R&.20
Create New Set 7| DA0 Practice Eigg
8| Da0 Practice RE-15
|°"°"F"°"C12 | 5[Da0 Fractice RE-30
a5 10| Da-ED Practice RE-43
- 11| DA-BD Practice EBS-E:ID‘I
4 12| D&-60 Practice hetd 2
13| Blank Practice AStd 3
14[Blark Practice A5td 4
_ 15[B5td 1 Practice o]
EETH Fraclice Dot
17|B-5td 3 Practice B-Std 4
Execute... ‘ 18[B-Gtd 4 Practice Stock AB
19| Blank Practice Stock BA
200) Blank, Fractice Eg:t:gl aﬁ
21| Blank, Practice “ ||Double Blar %

25.1.1.3

Edit an existing Peak Name Set

Note: The number of injections (rows in the Peak Name Set table) is not an
editable field. In order to add injections to an existing Peak Name Set, the
user must create a new Peak Name Set.
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To edit an existing Peak Name set, perform the following actions:

0 In the ‘“View a Peak Name Set’ table, choose a Peak Name Set to edit
0 Click on the Edit button to go into Edit mode

&4 Configuration Utility

T

Choose a category:

Global T Peak Mame Sets T Constants ]

Diouble-click to set Peak Name
View a Peak Name Set

Peak Name Set Peak Names
Rl ilata Activate/ Deactivate 1| Blank Practice A | |Blatb oy i
Peimeabilly Peak Name Sets... 2[Blark Prastice DA Clipboard
- —||Da-0
3|ASd T Practice DE-D
4|A5Hd 2 Practice DE-0
5lA5Hd 3 Practice A5d 1
6lasid 4 Practice ASd2
Create New Set 7| Da-0 Practice ig tg i
8 Da-0 Practice B-Std 1
3| Da-0 Practice B-5td 2
10| DA-E0 Practice B-Std 3
11| De-E0 Fractice Bt 4
1 12| DA60 Practice Stogkap
Enter number of calibration levels: Stock BA
Practice Control AB
Enter Analysis Time Points separated |15.30.4580 14| Elank Practice Contral BA
by comimasi(e.0-0:25-H0,60) 15[B-5td 1 Fractice e b
3 3 OC]
Enter a Comment (Optional): 1E|B-5td 2 F‘ractfce Dodble Blank
17|B-5td 3 Practice Double Blank B
Execute... ‘ 18[B-5td 4 Practice Solvent 4B
19[Blank Practice Salvent BA
20| Blank Practice
21| Blank Practice w

0 Modify the contents of the following fields:
=  Enter number of calibration levels
» Enter Analysis Time Points....
= Enter a comment (optional)

0 Click the Execute button:
= This action will update the contents of the Peak
Names list
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4 Configuration Utility

Choose a category:

0 Modify the peak name assignments (2™ column of the Peak Name

Set table) by:

Select the Peak Name identifier in the Peak Names
list

Select the row to be modified in the Peak Name Set
table

= Double-click the 2™ cell of the selected row — this
action will synchronize the identifier in the Peak
Name Set
= Save the Peak Name Set by clicking the Save button

T

Blobal I

View a Peak Name Set

Activate/ Deactivate

Peak Mame Sets

[

Constants

Double-click to set Peak Mame

Enter number of calibration levels:

Enter Analysis Time Points separated |15.30.4560
by commas (e.g. 0,15,30,60):

Enter a Comment (Optional):

Peak Name Set Peak Names
1|Blank Practice Blank
Peak Name Sets... 2| Blark Praclice DA &:ﬂ,;‘:d
3[A5id 1 Prastice Del
DE-0
4|A51d 2 Practice DE-0
5A-5td 3 Practice AStd1
B[4St 4 Practice A-Std 2
Create New Set 7| D0 Practice ig :g 3
g|Da-0 Practice B-Std 1
9| Da-0 Practice B-5td 2
10| Da-50 Practice B-5td 3
11| DD Fractice e
4 12| Da-E0 Practice Stack BA
3 Double B F = Control AR
_ 14|Blank Practice Control BA
: 15[B-5td 1 Fractice g:ggt gﬁ
17|B-5td 3 Practice Dauble Blank B
Execute... ‘ 18[B-5td 4 Practice Salvent AB
19[Blank Fractice Sokvent BA
20{Blank Practice
21| Blank Practice
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25.2  Permeability Calculator Instructions

Instructions for the use of the Permeability Calculator are as follow:

FA QuickCalc - GMSU 5.0.39 - Permeability Calculator

Menu...
[Permeability Calculator Choose a file: o Ensbls Sansle =

i~ Choose Data Access Configuration... ——————— Choose D ata Acquisition Mode: & [ C Change ‘W aming

& Open QuickQuan parent .sld or an individual .sid (= Low Throughput Acquisiion 2| Imipraming May 01, 2007 18:58:38 C:\=ealibury QuickQuanCannedD emo\PE. C f | Exi |

£ Open enfire 0 parent sid as a single sequence. | ¢ High Thaughput Acquisiion 3 Parasitene QuickCalc.sld May 01, 2007 16:56:38 C-\calibur\BuickQuanCannedDemo\PK d_=20ce Xit

4| Minowidil QuickCalc.sld Mayp 01, 2007 18:58:38 C:\ealiburQuickQuanCannedDemo'PE

Browse... ‘Choose a data file: 5| Alprazalam QuickCale sid May 01, 2007 18:58:38 CAealiburyBuickBuanC annedD emctPE |
C: Wealibur\QuickQuanCannedDemo'PK curve data\d5012007_183911 Data Saved &
\01_QuickCalc\QuickCale.sld < > ¥ Locked

Chramatography T Calibration T Configuration Actions T iPermeability W
Select a Papp Constant Set: EditSets... \ Receiver Side: DA -> RB (Total pMales’
J Descr. Ave SEM [Ex1l| Rep 1 [Ex2| Rep 2 [Ex3| Rep 3
- - Slope **
Apical Dosing (mL) 0.2
- R2

Basal Dosing (mL} 1 oo

Concentration (uMole/L) 20 P

Growth Area (cm”™2) 0.33

Sampling from A (mL) 0.12

Sampling from B (mL) 0.12

Dosing Solution Volume (mL) 0.01

Dilution Volume (mL) 0.12

Receiver Side: DB -> RA (Total pMoles]
" Da-lo-RE ¢ DB-toRA & Both [Efflux) Descr. Ave SEM [Ex1| Rep 1 [Ex2| Rep 2 [Ex3| Rep 3
Slope *=*
Intermediate Calculation Parameters R2
Parameters DA DB Papp*

Ave. Conc. Dx-0

Awve. Conc. Dx-60

Conc. (nMel/L)

nmole

Ave. nmole Dx-0

Ave. nmole Dx-60

Summary Papp = Apparent Permeakility

Papp c 5';: & Peak Concs SEM = Btandard Eror of the Mean = SD/in"0.5)
on on -
(108 cmfs)  sEM MB(%) (%) | ¢ PeakAreas S

DA-to-RB | ‘ Apical Show 2.pt prolefhour

DB-to-RA | ‘ Basal © Yes

Ratio @ Mo

(DB/DA)

Figure 49 Permeability Calculator — Permeability Tab

25.2.1 Apply a Peak Name set

Users apply a Peak Name set by choosing a Peak Name Set from the Configuration
Actions tab Peak Name Set table (see Section 25.1 for further information).

Version 13.1 (September 18, 2009)
C:\GubbsInc\WebSite\GubbsInc\GubbsInc03\files\GMSU_UserManual 14.doc



SLVRR7,

Gubbs Mass Spec Utilities / Quick Calc™ 6.x.x User Manual Page 101 of 133

25.2.2 Select a P,p, Constant Set

Users must select a Constant Set whose values will be used by GMSU/QC to generate
P.pp, Mass Balance, and Sink Condition.

Alternatively, a default Constant Set may be configured in the Configuration Utility —
Permeability — Global — Default Caco Constant Set entry. This Constant Set will be
applied to new or unsaved data when opened in the Permeability Calculator.

ﬁ Configuration Utility

Edit J J : ‘ Exit ‘
Choose a category:
Flags
Generic Yiewer Global T Peak Mame Sets T Consztants ]
Global
Hepatic Clearance
Hepatic Clearance Constan
Modify Method
PF. Calculator
Peimeability
Description Value %
Default Baseline Window Value (Thermo Only) 100
| Default Bunching Factor Value 1
Default Chromatography Method (HT Acquisition only) [None]
Default Column Heading Template Default
Default Data Directory Co\¥calibur\QuickQuanCannedDemo\PK curve data),
Default Data File Access Mode 1 - Open a single data file within a directory
Default Peak Name Set Thermo_46
Default Regression Linear
Default Regression Weighting 1{nane)
Default Results Decimal Flaces 3
Default Results Plot Regression Significant Figures 5
Default Results Significant Figures 3
Default Results Use Sig Figs (Yes) or Decimals (MNo) Yes
Default Smoothing Factor 2
Default Units: Concentration mMal/L
Display assay-related warnings No
Excel template file C:\GubbsInc\GMSU\PostReportMacros\Genzyme\Perm\Perm_02.xls
Flag Criteria (%) - Analyte Retention Time 10 3
i) >
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25.2.2.1 Create a new Constant Set

Please note that the values of existing Constant Sets cannot be modified.

P,y Constant Sets are created in the Configuration Utility — Permeability —
Constants tab.

4 Configuration Utility

Edit J ’ J : ‘ Exit ‘

Choose a category:

Flags

Genenc Viewer Global T Peak Mame Sets T Constants ]

Global

Hepatic Clearance wrn e RO TS e

Hepatic Clearance Conztanl Apical Dozing [mL] 0.z

Madify Mathad Basal Dosing (ml) 2

F¥. Calculator Default SuM -

Fermeability €rault_ou Concentration [uboleL) 20
Larry01 Girawth Area [om™2) 0.33
Prac0l Sampling fram A [ml] 012
Eraci2 5ampling fram B [mL) 012
Prac03 b Dlosing Solution Yalume [ml] 0.01

Activate/ Deactivate Dilution Yolume [ml] 01z
Constants Sets...
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To create a new Constant Set, perform the following actions:

= Click the Edit button

= (Click the Create New Set button

=  Enter a Constant Set name in the field

= Enter values for each field in the Constant values table to the right
= (Click the Save button to save the new Constant Set

4 Configuration Utility

T

Choose a category:

Global T Peak Name Setz T Constants ]

View a Caco Constants Set

Apical Dozing [mL]
Biazal Dozing [mlL]
Concentration [utdolesL]

Grawth drea [em”™2)

Sarnpling Frari & [ml]
S ampling from B [ml]
Dlosing Solution Yalume [ml]

Activate/ Deactivate Dilution Yolumne (L)
Constants Sets...

Create Hew Set

Enter a new Set name:

L ]

Copy Data From....
jv
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25.2.3 Exclude Points

Users may exclude points by selecting one or more Rep X values and clicking the
Exclude Points button.

Users may include points by selecting one or more Rep X values and clicking the
Exclude Points button. The ExX column will be populated with an X and the cell
background will be changed to yellow.

If the selected Rep X value has been excluded, the button title changes to Include Points.

If the selected Rep X value has not been excluded, the button title changes to Exclude
Points.

¥ QuickCalc - GMSU 5.0.39 - Permeability Calculator

Menu...

|Permeability Calculator Choose a file:
r Choose Data Access Configuration... ————————— Choose Data Acquisition Mode:—‘

Enable Sample [
 cjd Change \Warning

& Open QuickQuan parent _sld or an individual _sid ¢+ Low Throughput Acquisition Imiprarming

" Open entire Q0 parent .sld as a single sequence " High Thoughput Acquisition

GQuickCalc.sld May 01, 2007 18:58:39

2 d .
3| Parositene QuickCalc.3d May O, 2007 16:56:38 C.\Roalibu\DuickOuanCamedDematpk, 4 conce! | Exit
4| Mincwidil GuickCale.sid Map 01, 2007 18:53:38 C:\xealiburyQuickQuanCannedDematPK.
5

Alprazolam uickCalosid | May 01, 2007 16:55:38 E\RealburQuickQuanCannedDemstPK

Data Saved &
< > ~ Locked
‘Permeability |

Browse... ‘Chnnse a data fle:

C: Wealibur\QuickQuanCannedDema'PK curve data\05012007_183911 ‘

\01_QuickCalc\QuickCalc.sld

Chromatography T Calibration T Configuration Actions T
Select a Papp Constant Set: Edit Sets... ‘ Receiver Side: DA - RB (Total pMoles’

J Descr. Ave SEM [Ex1| Rep 1 [Ex2| Rep 2 [Ex3| Rep 3

- - Slope **

Apical Dosing (mL) 0.2
" R2

Basal Dosing (mL) 1 Papp®
Concentration (uMole/L) 20 PP
Growth Area (cm™2) 0.33
Sampling from A (mL) 012
Sampling from B (mL) 0.12
Dosing Solution Volume (mL) 0.01
Dilution Volume (mL) 0.12

Receiver Side: DB -> RA (Total pMoles

" Dato-RE (7 DB-toRA  + Both [Efflu) Descr. Ave SEM |[Ex1| Rep 1 [Ex2| Rep 2 Ex3| Rep 3
Slope **
Intermediate Calculation Parameters R2
Parameters DA DB Papp™
Ave. Conc. Dx-0
Ave. Conc. Dx-60
Conc. (nMol/L)
nmole
Ave. nmole Dx-0
Ave. nmole Dx-60

Summary Fapp = Apparent Permeahility
Papp Sink @ PeakConcs SEM = Standard Eror of the Mean = SD{in"0.5)
" Condition #1076 crfs
(x10°% em/s) SEM MB (%) (%) " Peak Areas

s
DA-to-RB | ‘ Apical Show 2.pt proolefhour
DB-to-RA | ‘ Basal © Yes

Ratio & No
(DB/DA)

25.2.4 Calculation Types
Users may choose two types of calculation methods.

25.2.4.1 Peak Concs

Peak concentrations calculated from a calibration curve are used to generate
permeability values.

25242 Peak Areas

Peak areas of samples are used to generate permeability values. A calibration
curve is not needed in this case.
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25.2.5 Show 2-pt
Function for Millennium Pharmaceuticals process.
25.3  Permeability Calculations

The Permeability Calculator uses the following the calculations to generate permeability values.
This discussion makes the following assumptions:
= Sample time points are performed in triplicate
= Donor Side time points are 0 and 60 minutes
= Receiver Side time points are 15, 30, 45, and 60 minutes (0.25, 0.50, 0.75, and 1.0 hours)
= Reported concentrations are nM (nMole/L)

In order to calculate permeability values, the following constants must be known:

Constants Value ! Comments
Drug Concentration
(uMole/L): 20.0000 | Used in calculation of Py,
GrowthArea (cm®): 0.3300 | Used in calculation of Py,
DA ApicalDosing
(mL): 0.2000 | Used in calculation of 'Corrected Calc Amt' and TpMole

RB BasalDosing (mL): 0.1200 | Used in calculation of 'Corrected Calc Amt' and TpMole

Apical Sampling (mL): 0.1200 | Used in calculation of pMole and TpMole

Basal Sampling (mL): 0.1200 | Used in calculation of pMole and TpMole
DosingSolutionVolume
(mL): 0.0100 | Used in calculation of DonorConcFactor
DilutionVolume (mL): 0.1200 | Used in calculation of DonorConcFactor
=>
(DilutionVolume+DosingSolutionVol)/DosingSolutionVol,
DonorConcFactor: 13.0000 | used in calculation of MB Calculation 'Corrected Amt'

! Values used for example purposes
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25.3.1 Donor Side Calculations

Sink Condition and Mass Balance
This example is for Apical values (DA). The same calculations are used for Basal values
(DB).

Samples called DA are analyzed in replicate at time points 0 (DA-0) and 60 (DA-60)
minutes. The average of the replicate concentrations are used for Sink Condition
calculations, while the average amount (corrected for DonorConcFactor) is used for Mass
Balance calculations.

Apical Concentration (nMole/L)
0 min 60 min
DAl 1350.00 980.0000
DA2 1590.00 1150.0000
DA3 1500.00 1240.0000
For Sink Condition Calcs ConcOA Conc60A
Average Conc (nMole/L) 1480.0 1123.333
For MB Calculations AmtOA Amt60A
Corrected Amt (nMole) 3.8480 2.9207
CorrectedAmt Conc0 nMole , DonorConcFactor , ApicalDosing mL IOOI(;mL

25.3.1.1 Mass Balance

The formula for Mass Balance is:

Amt60 nMoIe+ AveAmt pMole . nMole N
1000 pMole /| 0Amt nMole

where AveAmt is described in Section 25.3.2, linear regression slope
table

Using the Apical data above, the reported Mass Balance = 78.1%
25.3.1.2  Sink Condition

The formula for Sink Condition is:

Conc0 / Conc60

Using the Apical data above, the reported Sink Condition = 75.9%
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25.3.2 Receiver Side Calculations

This example is for Donor Apical-to- Receiver Basal values (DA-to-RB). The same
calculations are used for Donor Basal-to-Receiver Apical values (DB-to-RA).

Samples called RB are analyzed in replicate at times points 15, 30, 45, and 60 minutes
(labeled as RB-15, RB-30, RB-45, and RB-60, respectively). The number of pMoles of
each sample are calculated, then corrected (TpMole = total pMoles) for loss of sample
occurring during experiment execution.

15 min (0.25 hr) 30 min (0.50 hr)
Conc Conc
Rep | (nMole/L)) | pMole | TpMole | (nMole/L) | pMole | CTpMole
1 6.84 | 0.8208 | 0.8208 82.20 | 9.8640 | 10.6848
2 12.40 | 1.4880 | 1.4880 5140 | 6.1680 7.6560
3 6.15 | 0.7380 | 0.7380 70.20 | 8.4240 9.1620
45 min (0.75 hr) 60 min (1.0 hr)
Conc Conc
Rep | (nMole/L) | pMole | CTpMole | (nMole/L) | pMole | CTpMole
1 276.00 | 33.1200 | 43.8048 391.00 | 46.9200 | 90.7248
2 210.00 | 25.2000 | 32.8560 382.00 | 45.8400 | 78.6960
3 203.00 | 24.3600 | 33.5220 395.00 | 47.4000 | 80.9220
Legend
pMole: Conc * SamplingA
TpMole (Total pMole): | pMole * BasalDosing / SamplingB
CTpMole: TpMole, + pMoleg,.1) + ... + pMole(;) where n = Time Point

The linear regression slope of number of pMole (TpMole and CTpMole) vs time (hour) is

used to calculate permeability.

Replicate: 1 2 3 Average | SEM
time point (hr)
0.25| 0.8208 | 1.4880 | 0.7380 1.0156 0.24
0.50 | 10.6848 | 7.6560 | 9.1620 9.1676 0.87
0.75 | 43.8048 | 32.8560 | 33.5220 36.7276 3.54
1.00 | 90.7248 | 78.6960 | 80.9220 | '83.4476 3.69
Slope (pMole/hr) | 121.13 | 102.73 | 105.96 109.94 5.67
R-Squared 0.92951 | 0.89338 | 0.90175 0.90821
Papp (10° cm/s) 5.10 432 4.46 4.63 0.24

' 60 min Average used in MB Calculation (AveAmtA)

Finally, the ratio of DB-to-RA and DA-to-RB permeability values (Ratio B/A) is

reported.
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26

Permeability Report

The functions in the Permeability Report window are straightforward and not all features will be
described. In addition, the user is referred to Section 10 for a discussion of features conserved between all
module Report windows. Figure 69 shows the Reports window. Figure 70 and Figure 71 show examples
of a PK Calculator Report.

Please note that the report content itself is highly configurable. PK Calculator Reports support post-report
macros in Excel. Users may create a blank Excel file that has embedded a macro named “DoGMSU”. If
this Excel file is configured in Configuration Utility — PK Calculator — Excel Template File, then PK
Calculator Report will use this file as to generate the report, then execute the macro upon completion. In
this manner, users can do such things as modify the format and/or content of the report, or send report
information to an internal LIMS system.

¥ Permeability Calculator Reports

Permeability Calculator Reports St et Exit
pre— Deactivate 1: |Analyte J 2 |Sample J 3 |[N0ne] J 4: |[N one] J
Existing Data... Settings data... |Asc j |Asc j |Asc: j |Asc j
Analyte Sample Date Acquired Date Last P d Raw Data File
11+176 1-0GH 082808_BMS-707035_sp3 9/1/2008 71350 PM|  10/6/2008 3:14:25 PM| C:\dnalyzt D ata'Projectsh00033420081 0024Datah1-0GH 0828
2|01 (4455 06Ld_SDF) pos 01 [4455_06Ld SDF] pos E/6/2006 4:29:43 PM 5/2/2008 1:21:24 PM| C:%analyst DatatProjectsh\DemotHepCILTAD atah01 [4455_06L:
3|02 (4455 06Ld_SDF)_pos 02 [4455 06Ld_SDF] pos E/8/ 2006 4:52:20 P 31342008 1:18:20 PM| C:\dnalyst Data\Projects\Dema'HepCILT\Data\02 (4455 06L:
4| 7EC 7-EC_1zp_MK1 8/8/2008 4:03:03 PM 81142008 4:40:01 PM| C:\dnalyst Data\Projectsh000334Datay_7-EC_1sp_ MK wiff
5| 7EC FEC_1sp MEZ 8/8/2008 10:39:04 PM 8/11/2008 4:39:00 PM| C:\dnalyst Data\Projectsh000334Datat_7-EC_1sp_ MK2 wiff
B 7EC 7EC_1sp R1 8/8/2008 4:04:05 PM 8/11/2008 4:39:.04 PM | C:\dnalyst Data\Projects\000334\Datal_7-EC_1sp R1.wiff
7| Azithramyein 11082007 _102818.1d 114842007 10:53:12 AM 3/4/2008 9:15:58 AM | C:\calburtyGuickQuaniLDTD_08Movi11082007_10281881110
8| BMS-707035+176 1-0GH 082808_BMS-707035_sp3 9/1/2008 71350 PM|  10/7/2008 8:10:23 AM| C:\Analyst D ata' Projects\00033420081 002D ata 1-0GH 05828
3 Imipramine B/ b 941 5 Pha liburtQuickJuanCannedD emobPE curve datab0501 200
10| Mircwidil 5/1/2007 £:58:38 PM 4142008 7:54:06 AM | C:\HealiburtyBuickQuanCannedDemohPE curve datah0501200;
11| MLO0E44089 050408 CacoZ CCO0O50 4/8/2005 5:28:34 PM| 11/11/2008 2:41:38 PM| C:\Analyzt Data\Projects\DematPerml T4 atat050408_Cacol
12| Nefazodone 05012007 183911.51d 5/1/2007 6:58:38 P 2/15/2008 3:37:25 PM| C:\<calibursGuickBuanCannedDemosPE curve datah0507 200, %
< >
Add or Remove raw data file(s)... Choose a Post-Report Macro: |[None] |
Add Chooze Repart Content Chooze Repart Colurn Cotitent Include in Report: Sort Print D ata
| Papp Summary Results " Report Default Colurnns & (R Setasied G s [v Rear Plat ¢ by Analyte Re-Sort
eI v Receiver Side Surmmary Tables * Report Columnz Saved with Recard [~ Row Colors " by Drata File T
Data to print... o el Sty m " by Sample B

E Irniprarnitne

<

1108200710231 8.51d

| Analyte Sample | Date Acquired | Date Last Processed |
1| Azithramyein Gl

11/8/2007 10:53:12 Al

5/

Figure 50 Permeability Report
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26.1

Summary page

B3 Microsoft Excel - Book1

@] File Edit View Insert Format Tools Data Window Help Type a question for help =/ 0 & X
NESHRO SR TEE S DB Fa- o8 -2 -off
iig g oy _J-__jl D | A, By | ¥ Reply with Changes... End Review !
{ arial 10 S|A N B I U|SE==HGk3G W8 % 0 @8 B
R1C1 x: /& Gubbs Inc Permeability Report Summary Page
2 | 3 | 4 [5] 67
lg Az |4 [Gubbs Inc Pgﬁmeabihty Report Summary Page -
| abl| 2 [Date Report Prepared By: Lamy Elvebak on December 30, 2008 11:35:40
&l 2
— 4 Analyte Sample Path Worksheet#| ID
[¥ | = | & [Azithromycin [11082007_102818 sld [C:\Xcalibur\QuickQuan\LDTD_08Novi11082007_102818111082007_102818.sld A 115
[l ; 6 [Imipramine  [QuickCalc.sld C-\¥calibur\QuickQuanCannedDemo\PK curve data\05012007 18391101 QuickCalc\QuickCalc sld 2 384
E = K2
B 8 |
B El
ER| = 10
B M 4 » W]\ Summary{ SummaryPapp f142/ < | >
iDrawr L | AutoShapes~ N, “w IZIO&J&]H;: 8] a|{%v?‘_f'évf::——: o Lj!
Ready
Figure 51 Permeability Report — Summary Results page
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26.2  Summary Papp page

B3 Microsoft Excel - Book1

@_] File Edit Wew [nsert Format Tools Data Window Help Typeaguestonforhelp |+ 2 & X
FRNEN REWETIE A N [ e A R L N St O VN 1 L7 Bk Y
e Wod st | .J-.JI | [, =y 0 | ¥ Reply with Changss... End Review !
; Arial 0 P AL B L UIS==a3 B8 o e Sl 0=
R1C1 - o
1 2 3 4 5 ] i 8 9 10 =
w2 4al | | | | | | | | =
] abl | 2 |Raw Data File C:\Xcalibur\QuickQuan'LDTD 08Nov\11062007_102818411062007_102815.sld [
| vy |l 3 |Analyte: Azithromycin Sample: 11082007 _102818.sld Worksheet Name: 1
— | 4 [Comments:  No comments Directionality:|Bath (Efflux)
b2y =Y 5 | 1-point _ | 2point | _ _ _
[l = Papp Papp Sink
— | 6 | {x104-6 cmisec) SEM (x10*-6 cmisec) MB Condition
i | 7 |DA-to-RB 14.719 11.9 0.000 Apical 5.5 0.0
c Cjgl 8 [DB-to-RA 9.172 4 | [ 0.000 Basal 0.0 0.0
EE| “_| 9 |Ratio(BIA) 0.6 0.0
A= o]
i = 17
=2
| — | 13 |Raw Data File C:Wcalibur\QuickQuanCannedDema'\PK curve data\05012007_183911\01_QuickCalc\QuickCalc.sld
2 | 2 [ 14 |Analyte: Imipramine Sample: QuickCalc_sld Warksheet Name: 2
A 2 | 15 |Comments: Mo comments Directionality: Both (Efflux)
— =g 16 | J-point [ [ 2-point
EE Bl Papp Papp Sink
el = il 17 | |(x10+-6 cmisec) SEM (x10~-6 cmisec) [ | MB  Condition
-! — || 18 |[DA-to-RB 2910000.000 | 2268816.0 | | 5800674.000 Apical | -3838.1 114.8
19 |DB-to-RA 754372 100 3282607 2370736.000 Basal 126.3 431
20 |Ratio(B/A) 0.3 0.4
W« » Wi\ Summary Y SummaryPapp (1 42 / |« | ¥
iDaw~ ¢ |AutoShapesr N\ N IO FE dl 3 Bl & [ 3 - - A-== = @ Lj!
Ready
Figure 52 Permeability Report — Summary Papp page
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26.3  Detailed Report section of the results page

Armmiia Memoxoe
Owim Fiw Fwh 220w i bur’ sl ckCam nCm nad Demc ' P curoe o ste 050 12007 _NEREY MY _CadckeCmic'iCu ickeC mic 3l
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Figure 53 Permeability Report — Detailed Report section of Results page
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26.4  Receiver Side Tables section of the Results page

Rec Slda Summary: “310*-6 omls
Recahvar Side: D4 -= RE = pmole!hour|
Descr L 3EM Ex1 Rep 1 Ex2 Rap 2 Ex3 Rep 3
15 min 30 TIIEIZ 11 78433 25 00000 531 00000 13500000}
30 min S4E45ET 3 37EIE0 1607000 74 S000 4 E20000)
45 min IIREIE8EE  I73 1EEIMD 25 EI000 1055 05400 224012400
SHops = E1ZAETION 36T 3S1453 0554000 1125 12800 1744 04500
R2 0343350 OOO0ETS 0304558 0.T4zsE 3
Papp* 260171 40 3 EEE4T OETIE 4745013 EEEGI e |
Rec Sida Summary: 3 10°-6 omis
Recahvar Side: DB -= RA “ pmakhour
Descr L 3EM Ex1 Rep 1 Ex2 Rap 2 Ex3 Rep 3
15 min 15 428887 £ BE0I4E 33000000 2530000 3500000
30 min 11778000 £ 4TEIEE 22 000 2388000 4 450000
45 min ITAEEEE 14 OEEEED 55 S0000C 15.7 S4000 10550000}
SHops = 2350933 10 4TTS4T 000 121 55000 1350000
R2 OEZSEES 25T 055423 0E4408
Papp* CBER4E0 0_A40ET4 1570570 0512921 0 mj
Papp Constants

Constant Valus
Papp Constant et Name: Znikd
A pilcal Dosing (miL): 0z
Bacal Doslng (mL): 1
Concantration (uMolsiL): 20
Growth Area (em*2f 033
Zampling Trom A [mLj: a1z
Zampling from B (mL}: aiz
Dosing Solution Volums fmLk a1
Dlludlon Voluma (mL): 012
MEB{ZInk Paramars

Paramatar D DB
Cale. Conc. DE-0 [uM): 182 14.085
Calc. Conc. Dx-45 (UM 155 5425
Concentration (u M) 1.538462 1538462
nikiods 0.307E8z 1555462
Cale. nMols D=E-0: 004732 0183105
CalcnMols Dx-45: 00403 0083525

Figure 54 Permeability Report — Receiver Side Tables section of Results page
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27

Generic Chromatographic Viewer (GCV)

The salient feature of GCV is that it can view in two ways Thermo QuickQuan (QQ) generated data:

e By selecting the Choose Data Access Configuration option ‘Open QuickQuan parent .sld or an
individual .sld’ to load data, GMSU/QC will parse and list separately the different analytes acquired
during the data acquisition event (see Figure 55)

e By selecting the Choose Data Access Configuration option ‘Open entire QQ parent .sld as a single
sequence’ to load data, GMSU/QC will not parse the different analytes acquired during the data
acquisition event and list them in the sample list as they were acquired (See Figure 56).

#A QuickCalc - GMSU 5.0.39 - Generic Chromatographic Viewer

Menu...

Generic Chromatographic Viewer Choose a file: Enable Sampls
E-

r Choose Data Access Configuration... ——————————— Choose D ata Acquisition Mode: sl I ay 01 9 u o jod Change Warhing
= Open QuickQuan parent .sd or an individual .sid " Low Throughput Acquisition 2 Imlplamlne QulckCaIc 3id May 01, 2007 18:5359 C: \Xca\lhul\ﬂun:klluanEannadDemn\FK o - | Exi
¢ Dpen entire 3 parent .sld as a single sequence " High Thoughput Acquisition 3| Pargxitene QuickCalc 5id Map 01, 2007 18:5359 C:\<caliburBuickuanCannedDema\PK ey _ =01 Ce Xit

4| Minowidil BuickCale sld May 01, 2007 18:53:59 C:hcaliburyQuickQuanCannedDemaPE o
Browse... |Chnnse a data flle: 5| &lprazolam QuickCalc.sid May 01, 2007 185359 C:\<ealiburQuickQuanCannedDemohPK oy J

|C: Wealibur\QuickQuanCannedDema'PK curve data\05012007_183911 Data Saved &

\01_ OuickCalc\QuickCale.sld 2 5| Lodked

| Excluded |Al:|L=5|]u BAL=25 ‘[Anal RT Flag = 10) (I5 RT Flag = 10) [IS Peak Int. Flag = 25) (AC Peak Int. Flag = 20) Analyte:

Sample List - 46 OCs T Standards T Flagged Samples Unknowns |Nefazadane
3 Int St e erment ID:
File Name 3 SIN

1 | QuickCalc_01 | & b.3 a3 2 54535 05747 b 111280 1
2 |QuickCalc_02 [Blank Blank 186 191 5420548 1455388 21666 0.21736 1.70 83938??9 50578 0.1 ||Cemments (<250 characters)
3 |QuickCalc_03 _|Blank Blank. 187 167  B371639) 1444260 30503 0.04334]  1.6E| 83761738 geodg| o |ffocomments
4 | QuickTalc_04 |Blank Blank 1.z 193 3501625 781360 13238 0.08188 172) 80615116 BEY23 01
5 |QuickCalc_05 |2 5ng/mL StdUpdate 2h 313 182 719451 1589582 b264 0.04343 1700 80227454 B7341 0.z
B | QuickCalc_06 |5.Ong/mL StdUpdate 1] 475 183 1254536 2989014 14140 014454 172) 81302018 B3461 0.c (* SigFigs
7 | QuickCalc_07 [10.0ng/mL Stelpdate 1n G.33 143 2475927 564673 13912 0.07318 1.72] 78068693 b6407 0.C o DEC'T"@|S
8 |OQuickCalc_08 [26.0ng/mL Stelpdlate 2h 241 143 7078026 1605074 34648 0.07766 1.72] 78655334 53749 0.z
9 |QuickCalc 09 [50.0no/mbL StdUpdate 50 504 1493 18911164] 3866720 70036 0.04377 1.7 79702138 58085 0.z
£ ¥

[ Chromatography T Calibration Configuration Actions

BW Smooths (EAA“E Tr'DlE Chromatogr. Review BW Smooths (Exzsrr:;h?m\?::‘?;zrfﬂarﬁom‘
+ Absolute 3
o] [2]4 (e[ ¢ Relatve | [NoFag S N ERS (= s ] L eft cimale i —
single-click in graph to restore previous view
0.01-2.25 NL: 4.7GE6 0.00-2.25 ML 658E7
#1:+cESlI sid=10.00 SRM ms2 470.010@cid234.00 [245.956-245.056, 273.973-274.073] #1:+ cESl sid=10.00 SRM ms2 329.210@cid25.00 [161.978-162.078, 293.995-294.095, 31
RT:193 RT: 1.66
AA 20945318 AA 319749514
4500000 7
3 60000000
40000003 Analyte E Int Std
35000003 50000000
= E = .
z 3000000—: £40000000
T E Z
E 2500000—_ = ]
£ 20000003 530000000— ||
H E ] E
= 15000003 £ 20000000
1000000 E
E 10000000+
5000003 E
03 = o3 = 5
- T T T T T T T T R T T T T LI L
05 1.0 15 20 05 10 15 20
Time (min) Reset ‘ Time (min) Reset
| Display HT Chromatography. .. |DManua\l\,' Integrated DMﬂ”Uﬂ"‘f Integrated =
Figure 55 QuickQuan data — Open...a QuickQuan parent .sld
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FA QuickCalc - GMSU 5.0.39 - Generic Chromatographic Yiewer

Menu...

Generic Chromatographic Viewer Choose a file: Eriable S ample: =
r Choose Data Access Configuration... ————————— 1~ Choose Data Acquisition Mode: Change Waming

¢ Dpen QuickQuan parent sl or an individual sid (& Low Throughput Acquisition .

" Dpen entire Q0 parent sid as a single sequence || ¢ High Thaughput Acauiswt\on—‘ Cancel | Exit

Browse... |Choose a data file: =

IC: Wealibur\QuickQuanCannedDemo'PK curve data\05012007_133911
\05012007_183911.sld = N
[ Excluded [AGL-500 [BAL-25 [(Anal RT Flag = 10) (IS AT Flag = 10] (IS Peak Int_ Flag = 25 [UC Peak Int_ Flag = 20) Analyte:
Sample List - 46 T QCs T Standards T Flagged Samples T Unknaowns [iefazadane
Analyte Int Std Int St |E o iment 10:
File Name Peak Area|Peak Ht IS RT |Peak Area|S/N
| Cuic c_01 Blank B.3 93 2 4750619 & 3 0.05797 514 111290
2 |QuickCalc_02 [Blank Blank 188 191 6420648 1455386 1.70 83938779 60578 0.1 ||Cemments (<250 characters)
3 | QuickCalc_03  |Blank Blank 18.7 1.67 B371639] 1444260 1.66 03761738 56049 0.c
4 | QuickCalc_04 |Blank Blank 1.2 1.93 3501625 781360 172 80615116 BE923 01
5 |QuickCalc 05 [25ngimL StdUpdate 2.5 313 1.92 719451 159992 1.70 80227499 B7341 0.z Sig Figs / Dec
6 | QuickCalc_06_|5.0ng/mL StdUpdate HIEES 193] 1294996  zg9a;a 1.72] 81302018 B4 | or || NSRSt G g
7 |QuickCalc_07 [10.0ng/mL StdUpdate 10 5.33 1.93 2475927 564673 1.72 79068683 B6407 0. e — " Decimals
8 |QuickCalc_08 [25.0ng/mL StdUpdate 25 241 1.93 7678026 1805074 1.72 79655339 69749 0.2 —=
9 [QuickCalc 09 [50.0nafmL StodUndate 50 50.4 1.93 16911164] 3666720 1.71 79702135 56065 (1
< >
[ Chromatography T Calibration T Configuration Actions
BW  Smooths  PMNF ANE ;'AAXE TIthE Chromatogr. Review BW  Smooths  PNF ANF (_E"E:;‘rg:lh;ﬁm::?g:‘mr"?rﬁmzmtal
B * Felaive | [N Fls = ELS (IE
= =l Left single-click in graph to restore previous view
0.01-2.25 NL: 476EB 0.00-225 NL 6.58E7
#1. + cESI 5id=10.00 SRM ms2 470.010@cid34.00 [245.956-245.056, 273.973-274.073] #1:+ cES| 5id=10.00 SRM ms2 329.210@cid25.00 [161.978-162.078, 293.995-294.005, 31 ...
RT: 193 RT: 1.66
AA 20945318 AA 319749514
4500000 9
E 600000004
4000000 Analyte 3 Int Std
3500000 50000000
= 3 = ]
230000003 2 40000000
z = o 4
£ 25000003 = E
% EDDDDDD—f 5300000007_ |
2 3 F E
21500000 = 20000000
10000003 ]
E 10000000+
EDDDDD—: ]
03 = 03 = &
o LI B T T T T T T T LI B B B e e e e e L LI LI B
05 10 15 20 05 10 15 20
Time (min) Reset ‘ Time (rmin) Reset
Remove Manual Integration | Display HT Chromatography. .. |DManua\l\; Integrated Remove Manual Integration | DManualhf Integrated =

Figure56 QuickQuan data — Open all data files within a directory

GCV doesn’t calculate any pharmacokinetic parameters itself — it’s only purpose is to review data. All
GCYV functionality is described in Sections 9 - 10.
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27.1  Generic Chromatographic Viewer Reports

The functions in the GCV Report window are straightforward and not all features will be
described. Figure 57 shows the Reports window. Figure 58 shows an example of a GCV Report.

Please note that the report content itself is highly configurable. GCV Reports support post-report
macros in Excel. Users must create a blank Excel file that has embedded a macro named
“DoGMSU”. If this Excel file is configured in Configuration Utility — Generic Viewer — Excel
Template File, then GCV Report will use this file as to generate the report, then execute the
macro upon completion. In this manner, users can do such things as modify the format and/or
content of the report, or send report information to an internal LIMS system.

#2 Generic Chromatographic Viewer Reports

Sort Orders
1: |Analyte

|Asc:

Generic Chromatographic Viewer Reports

Save
Settings

j 2 |[N one|
=

j 3 |[N one|
j |Asc

ﬂ 4 |[N one|
ﬂ |Asc:

[
[~

Deactivate
data...

|Asc:

Existing Data...

Date Acquired
11/ 01:01 A
11411/2008 4:43:10 PM

Date Last Processe Raw Data File

/ Ah aliburBuickBuantC: co_110:
AE/2008 7:06:18 &M

031110 DE‘I 01.5LD C:Aaliburtdatah000064R apidFiet.200211114081110_0061_01.5LD

2{ Crnpd_1 1

3|DESETHYL AMODIAQUINE 081110 0003 01 11/20/2008 94916 M| 12410/2008 2.05:55 PM| C:\ADDSADMPKProjekte'P450MMS RFR awdat ah11202008_032406411202008_09240
415 test 3/24/2008 4:00:33 PM 12/9/2008 3:47:19 AM | C:\xcaliburdata\00534D atal WwintStd. sld

5| Nefazodone QuickCalc.sld 5/1/2007 £:53.59 Pk 12/18/2008 3:10:10 AM | C:\*caliburtDuickDuanCannedD emo'PE curve datat05012007_183911401_QuickCald
| PKF117-073-Mx-1 08062008_220114.s1d 8/6/2008 101909 PM| 1043072008 10:32:41 &M | C:\<caliburtQuickQuansBT4349_3500\wcquisiion’B T §amples\08062008_220114%080

<

Choose a Post-Report Macro: [[Nane]

[~

Add or Remove raw data file(s)... Choose Report Calumn Content Include in Repart: Sort Print Data
i Report Default Columns (Rt Selasicd Cellms [v Fiegr Plat t+ by Analyte Re-Sort
Remove {+ Report Columns 5 aved with Fecord — [~ Row Colars : ::.'r' zata ’I:HE e
Data to print... Q W aample Report

Date Acquired Date Last Processe Raw Data File

07 AM

<

Figure 57  Generic Chromatographic Viewer Reports

27.1.1 Choose Report Column Content

27.1.1.1  Report Default Columns

This option will have the report sample list columns be those configured in
the Default Column Set Name (see Section 10).
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27.1.1.2

27.1.1.3

Report Columns Saved with Record

This option will have the report sample list columns be those configured in
the Column Set Name saved with the record.

Report Selected Columns

This option will allow the user to choose a different Column Set Name with
which to build the report. Users may also click on the Edit Columns button to
bring up the Design Sample Table window to edit Column Name Set column
content.

27.1.2 Include in Report

The following items may be selected to be included in the report

27.1.2.1

27.12.2

Regr Plot

If a regression plot is included in the data, then it will be included in the
report. Please note that, in order for the regression plot to be included, the
Column Set Name must include the following columns:

e Standard Nominal Concentration e Standard Excluded?
e Sample Concentration e Sample Type

In addition, the dataset must have a slope.

Row Colors

If there have been any Flags configured in the report, this selection will color
the flagged rows.
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B3 Microsoft Excel - Book4
@_] File Edit Wiew Insert Format Tools Data  Window Help Tyr - .8 X
N EE R TEE % S -8 e -ef
o R o o o Y| PR ETR i changes... £nd Review.. [
; ana R PR ICEEE EE R AR O APy o seary.. | 232 B
A1 e A Analyte:
A = T = =) =0T ) ) [ O ) S T [ I
Aa| ™7 [Enalfie: | Alprazolam -
.b| [ 2 |Data File Path: \igubbslap03wealiburiGuickQuanCannedDemo\Metabolic Stability Datal05022007_181322101_Sequence\TemplateSequence_0_Alp
— | 3 |Date Report Prepared By: | Larry Elvebak on June 27, 2007 18:39:52
| 4 |column Header Set; Default ]
|5 |Analte Transition: + cESIsid=10.00 SRM ms2 309.010@cid40.00 [204.957-205.057, 280.921-281.021]
4 & |int Std Transition: + ¢ ESI 5id=10.00 SRM ms2 329.210@cid25.00 [161.976-162.078, 293.995-294.005, 311.019-311.119]
= |_7_|Data nitialized By. Larry Elvebak on June 26, 2007 08:02:03
g |Data LastModified By:  |Larry Elvebak on June 27, 2007 18:20:23
@[ o
— Analyte IS
EH sample | Sample | Nom. Std |Analyte| Peak Peak
£f| 10| FileName | Name | Type |Conc.|Conc.|%Bias|Excl?| RT Area |ISRT| Area
— |11 [Alprazolam_01[T30 StdUpdate] 25| 244 -2.3 2.04] 2655712| 1.72| 7440776
1112 [Alprazolam_o03[T15 StdUpdate] 50| 509 1.8 1.95] 7016206] 1.64] 6457549
& | 13 [Alprazolam_08[T0 StdUpdate] 100 65.7] -34.3 1.99] 82092128] 1.67| 7580037
—“"14 [Alprazolam_07|Control_|StdUpdate] _100] 134] 34 1.05]20420671] 1.64] 8821905
s |15
=16
Al —— i [T ¥ = [0.017861 7 ] + [-0.079169)
é 17 Regressmn. Linear i Alprazolam
18 |Weighting: None
19 |RA2: |0.64352 i
[ 20 |Slope: 0.017861 :
— 27 |Y-Int -0.07917 .
=]
= 23
=
26 :
27 2
28 E;
20 z
| 30 | E:
| 31
| 32 |
| 33
| 34
35
36
7 05 ; ; ; ; ;
_gg 0 20 40 50 80 100 120
40 Concentration (ug/mL)
41 |
A2 | ] I I I T I T T i
W« v ul Summary 31,/ I« el
iDaw: s [Aushapes- N N IO 4o lgld|O-L-A-=S==adf
Ready

Figure 58 A Generic Chromatographic Viewer Report
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28

PK Calculator

The Chromatography, Calibration, and Configuration Actions tabs are exactly the same as the Generic
Chromatographic Viewer (GVC). The user is referred to the GVC section (Section 27) and the section on
Conserved Features (Section 9) for a description on the use of these tabs and features.

The PK Calculator is used to generate the following PK parameters:

e Halflife (t %) e Area Under the Curve (AUC)
e Concentration Maximum (Cmax) e (learance

#4 QuickCalc - GMSU 5.0.39 - PK Calculator

Menu...

PK Calculator Choose a file: ErabboSampls |
Choose Data Access Configuration... = d v Change Warning
' Open QuickQuan parent sld or an individual _sid 2| Imipramine QuickCalc.sld Map 01, 2007 18:56:38 C:4caliburyJuickQuanCannedDemchPE o Cancel | Exit
¢ Open entire Q0 parent .sld as a single sequence 3| Pargxitene QuickCalc 5id Map 01, 2007 18:58:38 C:caliburQuickQuanCannedDemotPE oy — =

4| Minowidil BQuickCale.sld May 01, 2007 18:58:38 C:hcaliburyQuickQuanCannedDemaPE o
Browse... |C"‘DDSE a data file: 5] Alprazolam QuickCalc.sid hlay 01, 2007 18:56:38 C:\=<caliburQuickBuanCannedDemaPK o
IC: ¥ calibur\QuickQuanCannedDemo'\PK curve data\05012007_183911 I Data Saved &
\01_QuickCalc\QuickCale.sld < > Locked
Chromatography T Calibration T Configuration Actions T iPK Calculator 1
= iodte Species: |Fat | [ JRoute Grou PK Plot Expand Piot
0 "
I ks 11i2 Regression: y= (-0.35347)% + 6.1985
Assay Set: RAZ = 086441
PK Actions: 2
|Chnnse an Action j
Conc. Data  Excluded data in red fant Double-click cell to gato chramatagran
Time Mean Conc| Ln
hrs g/mL)| S.D| %CV| Mean Conc °
)y 0.083 1.02 1.0200 NA NA 0.0198 s
2| 0.250 3.27 3.2700[NA MNA 1.1848| ‘é
3[ 0.500 22.1 22.1000)NA HA 3.0058| 3
4| 1.000 105 105.0000[NA HA 4.6540 §.
5| 2.000 206 206.0000[NA MHA 5.3279| =
6| 4.000 165 165.0000[NA HA 5.1059
7| &.000 50.1 50.1000)NA MHA 3.9140
Time (hrs)
(¢ Mean " Individual [~ Extend Regression tay' = 0 Display PK Plot: || Conc Plot -
AUC Plot
Double-click cell to gato chramatogrann PK Val Unit
i T =
CICH E:cluded data in red font V2] %0 |m - -
Time Mean Conc| Ln 3 =
AUC: |
(hrs’ mg/mL)|_Mean Conc. FIEMT | mgrhrjeml i |
1| o0.083] 1.02[NA 1A Cmawc [ 208000 [mgiml  ~|
2| 0.250] 3.27[NA A CL: [QO000E 00 | L /iKgh) = ELL A TSI T Tt
3] 0.500] 22.1[NA NA Dose: ke
4| 1.000] 105HA A - MW e s T
5| 2.000 206 206.0000 5.3279 =2
* M = bol ‘. - Optional <
6| 4.000] 165  165.0000 5.1059 IFUSED, ENSURE ACCLRACY! £ Im
7| c.o00] so.1 50.1000 3.5140 L e A
I
) T
a 1 2 3 4 5 B 7
Time {hrs)

Figure 59 PK Calculator — PK Calculator Window

The Chromatography, Calibration, and Configuration Actions tabs are identical to that of the Generic
Chromatographic Viewer. The functions of all but the PK Calculator tab are described in Sections 9 - 10.
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PK data are automatically generated when data is loaded if the assay is identical to the Assay Set Name
configured in Configuration Utility — PK Calculator — Default Assay Set Name. If the configured Assay
Set Name is blank or if the loaded dataset sample list doesn’t have the same number of samples as the
configured Assay Set Name, then the user must manually configure the PK window according to the
procedures following in this section.

28.1  Description of functions

28.1.1 Species dropdown box

Users may assign Species with this box. The content of the Species dropdown box is
configured in Configuration Utility — PK Calculator — Species.

28.1.2 Matrix

Users may wish to enter a matrix used in the experiment.
28.1.3 PK Actions

PK Actions:

[

|Assign PE Data...
Create Assay SetMame...
1Apply Assay Set Name...

Figure 60 PK Actions drop'down box
28.1.3.1  Assign PK Data

If the PK Calculator tab data are blank, users must execute ‘Assign PK Data.’
See Section 28.2 for further details.

28.1.3.2  Create Assay Set Name

If a user wishes to create a new Assay Name Set based on the current PK
data, then the user would execute ‘Create Assay Set Name.’ See Section
28.4.3 for further discussion. Please note that this feature can also be
activated through the Assign PK Data window.

28.1.3.3  Apply Assay Set Name

If a user wishes to apply and existing Assay Set Name, then the user would
execute ‘Apply Assay Set Name’. See Section 28.4.3 for further details.
Please note that this feature can also be activated through the Assign PK Data
window.

28.1.4 Excluding/Including concentration data points
The Conc. Data table includes concentration values used in the generation of PK

parameters.

To exclude data points from the data set, choose one or more concentration values within
the ‘Conc. Data’ table and click on the Exclude (<) button. The font color of excluded
data points is changed to red.
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28.1.5

28.1.6

28.1.7

To include data points that have been excluded, choose one or more excluded data points
and click the Include (>) button. The font color of included data points is changed to
black.

Excluding/Including t /2 data points

The ‘t 2 Data’ table includes concentration values used in the generation of the slope
used to determine t Y.

To exclude data points from the data set, choose one or more concentration values within
the ‘t /2 Data’ table and click on the Exclude (<) button. The font color of excluded data
points is changed to red.

To include data points that have been excluded, choose one or more excluded data points
and click the Include (>) button. The font color of included data points is changed to
black.

PK value units

Calculated PK values are dependent on the desired units of the underlying values. It is not
uncommon that the units of an underlying variable used in the equation may be different
than the units wished to be displayed for the value. For example, calibration curve units
(shown in the Calibration tab) may be displayed as nMol/L, while it may be desired to
display AUC as (mg*hr)/mL. GMSU/QC will automatically convert units of underlying
variables to the units selected in the respective Units dropdown box.

PK. Yalues Units
0172 [ 1906 | |
AUC: [ 776947 [mgha/ml v |
Cmax: [ 206000 |mg/ml  +|
CL: [0.0000E+00 | mLAkghe) v
Dose: | ma/k.g |
“MW: [ a9

* b = Mal Wit - Optional
IF USED, EMSURE ACCURACY!

Figure 61 PK Value Units

Clearance

In order for Clearance to be calculate, Dose must be entered manually by the user. The
calculation used by GMUS for Clearance is:

CL = Dose/AUC
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28.2  Automatically Assign PK Data

If the Sequence Sample ID conforms to the following naming syntax, then PK information is

automatically assigned to PK samples and PK plots are automatically generated.

The GMSU/QC convention is as follows:

PK Information Convention
Species s [species] s
Animal # a [animal #] a
Route r [Route] r
Route Group g [Group] g
Time Point h_[time point] h
Matrix m [matrix] m

For example, the following sample name:

s Rat sa 0001 ar PO rg 1 gh 0.083 hm Plasma m

would result in the following PK information:

PK Information Results

Species Rat

Animal # 0001

Route PO

Route Group 1

Time Point 0.083

Matrix Plasma

Notes:

e Time Point must be in hours
e Route values are restricted to PO, IV, SC, and IP
o The order in which the parameters is listed in the sample name is not important
[ ]

contained in the Sample Name are:

(0]

o
o
o

Animal#
Route

Route Group
Time Point

In order for GMSU/QC to automatically generate PK plots, the minimum parameters
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28.3  Assign PK Data

The Assign PK Data window is used to assign PK information to sample list samples. Please see
Section 28.4 for a description of automated features designed to make more efficient this process.

Assign PK Data

Samples available for assignment

Edic |

*|f there iz one animal per data point, then assume 'Animal #' as Group #

Sample Time Pt Route Animal * Oplional

Name (hrs) Route |Instance|Species | Number | Matrix A e ’—LJ
17| PO 0.083min
18| PO 0.25min Routs Fhecen &
19|P0O 0.5min o Route Instance: |1 -
20|PC T hr sC * dimal #: 0001 -
21|PO2hr 1P S

Matrix: -
22|PO 4 hr
23|POG hr ‘ Sample Time Pt ‘ Route Animal
28| Iv 0.083min Name (hrs) Route |Instance|Species | Number | Matrix
251 0.Z5min J
30| 1% 0.5min
EaT _J
32| 1% 2 hr
33| 4 hr
34|V B hr
Figure 62  Assign PK Data - Initial View

To assign PK information to samples, the user performs the following steps:

Click on the Edit button

Select the appropriate Route item in the Route index list

Make all the desired selections in the dropdown boxes (Species, Route Instance, Animal #,
Matrix (optional))

Choose the samples in the ‘Samples available for assignment’ table that this information is to
be assigned (see Figure 63)

Click the Apply (>) button (see Figure 64)

Enter by hand the time points for the samples in the right hand table. See Section 28.4 for
alternative methods for entering time points.

Repeat bullets 2 — 6 for additional samples

When complete, click the Done button

If the user wishes to discard all actions, click on the Cancel button

If the user wishes to save any of these settings as a Time Point Set or an Assay Set, see
Section 28.4.

When completely finished, click on Exit and the PK information will be applied to the data
set in the PK Calculator window.
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Samples available for assignment

Sample
Name

Animal

17| PO 0.083min

18| FO 0.26min

18| PO 0.5min

20{PO 1 hr

21{PO 2 hr

22|PO4hr

23[PO B hr

28|V 0.083min

Matrix

28| v 0.25min

30|V 0.5min

311 he

32(V 2 he

33|V 4 hr

34|V B hr

Figure 63  Assign PK Data - Select Samples

Assign PK Data

Samples available for assignment

Assign PK Data

I Done ‘ Cancel ‘

*|f there iz one animal per data point, then assume 'Animal #' as Group #.
* Dptional

ctomated Functions: [ =]
Species: m
Foute Instance: |1 v] X
Apply/Save Assay Set
= @nimal #: | 0001 v]
** Matis: ﬁ Apply/Save Time Points

Sample Time Pt
Name {hrs) Route

Animal
Number

Route
Instance

Species Matrix

I Done ‘ Cancel ‘

#|f there is one animal per data point, then assume 'Animal #' as Group #.

Sample Time Pt Route Animal = [ptional

Name Matrix Automated Functions: { v]
17| PO 0.083min
18| PO 0.25min Species: |Mouse v]
19| PO 0.5min Route Instance: |1 v] R
20PO1 b * il #: m
21{P0 2 hr = M atris: ﬁ Apply/Save Time Points
22|PO 4 hr
23[FO B hr 000 Route Animal
28| IV 0.083min Instance | Species | Number | Matrix
29|V 0.25min 0a01
30[ IV 0.5rmin 18| PO 0.25min PO 1 Mouse 0001
M1 hr 19] PO 0.5min FO 1 house 0am
32{V 2 hr 20{PO1 hr FO 1 Mouse oot
33V 4 he 21{PO 2 hr PO 1 Mouse 00o1
34|V B hr 22|FO 4 hr FC 1 touse 0om

23|PO 6 hr PO 1 Mouse ooat

Figure 64  Assign PK Data - Apply Samples

Samples available for assignment

Assign PK Data

I Done ‘ Cancel ‘

#|f there is one animal per data point, then assume ‘Animal #' as Group #.

Sample Time Pt Route Animal ** (ptional

Name Matrix Automated Functions: { v}
17| PO 0.083min
18| PO 0.25min Species: |Mouse ']
19| PO 0 5rnin Route Instance: |1 v] e Rt
20|PO 1 hr = Apimal #: m
21(FPD 2 hr = M atris: "ﬁ Apply/Save Time Points
22[{PO 4 hr
23|PO B he Sample Time Pt Route Animal
28( M 0.083min Name {hrs) Route |[Instance [Species | Number | Matrix
29[ 0.25min ;J 17| FO 0.083min 0.083 PO 1 Mouse ooat
30| 0.5min 18| PO 0.26min 0.25 PO 1 Mouse oot
31 he _<J 18| PO 0.5min 05 FO 1 Mouse n0o1
32[IW 2 hr 20{PO1 hr 1 FO 1 Mouse oom
33V 4 hr 21[PD 2 hr 2 PO 1 touse ooat
34|V B hr 22|PO 4 hr 4 PO 1 Mouse oot

23|PO6 hr [ S 1 Mouse 000t

Figure 65 Assign PK Data - Enter time points
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28.4  Additional Features

The Assign PK Data window contains two features designed to automate the process of assigning
PK data

*|f there iz one animal per data point, then aszume ‘Snimal #' az Group #.

** Optional

Automated Functions: | ﬂ

Retnewve '\Watzon Time Points
FIEFII'E'E'_E t.-1'Ei|_| A0 PE. parameter:

Apply /Save Assay Set

= Arirnal ;{000 -

“Matiw | | APPly/Save Time Points

Figure 66 PK Calculator — PK tab — Additional Features

28.4.1 Automated Functions

The ‘Automated Functions’ feature contains functions that will retrieve PK information
from the Sample Name.

28.4.1.1 Retrieve Watson Time Points

If the Sample Name originates from ThermoO® Watson®, then the time
point may be pulled out automatically. Choosing this option will
automatically populate the Time Point column of the Samples Available for
Assignment table (see Figure 65).

28.4.1.2  Retrieve GMSU/QC PK parameters

If the Sample Name conforms to the GMSU/QC convention, PK information
will be retrieved from it and placed in the appropriate table column. The
GMSU/QC convention is as follows:

PK Information Convention
Species s [species] s
Animal # a [animal #] a
Route r [Route] r
Route Group g [Group] g
Time Point h [time point] h
Matrix m [matrix] m
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For example, the following sample name:
s Rat sa 0001 ar PO rg 1 gh 0.083 hm Plasma m

would result in the following PK information:

PK Information Results
Species Rat
Animal # 0001
Route PO
Route Group 1
Time Point 0.083
Matrix Plasma
Notes:

»  Time Points must be in hours
= Route values are restricted to PO, IV, SC, and IP
*  The order in which the parameters is listed in the sample name is not
important
= In order for GMSU/QC to automatically generate PK plots, the
minimum parameters contained in the Sample Name are:
e  Animal#
e Route
e Route Group
e Time Point
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28.4.2 Apply/Save Time Points

It is understood that entering Time Point values for each Route set is repetitive. To
enhance the efficiency of the process, users may configure a new Time Point Set or apply
an existing Time Point Set by clicking the Apply/Save Time Points button.

A Apply/Save Time Point Sets

Time Point Set Time Point Set | Time

1 Name Point
&|Prac0?2 1| Fracl 0.083
3| Sewen_01 2| Praci 0.25
3| FPracll 05

4| Pracll 1

5| Prachl Z

B|Fracll 4

| Pracll B

a|Fracll a8

Create new Time Point Set bazed on
exizting dataset

Create Mew Time Paoint Set

Agzign a zelected Time Point Set

Apply a Time Point Set

Close

Figure 67  Apply/Save Time Points

Users may create a new time point set by clicking the ‘Create New Time Point Set’
button. Users will be prompted to enter a Time Point Set name. A new time point set will
be created based on the time points in the underlying data set.

Users may apply a time point set by choosing an existing time point set and clicking the

‘Apply a Time Point Set’ button.
28.4.3 Apply/Save Assay Set

Once a PK data set has been fully assigned, users may save this configuration by clicking
the ‘Apply/Save Assay Set’ button. Once saved, the assay set may be applied to future
data sets that have identical sequence structures.
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&4 Apply/Save Assay Sets

Time Route Animal

134 Assay Set Name Point Route Instance Species Number Matrix
2| DanJanll 17| Canned_183911 0.083|FO 1| Rat nao
3| PracOl 18| Canned_183911 0.25|FO 1| Rat nao
4| Praci2 19| Canned_183911 05|FO 1| Rat nan
5| Praci3 20| Canned_183911 1|FD 1| Fat nao
21| Canned_183911 2P 1| Fat nao
22| Canned_183911 4|FD 1| Rat nao
23| Canned_183911 G| PO 1| Rat nao
Create new Assay 28| Canned_183411 0083 |1 1| Rat nnoz
Sethased on Assign aselected | 29| Canned_163811 0.25|Iv 1|Rat non2
existing dataset Assay Set 30[Cannad_183311 E 1]Rat D00z
Create New Assay Set| Apply an Assay Set | 31| Canned_183911 1|8 1|Rat oonz
32| Canned_183911 2| 1| Fat nao2
Close 33| Canned_183911 4|1 1|Rat oonz
G 1| Rat nao2

34| Canned_183911
Cancel

Figure 68  Apply/Save Assay Sets

Users may create a new assay set by clicking the ‘Create New Assay Set’ button. Users
will be prompted to enter an assay set name. A new assay set will be created based on the
PK information in the underlying data set.

Users may apply an assay set by choosing an existing assay set and clicking the ‘Apply
an Assay Set’ button.

29 PK Calculator Reports

The functions in the PK Calculator Report window are straightforward and not all features will be
described. In addition, the user is referred to Section 10 for a discussion of features conserved between all
module Report windows. Figure 69 shows the Reports window. Figure 70 and Figure 71 show examples
of a PK Calculator Report.

Please note that the report content itself is highly configurable. PK Calculator Reports support post-report
macros in Excel. Users may create a blank Excel file that has embedded a macro named “DoGMSU”. If
this Excel file is configured in Configuration Utility — PK Calculator — Excel Template File, then PK
Calculator Report will use this file as to generate the report, then execute the macro upon completion. In
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this manner, users can do such things as modify the format and/or content of the report, or send report
information to an internal LIMS system.

o=

ﬁ PK Calculator Reports

Sort Orders =
PK Calculator Reports i |Analyte LJ 2 |[N0ne] LJ 3 |[N0ne] j 4:{[N0ne] j Exit
Save Deactivate |A _J |A _J |A J |A J
i 5 - 30 - 3C - 30 -
Pt Dot Settings data...
Analyte Sample Date Acquired Date Last Pr. d Raw Data File
1| AP25400 AP25400.5d 5/27/2008 11:40:41 AM 5/29/2008 3:05:28 PM | C:ADrugDiscoverp 20084220 ay08-MousePK.-AP25355405272008_111 653401 _AP3
2|LE MaAP-US-02273-LEBTF2-RUNI-2 9/7/2007 8:28:58 AM 9/20/2007 2:29:43 PM | C:\Analyst Data'Projects\000214US 0227 3D ata\MAP-US-02273-LEBT72-RLIN3
3| Minaxidil TemplateSequence 1_Minoxidil 0_Review.sld 5/2/2007 3:25:57 AM 3410/2008 2:38:46 PM | C\*ealiburt\QuickQuanCannedDemotPE curve data\0501 2007 _183320002_Seq
4| Minaxidi QuickCale.=ld 5/1/2007 £:58:38 PM 104642008 1:41:55 PM | C:<ealiburDuickQuanCannedDemo' PE. curve data0501 2007183931 1401_Qui
5| Mefazodone  [iH] i 7 M 8 0 0:21 PM \hgubbslap liburs G uickQuanCannedDe arve datah0501
E|Mefazodone | QuickCale.sld 5/2/2007 7:50:03 P E/1/2008 6:55:08 AM | C:%¥caliburvuickQuanCannedDemo'PE, curve data05022007 181412501 _Quid
7| Mefazodone | QuickCalc.sid 5/15/2007 5:26:08 PM 8/13/2008 3:39:45 PM | C:*HealiburJuickQuanCannedDemo' PE-Multiple Patients% 05152007 170705401
8| MNefazodone | QuickCale.=id 5/1/2007 6:58:38 PM|  12/18/2008 9:27.08 AM | C:5\<ealburhQuick QuanCannedDema'PE curve databh 0501 2007_1839114%01_Quig
|| >
Choose a Post-Report Macro: [[More] |
Add or Remove raw data file(s)... Chooze Repart Colurmn Content Include in Fepart: Report Type Sort Print Data
" Report Default Calumng € Repart Selected Columns || = Fear Flot o ' by Analite Re-Sort
& Report Columns Saved with Record [~ Row Colors " ‘whord " by DataFile
Remove Edit Columns. . W Detaled Section || € Word PDF || € by Sample Generate
Data to print... Report

il Nefazodone

Qui

Date Last Processed
10:21 PM

Raw Data File

Yhgubbslap surve datah0501

< *
Figure 69 PK Calculator Reports
29.1  Normal Report
A Normal report (see Figure 70) contains a single page containing the following fields (plus
Units):
e Route e  Matrix e AUC e Dose
e Species e t e (Cmax e (learance
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3 Microsoft Excel - Book1 CEX
P—_‘I_] File Edit Wew Insert Format Tools Data Window Help Typeaquestion forhelp = o & X
NEHE RS ST BE S BB 98 F -2 e @l
ER ot [ [0 BT S0 | | (4 =y g | ¥oRep End Revies !
; aia 2 © =B U] B i kS % o ez e S AW e seanty. | 35 o0 i
Al - # Gubbs Inc PK Calculator Report Summary Page
syl B8 [ cec [T pTETFJel v T v TIJJTK[L]IT™mM] N [ o [ P TJal] =
Gubbs Inc AX Calculator Report Summary Page 3
Date Report Prepared By- Larry Elvebak on June 28, 2007 09-44-35
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Figure 70 PK Calculator Report — Report Page

29.2  Detailed Report

A Detailed Section Report will contain the normal report page, plus two extra worksheets for

each Analyte set in the print queue.
The first detailed page contains the sample list as well as the calibration curve plot (see Figure

71).
The second detailed page contains all the information used to generate PK values (see Figure 72).

29.3  Additional Features
29.3.1 Choose Report Column Content

29.3.1.1  Report Default Columns

This option will have the report sample list columns be those configured in
the Default Column Set Name (see Section 10).

29.3.1.2  Report Columns Saved with Record

This option will have the report sample list columns be those configured in
the Column Set Name saved with the record.

29.3.1.3  Report Selected Columns

This option will allow the user to choose a different Column Set Name with
which to build the report. Users may also click on the Edit Columns button to
bring up the Design Sample Table window to edit Column Name Set column
content.

29.3.2 Include in Report
The following items may be selected to be included in the report
29.3.2.1 Regr Plot

If a regression plot is included in the data, then it will be included in the
report. Please note that, in order for the regression plot to be included, the
Column Set Name must include the following columns:

e Standard Nominal Concentration e Standard Excluded?
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e Sample Concentration e Sample Type

In addition, the dataset must have a slope.
29.3.2.2  Row Colors

If there have been any Flags configured in the report, this selection will color
the flagged rows.

29.3.2.3 Detailed Section
See Section 29.2.
29.3.3 Report Type

Reports may be generated as Excel workbook files, Word documents, or PDF
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Anatyte:

Data File Path

Date Repon Prepared By
Column Header Sat
Anaiyte Transition

Int S1d Transition:

Diata Initakzed By:

Data Last Modifisd By:

Prac01

Nefazodona
Wgubbslap03tcalibunQuickOuan CannedDemalPK curve data\DS012007_153911101_QuickCak\QuickCale sid
Larry Elvebak on June 28, 2007 09 44.35

+ ¢ ES sid=10.00 SRM ms2 470 010@eid34 00 [245 956-246 056, 273 973-274073)

+ ¢ ESl sid=10.00 SRM nvs2 329 210@<id25 00 [161 978-162 078, 293 995294 095, 311 019311 119]
Larry Evabak on June 26, 2007 075052

Larry Elvebak on June 28, 2007 075827
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Point| HL17 | t12

Time

Sample Sample

Name File Name | Type
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Blank

EEE'QE- QuickCalc_05 [StdUpdate

[EOng/mi___|QuickCalc_06 |StdUpdate

[0 ong/ml__|GuickCalc_07 |StdUpdate
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ouicktalc 09 [Stdlipdate
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Blank  |QuickCalc_13 [Blank

TBS1TET
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[Blank
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5016728
Da135787] BO
Di011799] FO
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PO 6 hr m nkno 857405 PO Rt
Elank |QurckCalc_24 [Blank 07063581
—utlﬁ:dc 25 |Blank 05209084
[Blank  |QuickCalc_26 [Blank 0
[Blank __|QuickCalc_27 [Blank 04353381
V0.082min_|CuickCalc 28 |Unlmown 6027297 IV Rat
W0 28min_ [QuickCale_29 |Unknown 23542 ] 3
IVO5mn___|QurkCale 30 [Unknown 15121064] v Rat F
VA hr QuickCalc_21 [Unknown 7448954] v Rat
V2 hr Qi 3 ke ot v [Fat
W 4 hr Clunchceh: 33 |Unknown v Rat
VEhr QuickCalc_24 |Unlmown 1 67[ 11115622 V. Rat
Blank Qi kCalc Blank 72| 51431115
uu:kCalc 36 [Blank 72| 5110023
El&ﬂk 1.7] aa7s807
EIE!H_ ank 50917018
2 Sngiml u-cl«Calc 39 S‘IOLF ale S52EI266]
SOngimL___ |QuickCalc_40 [StdUpdate 72| 84349481
10 Dng/ml__[QuickCale 41 [StdUpdate 7537070] 163] 86633767
25 Dng/ml.__[DuickCale_43 [StdUpdate 7505317 e?l 572370
m-- 1 16918581) 17| &6sa8if
[100 Ongiml._[QuickCale 44 [Stdlipdate 35064795 17| 8264330
m_—u-cktah: 45 |StdUpdate 96939076] 165] 89738529
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Mefazodone

300

Cencentration (mg/mL)

400

500

B00

Regression,  Quadratic R =0, 60435
Weighting: Wnn2
R*Z 092435 25
a 1.2017E-06 '
b 0.0038969
< -0.0026217

o

-

2

of

05
o

CAGubbsincAppsi\Book]

Page 1af1

Figure 71

PK Calculator Report — Detailed Section — Calibration Page
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Analyte MNefazodone
Data File Path Wgubbslap03ucaliburiQuickQuanCannedDemo\PK curve data\05012007_18391 1\01_QuickCalc\QuickCalc sld
Date Report Prepared By, Larry Elvebak on June 28, 2007 09:44:35
Analyte Transition + ¢ ESlsid=10.00 SRM ms2 470 010@cid34.00 [245.956-246.056, 273 973-274 073]
Int Std Transition +cES| sid=10.00 SRM ms2 329 210@xid25.00 [161.978-162.078, 293.995-284 095, 311.019-311.119]
Data Initialized By Larry Elvebak on June 26, 2007 07:50:52
Data Last Modified By Larry Elvebak on June 28, 2007 075827
PO-1: Conc. Data -Excluded data in red font PK Plot
! Mean Log10 t12° Y = (035348 + (.1955) Nefazadane
Time Conc Mean o
# (hrs) 0001 (mg/mL) sD %CV Conc E B
1 0.083 1.02 1.02 NA 0 00798 25
2 025 3.27 327 NA 0 1.1848 E g
3 05 221 221 NA 0 30856 s 2
4 1 105 105 NA 0 4854 24
5 2 208 206 NA 0 53279 -0
] 4 165 165 NA 0 51059 3
7 6 50.1 5001 NA 0 3914 Time (hours)
PO-1: Half Life Data - Excluded data in red font AUC Plot
Mean Log10
Time Conc Mean Nefazndane
# (hrs) 0001 (mg/mL) Conc PK Param Value Units o
1 0.083 1.02 0 MNA Species: Rat [ A) 5
el 025 3.2 0 NA Matrix: NA A 2
3 5 2 0 NA t1/2:] 19606 ] é
4 1 108 0 NA AUC:| 776.847| (mghrifmL
5 2 208 206 5.3279 Cmax: 206 mg/ml
) 4 165 165 5.1058 CL: 0] mLAKg*hr) Himefiours]
7 &1 50.1 501 2.814 Dose: 0 maikg
MW 46501 NA
I¥-1: Conc. Data -Excluded data in red font PK Plot
] Mean Log10 FI2:Y = (0113937 + 24211) iraiing
Time Conc Mean o
# (hrs) 0002 (mg/mL) s.D %CV Conc E 5
1 0.083 170 170 NA 0 51358 -
= 0325 436 436 NA 0 37751 g 3
3 05 36.4 36 4 NA 0 359846 ER
4 1 205 205 NA 0 3.0204 k]
5 2 8.64 §.64 NA 0 21564 -0 T T T T T T
5 4 769 7.69 MA 0 20399 n 1 % =9 4 8 B i
7 6 548 545 NA 0 17011 Time thours)
IV¥-1: Half Life Data - Excluded data inred font AUC Plot
Mean Log10
Time Cohec Mean 200 Nefaeuone
# {hrs) 0002 {mg/mL) Conc PK Param Value Units i e ey
il 0.083 170 0 MA Species: Rat TNAY 5
2 025 436 0 NA Matrix: NA A St
3 25 364 0 NA t1/2:] 60886 hr] E T
4 1 205 0 NA AUC:| 100.241] {mg*hriymlL = -
t 2 8.64 864 2.1564 Cmax: 170 mag/ml] 0 T N T o3
5 4 7.69 769 20398 CL: o mLiKa*hrl =1 4 B 2 7
7 6 548 545 1.7011 Dose: 0] mokg Time fhours)
MW:| 46901 A
CAGubbsincApps\Book1

Figure 72

PK Calculator Report — Detailed Section — PK Page
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