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StudyDocE Report Writing Manager

StudyDocA Manager collates, omanizes, and createsreports from preclinical (or Good Lab Practicesz
GLP) study data,using data from the Thermo ScientificwatO T Td#tabaseand metadata from the
SudyDocdatabase. SudyDocminimizesif not eliminates the process of merging and recombining
and/or cutting and pastingto preparea GLP Final Report.

Automatic
1 Retrievesdata from the Thermo Scientific Watsi 1 #atabase.
1 Processesit usingthe SudyDocA Table Engine and the StudyDocA Field Gode Engine
f  Combinesit with boilerplate text and formats using StudyDoc® Controlled Microsoft®
Word templates
Adaptable
1 Enablesflexible template control, allowing creation of onetemplate for each report type
1 Automatically fillsin customized reports,allowing for singletemplateto be used for single
or multi-analyte gudies.
1 Supports multiple concentrati on ranges and multiple matricesfor complexstudies.
91 Users can configure Figures, Appendices and Attachmentsto be included in the Final
Report.
1 Incorporates Gubbs® Inc ChromReporter toinclude Siex Analyst® chromatograms.
Designed for Compliance
1 UsesLockSection and graphical table functionsto all ow section-specific data protection of
automatically generated reports.
1 Giveskull 21 GFR Part 11 support (security, electr onic signatures,and auditing)

Watson
Data
StudyDo ¢ E

StudyD o ¢ Fatle Table Engine
Preferences

StudyDocE
Controlled Microsdt®
Word Template

Sample Table Assignment

StudyDo ¢ E

StudyD o ¢ Eemplate Field Code Engine
Sdtings ————————

Automated
Report

Figurel: DatafromWatson and settingsfrom SudyDocare automatically processd and combinedwith
atemplateto produce an automated report in minutes.

The SudyDoc Table Engine

At the coreof SudyDocisits Table Engine, which buildstables from Watsondata. The user can have full
control over:
1 TablePresentation (orientation, statistical calculation methods, significant digits, €c.)
1 Sampleswit hin tables (auto-assigned by default for standard tables)
1 Treatment of special values(outlier values, rgected samples, etc)
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- - T
The SudyDoc Field Code Generator 'g {E 5
—

Thekey to StudyDoc flexibility asautomatedreporting softwareisits

field codegenerator. All keyvaluespresentin the gudiesand imported . | -

through StudyDoc are converted into field codes. In addition, the <l o

results of the Table Engine are converted into field cades, auchthat the \

complete section of tables, any individual table,or any table- specific T—

statistical data can be put anywherein the final document template. —_—

Specificreferencesto tablesin the form of hyper-linksare also

available. _Bold, /talic, hyperlinked
_—— —_—

Thefield code generator givesLablintegrity® clients complete control
over thetext sections of their reports. Thisallows:
1 Rapid conversion of pre-existingreportsinto SudyDoctemplates
The ability to lock tables (throu gh Odckingofield codes) such that their contents cannot be
manipulated, evenif other sections of the document are edied.
1 Theability to add text sections discussing multiple analytesand their characteristics.
1 Adminscancreatecustom field codes for information that is not contained in Watsonor
SudyDoc.

Thefield code generator givesLabintegrity® clients complete control over how the text sections of their
reports are generated.

The Microsoft® Word Report Template:

Select WatsonStudy

Samples in this project were analyzed for [ANALYTE] according to

[SUBMITTEDBY] Laboratory Method (LM) r[LABMETHODNAME|R

[LABMETHODNUMBER]. This method employs

Selat StudyDocE [METHODASSAYPROCEDUREDESCRPTION]. This method was validated for
Template the analysis of [ANALYTE]in [SAMPLESIZE] [SAMPLESIZEUNITY

[ANTICOAGULANT] buffered [SPECIES] [MATRIX] over a concentration

range of [LLOQ] [LLOQUNITS] to [ULOQ][ULOQUNITS] &

Asspn Sanplesto
Spedal Tahes
(if needed)

Final Report:

Samples in this project were analyzed for Verapamil and Reserpine
according to aCRO Division, Inc. Laboratory Method (LM) rStandard StudyR
7201B. This method employs protein precipitation. This method was
validated for the analysis of Verapamil and Reserpine in 20 uL K2-EDTA

buffered rat plasma over a concentration range of 1.00 ng/m L to 1000

ng/m LG

Figure?2: (left) Smple workflow from Watson datato final report. (right) Example of field code

For more information, please contact: info@labintegrity.com © 2016 LabIntegrity Inc.
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substitutionsperformedin thefinal report by thefield codeengine.

Document Content Management and Version Control

SudyDoc offers complete document content management and version control of Microsoft Word Report
Templates and SudyDoc output (drafts, sections,individual tables and Final Reports).

SudyDocdocuments (Microsoft Word Report Templates and SudyDoc output) are gored inthe
SudyDocdatabase. Document viewing, modification and printingare redrictedto users with
appropriate permissions.Documents are created/ modified within the StudyDocapplication.f 21 CFR
Part 11 complianceis enabled, modification audit trail entriesare recorded includingidentification of
modifier and date of modification.

All document modifications are version controlled.Users may compare versions ofdocuments,make
modifications as necessary and save as anew version.

LABIntegrity StudyDoc™ -
Go Back Report Title: High Liquid ¢ - Mass Analysis of Cmpd1 And Cmpd2 in Heparin buffered Rat Plasma Samples for Gubbs Inc for Bioanalysis Division
Study Name: sampleAnalysis Loaded Doc Description:  Final (as .doc(x)
Open in Word Open as PDF Orginal Doc: Section/Draft: ID: 37, Comments: Version 2, UserD: Gubbs, Date Created: 10-Mar-2017 08:25:46 AM, Descr: Final (as .doc(x)) (
Revised Doc: Section/Draft: 1D: 36, Comments: Version 1, UserD: Gubbs, Date Created: 10-Mar-2017 082324 AM, Descr: Final (a5 .doctx))
Print Original Document t:
Edit Save Type
. Final Report G5 | Home Inset  Pagelsout  References  Maflngs | Feue View  Developer  Addtns  Acobat
@ Section/Draft \BG  f =] ABC | g% &= a = W) Previous
@ BB S % & ot S | D
Resesto urus Transiate Language 1ack mps
Load or Compare uage | Comments s Tracking nange: ompare Protes
Load Compare Type Summary: 3 revisions & A X || Combined Document (TempRepor0001 xmi) x || Original Document (TempReport0000L.ami - Larry E Elvebak T} x
® Compare Side by Side Insertions: § Deletions: 0 Moves: 0 | Version 219 &) Version 20 €}
i ® Word™ Compare Formatting: 0 Comments: 0 1 = 1 =
RO FINAL-REPORTY FINAL REPORTY
Compare 7] Show Review Pane - R 3
- o High'Performance ‘Liquid-Chromatographic - -Mass* High'Performance Liquid-Chromatographic---‘Mass-Spectrometric*
= Dy EEREaET Spectrometric-Analysis-of-Cmpd1-And-Cmpd2in-Heparin- Analysis-of-Cmpd1-And-Cmpd2-in-‘Heparin-buffered-Rat Plasma-
mpare--> 9 -, e .
Final Report Versions - 210 buffered-Rat-Plasma-Samples-for-Gubbs-Incfor-Bioanalysis+ Samples-for-Gubbs-Incfor-Bioanalysis -Division¥|
D Ver. ~ Comments  UseriD - Division{ ]
oo | Tinserted Larry E Elvebak I P Project Number- 0334239
1417€ Project Number: 033423¢ 1
1.8, B . Submitted-to:¢ v
Tnserted _Larry E Elvebak I it ) {
‘See-Table®1Sce Table 1 q 'Pusndg‘ Phanmaceuticals, lxgc - °
oo 1700-Owens Street, Suite 58502 .
F Presidio-Pharmaceuticals, Inc.o 3
 |[ Licser n.a‘ Enyk ""‘"’"‘ ik 1700-Owens Street, Suite-58544 ‘ »
: o San f"’“’“g CA 941587 Revised Document (Temp00002.xm - Larry E Elvebak I) x
Compare--> = jtted-by:€ Version 19 &
02 Tnserted _Larry E Elvebak I Pttt P =
D connety U, Table®2Table?2¢ Ricerca-Biosciences LLCe FINAL-REPORTY
% [sD37803  |Gubbs  [327/2 7528-Aubum Roade’ 1
89 |sD378.02 Gubbs  |3/27/ Concord, ORA4077Y High-Performance Liquid-Chromatographic--Mass-Spectrometric-
88 |sD378.01 Gubbs  |3/2772 Report No - YYYYY Analysis-of-Cmpdl-And-Cmpd2 in‘Heparin-buffered-Rat-Plasma-
37 |version2 Gubbs  |3/10/3 < Samples-for-Gubbs-Inc-for lysis Division®]
e Gubbs |3/10/3 Page ¥ of J4IIY q
e st iing (] Project Number-033423¢
‘ = I E Issue Date: September 01,2007§ «
] - Submitted-to:€ -
« q :
ction Bresk (lext Page) ° Presidio Pharmaceuticals, Inc.o!
. 1700 Owens Street, Suite 8502
||« »
Page: 1 of 26 | Enaish s | 43 | EHE 3/=] 00w - { +

Figure3: StudybocDocument Control Window.
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21 CFRPart 11 Compliance

SudyDoccan be corfiguredto be 21 CFRPart 11 compliant includinguser account assignments,
eledronic signatures and audit trails.

Audit trails keep track of any changesmade inthe report generation process.
Electronic signatures allow the software to restrict any fraudulent StudyDocchanges.

The 21 GFRPart 11 compliance feature can be configured as a silent audit trail wit hout an electronic
signature prompt.

User Group s and Permis sions

SudyDoc permissions allow for strict access-and control of reporti ngfeatures, includingthe ability to
adjust thetypes of tablesin areport, and the ability to creae newer versions ofthe report templates.

SudyDoc permissionsare governed by Permission Groups. Permission Groups are configured by an
administrator ; groups arethen assignedto individual user accounts.

r ~
LABIntegrity StudyDoc™ - StudyDoc Admini: ion v3.0.59 - U Larry Ennis Elvebak logged in as Network UserlD: gubbs_
Choose a Module: | StudyDoc Administration - Save Show Symbeol Co |
Table of Contents Eont - Font- g "
User Accounts Permissions Manager
Global Parameters
Hooks i - I
Compliance Settings Delete Group... Make sele.ctl.ons based on existing
Permisions Group below
Add New Group Adminstrator hd
Choose a Permissions Group Choose a Module Select All Deselect All
Permissions Repaort Writer - L ,
Group Name & Report Templates Make selections User ID Permissions (Check = Allow Editing in that Tab/Window)

Final Reports Choose Study & Report Tab

StudyDoc Administration Add/Edit Top Level Data Tab

Review Analytical Runs Tab

Summary Table Configuration Tab
Choose/Edit Word Template Tab
Configure Report Tables Tab

Assign Samples Window

Advanded Table Configuration Window
Configure Column Headings Tab
Analytical Reference Standard Tab
Add/Edit Contributors Tab

Review Validated Method Tab

QA Event Table Tab

sample Receipt Tab

Edit Appendices & Figures Tab

Report Writer Administration Tab
Sample/QC/Calibr Std Details Tab
Report Writer Audit Trail Tab

Report Writer Audit Trail Tab
Administration: Dropdownbaox Configuration Tab
Administration: Corporate Addresses Tab
Administration: Report Template Definitions Tab
Administration: Global Parameters Tab
Administration; Custom Field Codes Tab

[2| Adminstrator

Figure 4: StudyDocPamissionsManager.
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Automatic Method Validation Sample Assignment

Method Validation studies typically involve at least 1 15 specific assays including but not
limited to:

1. Calibration Curve 7.  Selectivity
a. Accuracy and Precision 8.  Sensitivity
2. QC 9. Reinjection Reproducibility
a. Accuracy and Precision 10. Stability
3. Recovery and Matrix Factor a. Freeze and Thaw
4.  Matrix Effects b. BenchTop
5.  Dilution Linearity c. LongTerm
6. LLOQAnalysis d. Stock Solution
7. Carryover e. Processed Samplaytosample)

11. HemolyzedMatrix

Typically users must manually select these samples in Watson, generate a text file output, then
copy/paste/format this table. Some assay types (e.g. Recovery and Matrix Factor) are not
available in Watson. StudyDoc allows users to similarly assign samples to assay tables, including
Recovery and Matrix Factor tables, not provided by Watson.

'l OAOT AGEOGAT Uh OOGAOO 1T AU OOA 300AUSTAB8O ! OOT i AGEA -
feature. StudyDoc allows users to assign and/or exclude Sample Name and Analytical Run

Description text fragments to specific tables, which allows StudyDoc to automatically assign

samples to specific assay tables.

Table Title

D0/D3 Ratio of D3 Internal Standard from Replicate Analysis of Two Stock

Solutions Ad Hoc QC Stabili
Specificity Analysis for [ANALYTE] Ad Hoc QC Stabil
Carryover for [ANALYTE] and Internal Standard Carryover in Indiv

Intra-day QC Samples Summary for [ANALYTE] in [SPECIES]

[ANTICOAGULANT] [MATRE] summary of Intery

LLOQ Summary for [ANALYTE] in [SPECIES] [ANTICOAGULANT] [MATRIX] Ad Hoc QC Stabili

Inter-day QC Samples Summary for [ANALYTE] in [SPECIES]
TANTICOAGULANT] [MATRIX] Summary of Intery

Remaining QC Samples Summary for [ANALYTE] in [SPECIES]
[ANTICOAGULANT] [MATRIX] Summary of Intery

v

| Format | Stability Conditions| Sample Auto-Assignment |

(1) Accepted characters: a-z A -Z, 0 -9, dash, underscore, period, space, backslash, forward slash, # (no commas)
(2) Note that Watson sample label is restricted to 20 characters.

(3) All displayed rows are optional.

(4) Exclude samples that include these terms. Simple OR logic may be used.

(5) Text Fragments and Exclusions are case-sensitive.

(6) 'Run Identifier’ entries: If shown, enter values to add to data set Run ID labels.

Text Fragment Exclude
Text Fragment Type (1,2,3,5,6) 4,5) Example

Use Standard QC Label Conventions QC LLOQ, QC Low, QC Mid (QC Mid-1, ¢

REC OR RS OR BT OR P5 OR CMV
ORDIORFT OR LTS OR LIP OR

Sample Name text: Non Intra/Inter Run QC QcC DIL OR PES OR LLOQ Example Exclude: LLOQ OR Dil
Sample Type
Text contained in Analytical Run Description Accuracy _ Example Exclude: LLOQ OR Dil

Query ONLY analytical runs with Accepted regression TRUE

Figure5: StudyDocAuto-Assign Samples Feature

For more information, please contact: info@labintegrity.com © 2016 LabIntegrity Inc.
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Return On Investment (ROI)
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Return On Investment (ROI)

Because of the manual nature ofnon-automated Final Report processes,an inordi nate amount of timeis
spent manually copying/ pasting/ formatting/hyp erli nkingtext. In addition, alarge number of Quality
Caotrol (QQ and Quality Assurance (QA) events are neededto ensure accuracy and dataintegrity.

The cost savings of automating Final Report generation are real. Below is atable ofan estimation of these

cost benefits,which does not include the tangible benefits of being able to quickly close outastudy and
start a new study.

Cost Benefits

O

= Cost benefits of report writing automation is

obvious:

Reports/Year Cost Savings
Method Sample Method Sample Total Savings/
Validation  Analysis Validation Analysis Year

3 7 $ 20,700 $ 23,450 $ 44 150
7 13 $ 48,300 $ 43,550 $ 91,850
13 26 $ 89,700 $ 87,100 $ 176,800
26 22 $ 179,400 $ 174,200 $ 353,600
52 104 $ 358,800 $ 348,400 $ 707,200
78 156 $ 538,200 $ 522,600 $ 1,060,800
104 208 $ 717,600 $ 696,800 $ 1,414,400

Based on $100/hr FTE

© 2016 LabIntegrity Inc.
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StudyDoc Home

SudyDoccan retrievedata from either the Watson database ora Watson Archived Sudy Microsoft

Accessfile (.mdb). Interactingwith the Watson Archived Study is desirable during StudyDocevaluation
sincethe validated Watson databaseis not touched.

SudyDocis available as a fully-functional trial version that interacts solely with Watson Archived Studies
for ease of evaluation.

F! LABIntegrity StudyDoc™ - Report Writing Manager v3.0.59 - UserName: Larry Ennis Elvebak logged in as Network UserlD: gubbs
Menu

- Prepare a Report...

Watson™ Study:  SampleAnalysis
Report Title:
Table of Contents

High Performance Liquid Chromatographic - Mass Spectrometric Analysis of Cmpdl And Cmpd2 in Heparin buffered Rat Plasma Samples for Gubbs
Inc for Bioanalysis Division

Choose Study 8 Report
Add/Edit Top Level Data

Actions
Reset

Choose Study & Report

Watson Studies Configured in StudyDoc

Show Symbol Copy

‘Watson Data

1 Watson sample has been
modified since the last Final
Report was generated
(10-Mar-2017 08:23 AM).

Click 'View Report History' button
for further details.

Review Analytical Runs Study Name Project ID  Species  Study Title
Summary Table Configuration T | | |
'm‘ 3 SampleAnalysis | YZYZYZ Rat Cmpd1 and Cmpd2 Analysis in Rat K2ZEDTA

Choose/Edit Word Template o1 pleanaly P P th
Configure Report Tables Retrieve
Configure Column Headings Watson
Analytical Reference Std Study
Add/Edit Contributors

Create Report
Review Validated Method =l
QA Event Table
Sample Receipt Records Show
Edit Appendices & Figures Outstanding
Report Writer Administration Report Items
Sample/QC/Calibr Std Details
Report Writer Audit Trail View Report

History
Apply Study
Watson Check | | P
WARNING!

Configured Report

* Select cell, then choose
from dropdown box

Report Mumber

Report Title Draft Date Issue Date Study Type *
High Performance Liquid Chromatographic -
Mass Spectrometric Analysis of Cmpd1 And
Cmpd2 in Heparin buffered Rat Plasma Samples
for Gubbs Inc for Bioanalysis Division 09/01/2007 Sample Analysis

Figureb5: StudybocHome Page.
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info@labintegrity.com
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Whenanew study isloaded in SudyDoc,the useris prompted to apply a Sudy Template. The Sudy
Template will tell SudyDocthe type of study (Method Validation, Sample Analysis). In addition, SudyDoc
will apply the underlying metadata, configuration settings,and tables contained inthe study configured as
the Sudy Template.

[~ R —-
LABIntegrity StudyDoc™ - Report Writer Administration v3.0.59 - UserMame: Larry Ennis Elv
| = — —eee

i Font - Choose a Module: [Repoﬁ Writer - Edit Save

i Table of Contents

Dropdownbox Configuration Studly Include Tab Mame

Corporate Addresses .
Study Template Definitions Template Name Name |Adwe » IRLZ choose Study & Report
Global Parameters [l Method Validation 034116 Add/Edit Top Level Data
Custom Field Codes samples_GLP 032084 ~ Summary Table Configuration

Configure Report Tables
Configure Column Headings
Add/Edit Contributars
Choose/Edit Word Template
Edit Appendices & Figures
Custom Field Codes

Samples_GLP_two_matrix | 033423 -
Samples_nonGLP 034324 -~

HEEE

HEEEEEEEE

4 UL

For more information, please contact: info@labintegrity.com © 2016 LabIntegrity Inc. 13
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StudyDoc Data Integrity Features

Onre ofthe mostimportant issues inGLP Final Report is maintainingthe integrity of the data asit resides
in the Microsoft Word document. The uncontrolled nature ofthe Word document requir es either the use
of a @mmercial Document Management System (DMS)or theimplementation of amanual Windows®
dir ectory schemethat entailsrestricted accessto users, report writers and Quality Assurance (QA)
personnel. The latter typically involves a high level of Quality Cortrol (QC)and QA eventsin order to
ensurethe integrity of the databeforeit is sent out to the dient/ customer.

SudyDoc has severalfeaturesto help ensurethe integrity of the datais maintained.

1 Lock Sectons Field Code
Table creation field codescanbe preceded and followed by the field codes
[LOCKSECTION] and [UNLOCKSECTION], respectively. The portion of the document
enclosedby thesefield codes ae then lodked using Wordd @estfict Editingéfeature. A
random passwad (unknown to anyone) is created and applied to the section.

1 Graphical Tables
Use'scanconfiguretables to created, then converted to afigure, ensuring that table data
cannot be modified.

1 Table Dae/Time Samp
Use'scanconfiguretables to include a date/t ime stamp.

1 Watson Gheck
When astudy is openedin SudyDoc, SudyDoc chedks to ensure that any reported
concertrationshave not been changed sincethe lasttime a Final Report hasbeen
generated in SudyDoc. If aconcertration isfound to have been changed, SudyDoc
displaysa constant warning messagewit h ablinki ngred dot:

Watson Check B

WARNING!

1 Watson sample has been
modified since the last Final
Report was saved
(16-Apr-2016 10:53 AM).

Click "View Report History' button
for further details.

The specific concertration that hasbeen changed can be viewedby clicking ®iew Repat
Historydz ®iew Underlying$ AOA 86 g,

o= — — %
(©) Verify Report Data is Unchanged

Last Report Saved Date: April 16. 2016 10:53:32 AM
The records listed below were created or modified after the last Final Report saved date.
Select the table. then press control-c on the keyboard to copy to clipboard.

Go Back

Seq Sampl Analy
Order # Sample Name Type Peak Area Conc. Time Stamp

1 1001 Samples Cond Sample 1 Cond Sample 168358 50.75 | January 16 2017 14:10:58 PM ‘

For more information, please contact: info@labintegrity.com © 2016 LabIntegrity Inc.
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Method Validation Tables

For more information, please contact: info@labintegrity.com © 2016 LabIntegrity Inc. 16

Or visit www.labintegrity.com



http://www.labintegrity.com/

w
 e— @’MBlnteM

~ StudyDocE Report Writing Manager

Built-in Tablesz Meth od Validation Tables
Thefollowing are examplesof SudyDoc built-in Method Validation tables
1. Summary of Inter polated QCStd Conc Intra- and Inter-Run Precision
2. Summary of Inter polated Dilution QCCancentrations
3. Summary of Combined Recovery
4. Summary of True Recovery
5. Summary of Suppression/En hancement
6. Summary of Matrix Factor
7. Summary of Inter polated Unique QCLow for Matrix Effects on Quantitation Assessments
8. Summary of [Period Temp] Stabiity in Matrix
9. Summary of Freeze/ Thaw [#Cycles] Sability in Matrix
10. [Period Temp] Final Extract Sability of Interpolated QC $d Cancentrations
11. [Period Temp] Stock Solution Stability Assessment
12. [Period Temp] Spiking Solution Sability Assessment
13. [Period Temp] Long-Term QC $d Sorage Stallity
14. Hemolysis Sample Simmary
15. Carryover Table
16. Ad Hoc Stability

17. Ad Hoc Stability Comparison

For more information, please contact: info@labintegrity.com © 2016 LabIntegrity Inc. 17
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Summary of Interp olated QCStd Conc Intra- and Inter-Run Precision

Table 1. Summary of Cmpdl Interpolated QC Standard Concentrations with Between Run and Within Run Summary
Statistics

MNominal Concentrations

QCLLOOD QC Low QC Mid QC High
1.00 3.00 300 800
Watsen Fun ID ngmlL ng'mlL ng'mlL ng'mlL

3 0938 3.38 326 810

0.920 340 322 196

1212 335 333 832

120 330 336 823

0.833 3.00 326 820

113 282 2520 817

Intrz-Fun Mean: 1.04 32 329(31.6) 817

Intra-Fun 5.D.: 0.156 0250 0573317 12.5
Intra-Fun 3:CV: 150 1.8 1.7 (1000 15
Intrz-Fun %:Bias: 40 13 9733 21
n: 6 L] 3(8) 6

4 1.09 i 343 116

0.843 3 JMEC 800

0.864 315 340 806

0.906 330 342 813

0.968 340 343 820

0.898 3.08 352c 814

Intrz-Fun Mean: 0.944 324 345 806

Intra-Fun 5.D.: 0.0926 0.114 0.446 164
Intra-Fun 3:CV: 98 35 13 20
Intrz-Fun %:Bias: -36 8.0 15.0 08
n: 6 6 6 6

3 0.930 342 j1e 830

1.10 337 345 193

1.02 344 340 823

0.993 324 328 818

0.943 312 326 802

0.937 325 32.8 801

Intrz-Fun MMean: 0.992 331 331 814

Intra-Fun 5.D.: 0.0619 0124 0.963 17.8
Intra-Foum 3:CV: 6.2 37 29 22
Intra-Fun %:Bias: 0.8 103 103 18
n: 5] 6 6 6

2 = Value putside of acceptance criteria (= 20%: theeretical) but mcluded m summery statistics.

s = Value putside of acceptanee criteria (= 15% theerstical) and excluded from summery statistics becanse the value iz 2
statistical cutlier according to the Grubbs Test. The results within the parentheses were caleulated mcluding the
outlier value.

E = Value putside of acceptanee criteria (= 15% theoretical) but meluded m summery statisties.

Contmued on next page

For more information, please contact: info@labintegrity.com © 2016 LabIntegrity Inc. 18
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Summary of Interp olated QCStd Conc Intra- and Inter-Run Precision
Statisticsand ANOVA Section

Table 2. Summary of Cmpd]l Interpolated QC Standard Concentrations with Between Run and Within Run Summary
Statistics

MNominal Concentrations

QCLLOQ QC Low QC Mhid QC High
1.00 3.00 300 800
Watson Run ID ngml ng'mlL ngmL ng'mlL
Summeary Statistics Section
Inter-Fam hiemn: 0992 326 3350350 812
Inter-Fun 3D 0112 0.168 0986 (2.13) 155
Inter-Fam 2:CV: 11.3 32 29(6.6) 19
Inter-Fam ?:Bias: -0.3 8.7 11.7(10.3) 15
n: 18 18 17(18) 18
ANOVA Section
Between Fam Precision (%:CV): 20 0.0 37 0.0
Within Run Precizion (2:CV): 112 53 5.8 19
Number of Eetween Bun Buns: 3 3 3 3

Summary of Interp olated Diluti on QCConcentrations

Table 1. Summary of Cmpdl Interpolated Dilution QC Concentrations
Nominal Concentrations
Watson Run ID QC Dilution 2000 ng'mL *
4 1820
1950
2070
2000
1980
2000
MMean 1980
3.D. 629
%CV 32
% Bias -10
n 6
2 = Dilution QCs undiluted concentration 2000 ng'mL; a 30-fold dilution with blank plasima was done prior to

extraction and analysis.
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Summary of Combined Recovery

Tahble 6. Summary of Cmpdl Combined Recovery Caleulations and Data
Theoretical Extracted Solution
Nommal QC Standard QC Standard %
Watson Fam ID QCID Concentration (ng/ml) Fesponse Area Fesponse Area Becovery
4 QC Low 3.00 20600 50600
21300 55000
20700 56600
22300 50800
22200 57800
21300 50800
hdezn 21400 36600 3738
sD. 21 3480
YOV 34 6.1
n i 6
QC Mid 300 214000 381000
218000 359000
213000 387000
213000 382000
216000 395000
218000 398000
hdezn 215000 384000 36.3
sD. 2340 13900
HeCV 11 24
n i 6
QC High 200 4830000 11100000
4560000 10800000
5120000 11100000
130000 11000000
5170000 11200000
5100000 11200000
Mezn 5040000 11100000 454
sD. 140000 151000
HeCV 30 14
n i 6
hiezn 400
sD. 47
WV 118
n 3

{(Mean Peak Area of Extracted QC)* 100
(Mean Peak Area of Solution QC)

Combined Recovery = (
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Summary of True Recovery

Table 8. Summary of Cmpdl True Recovery Calculations and Data
Theoretical Extracted Post Extraction
Nominal QC Standard Spike Sclution % True
Watson Run ID QCID Concentration (ngml) Response Area Response Area Recovery
4 QCLow 3.00 20600 50600
21300 55000
20700 56600
22300 59800
22200 57800
21300 59800
Mean 21400 56600 37.8
SD. 721 3480
%CV 34 6.1
n 6 6
QC Mid 30.0 214000 581000
218000 559000
213000 587000
213000 582000
216000 595000
218000 598000
Mean 215000 584000 36.8
SD. 2340 13200
%CV 1.1 2.4
n 6 6
QC High 800 4830000 11100000
4860000 10800000
5120000 11100000
5130000 11000000
5170000 11200000
5100000 11200000
Mean 5040000 11100000 454
SD. 149000 151000
%CV 30 14
n 6 6
Mean 40.0
SD. 47
%CV 11.8
n 3

(Mean Peak Area of Extracted QC) * 100

Toie Recovey= ( (Mean Peak Area of Post Extraction Spiking Solution QC)
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Summary of Suppres sion/ Enhancement

Table 1. Summary of Cmpdl Recovery and Suppression/Enhancement Caleulations and Data
Theoretical Becovery Post Extraction
Norunal Solution Spike Solution Suppression’
Watson Fun ID QCID Concentration (ng'mL) Peak Area Peak Area Enhancement
4 QC Low 3.00 50600 20800 0.407
53000 21300 0387
56600 20700 0366
50800 22300 0373
57800 22200 0384
50800 21300 0356
Mean 56600 21400 0379
3D 3480 721 00179
WCV 6.1 34 47
n & 6 6
QC Mid 300 381000 214000 0368
559000 218000 0390
587000 213000 0363
382000 213000 0366
395000 216000 0363
398000 218000 0363
Mean 584000 215000 0369
5.D. 13900 2340 0.0104
%CV 24 1.1 18
n & 6 6
QC High 800 11100000 4830000 0433
10800000 4860000 0450
11100000 5120000 0461
11000000 5130000 0.466
11200000 5170000 0462
11200000 5100000 0433
Mean 11100000 5040000 0453
5.D. 131000 145000 00112
9 CW 14 30 23
n & 6 6
Mean 0.401
5D. 0.0470
2 CV 11.7
n 3
o _ {Mean Peak Area of Post Extraction Spiking Solution QC) * 100
Suppression/Enhancement ( {Mean Peak Area of Solution QC) )

Values > 1.00 indicate enhancement
Walues < 1.00 indicate suppression
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Summary of Matri x Factor

Table1: Internal $Standard-Normalized Matrix Factor Summary for Cmpd 1in Rat K3EDTAPlasma

Post Extraction Internal
Theoretical Recovery Solution Spike Solution Internal  Standard
Maminal Recovery Solution Internal Post Extraction Internal Analﬂe Standard Normal_|zed
Watson Run 1D Concentration Analyte Standard Spike Solution Standard Matrix  Matrix Matrix
{Analysis Date) QCID {ng/mL) Peak Area Peak Area Peak Area Peak Area  Faclor® Factor?  Factor©
3 QC Low 50.0 AYE00 128100 27640 59820 0.480 0.467 1.03
(28-Cct-2015) 853810 192500 28060 61870 0327 0321 1.02
90950 207800 27840 62360 0.306 0.300 1.02
94140 224300 28700 62420 0.305 02748 1.10
98210 225600 28230 59200 0.287 0.262 1.10
101300 225400 28000 58960 0276 0262 1.06
Mean 8000 200700 28080 60770 0.330 0.315 1.06
s.D. 15850 37950 3647 1619 0.0755 0.0779 0.0378
LLCV 18.0 18.9 13 27 229 247 36
n i} G G G G G G
QC High 2000 16820000 122300 3499000 5498380 0.505 0.450 112
20500000 154400 8873000 59380 0433 0.385 1.13
21770000 181000 8337000 2820 0.383 0.292 1.31
22420000 187700 7941000 52090 0.354 0.278 1.28
22490000 192400 3784000 59570 0.391 0.310 126
23100000 184700 9117000 R9770 0.395 0324 1.22
Mean 21180000 170400 8592000 56440 0.410 0.340 1.22
S.D. 2313000 27090 421600 3569 0.0529  0.0655 0.0va9z2
B CV 10.9 159 449 6.3 12.9 19.3 6.5
n B G G G G G G
Mean 1.14
SD. A
eV A
n 2

NA = NolApplicable

. _ (Analyte Peak Area Post Extraction Spiking Solution)
® Matrix Factor (Analyte) = ( {Analyte Peak Area Recovery Solution)
b i _ (Internal Standard Peak Area Post Extraction Spiking Solution)
Matnix Factor (Intemal Standard) = ( {intemnal Standard Peak Area Recovery Solution)
€ Internal Standard-Mormalized Matrix Factor= ( [Interﬁi?ag;;encﬂ%n;ﬂ;igiﬂamor]

Walues = 1.00 indicate enhancement
Walues < 1.00 indicate suppression
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Summary of Interp olated Uniqu e QC Low for Matri x Effects on Quantitation Assessments

Table 14, Summary of Cmpd] Interpolated Uniguoe QC Low forMatrix Effects on Quantitation Assessments

QC Low Nominzl Coneentrations (3.00 ng'mlL)

Watson
BunID Totl %Biss Tot2 %Bias Lot3 %Bias  Lot4d %Bias Lot5 %Bizs ILotd  %iBias

3 320 6.7 ATe 237 290 -33 275 -3.3 304 13 285 =50
290 -33 293 -23 3.03 10 302 0.7 293 -23 314 47
328 93 304 13 in 37 298 0.7 in 37 308 30
202 -2 2481 63  13x® 227 Ay | -30 289 -37 301 03
289 =37 296 -13 289 -3.7 A | -30 276 -3.0 297 -0
316 33 289 -3.7 329 a7 285 S50 292 -2 265 -11.7

Mean  3.06 3.06 293 2.90 204 293
sD. 0174 0.329 0.333 0.0938 0.122 0.179
OV 57 10.8 115 33 41 6.1
YeBias 20 20 -23 -33 -2.0 -17
n & [ [ [ [ 6
2 = Value outside of zcceptance criteria (= 13% theorstical) but mcluded m summeary statistics.
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Summary of [Period Temp] Sability in Matrix

Table 16, Summary of Cmpdl Twenty-four Hours Room Temp Stability in Natrix
Nominal Concentrations
QC Low QC High
Watson Run ID 3.00 ngmL 800 ngmL
5 3.61% 802
3.28 780
3.38 777
32 806
3.38 802
3.13 771
Mean 335 790
SD. 0.159 153
%CV 47 19
%Bias 11.7 -13
n 6 6
. = Value outside of acceptance criteria (= 15% theoretical) but mcluded m summary statistics.

Summary of Freeze/T haw [#Cycles] Sabili ty in Matrix
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