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Welcome

ThisUser Guiddnas been designed fatl users who are managirand tracking electronic Trial Master
File placeholdeartifacts,documentcontent, anddocumentmetadata in theneuronO®TMFmModule
The aim is to provide a practical guide to managing and usirtathgfunctionalitiesand processes
as appropriate

TargetAudience

1 The intended audiences for this guide Sgonsor ManageyStudy Managey Document
ManagersClinical Data Managers (CDMs), Clifteslearch Associat€SRAs)Clinical Trial
Monitors, Statisticianand otherStudyand Sitepersonnel, as appropriate.

Assumptions

This guide assumes that:

1 The user is familiar with the basicesgtion of Google Chrome (or other browsegsuch as
Firefox,Edge pr Safar)

9 The user is familiar with the basic operasiofMicrosoft Office 365 applicationg/prd,
Excel PowerPoint)

1 The user is familiar with Adobe Acrobat

1 Users have been setup in thppropriateneuronOSnodule, and all system mapping has
been configured appropriately

9 Appropriate permissions have been set up for usersveleal access tthe different
hierarchical levels in theppropriateneuronOSnodule

91 Al prerequisite internal customer training for this application has been completed

9 All prerequisite internal customesusiness processéasr this applicatiornave been read
and understood

Notes

Multiple browsers and operating systems were used in thetioreaf this documentAs such, the
AONBSyakz2ta O2ydGlFAYySR gAGKAY YI& RAFFSNI at AaKGS
buttons may look slightly different, but operate identically.
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Using this Guide

The layout and format of this guide iteinded to be as usdriendly agpossibleand te following
conventionsshould help differentiate aspects of the information contained in this guide.

I:I A highlight boxs usedo identify informationdata,functionality, and taskg
within the module
NOTE: Notesare added tgrovide more information about the taskinctionality,
or section
® Bullets show a list of options definitions

I | This table shows descriptions of data entry fiébdshe appropriate forms

= Screenshots show examples of pages, workspaces, and forms within |
= | module
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System Overview

TheneuronOEcoSystem is a fully configurable, claded platform, built specifically for the
Regulatory, Compliance, Quality, Cliniealw Datand Imaginglomainsin the Life Sciences industry.

The platform is designed to be an extremely modular solution witeriggaration drives the
functional behaviour of eadpplicationpackaged within an individuatoduct, for example:
DevelopmentRegulatoryQuality, Traininge TMF. The configured behaviour of thapgplicationds
centred around the ability to creafmgesworkspaces, forms and other components for any
documents anydata, anydossiersanydigitalimages and any digitebrms.

This fully configurablenodularapproach allows user interface elements to be based on configured
components with micreeivices executed for events based on these configured component
pathways. All configuration aspects are grouped in packages withpnoithect and nultiple

packages allow a singdeoductto have multiple applications with different configurations for
complete individuahpplicationdefinition, for example: the eTMdpplicationcould also be associated
with the Trainingpplicationto setup Read and Understand trainingssiody and sitgpersonnel.

neuronOSe TMFApplication

TheneuronOS*TMFapplicationprovidesseverakore capabilities, which streamline the creation,
population,and management of clinical trial content, whilst providing full support for the placeholder
artifacts, documets, metadatarelationshipsand hierarchies of the DIA TMF Reference Model. This
gives a formalised means of organising and storing docunutigsimagesand other digital content

for biopharmaceutical clinical trials, as may be required for compliaith regulatory authorities.

TheneuronOS TMFapplicationis a singleolutionfor the following processes:

1 Inspection Readinessbusiness specific workflows ensure content is revieavetmanaged
in realtime to ensure all documents airgspection ready

1 Faceted Searahsophisticatedyet simple search to deliver easier document retrieval for
sites and sponsors

9 Lifecycle Workfloa/ functionalitywoven into theapplicationand defined as the stages a
document passes through from creatimndisposal, with the involved workflow processes
employed to move documents through that lifecycle

1 Quality Review Workflowenablesusers to quickly check the vatidand qualityof each
document during the wadflow process

1 ScalableCloudAccess; accesfrom any device or location making it easier to upload,
retrieve,review,and managedocuments

9 Secure Accesscontrols the level of access to relevant documents based on role or user
group

1 Notificationsc email notifications and alerere sentto relevant users foinformation on
workflow processes

1 Dashboards & Reportimgcomprehensive integrated dashboards and reporting provides full
visibility into completenesimelinessand quality
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eTMF Definition

The definition of what comprises aif MF €lectronic Trial Master F)les usually defined by the
regulatory agency with jurisdiction over the clinical trial.

1 In Europe, th&european Medicines Agency (EM&9 recently defined an eTMF as follows:
0An eTMFan contain digital documents in their original format, potentially with digital
signatures, or records from another format, such as paper documents that have been
converted to digital images, which may contain-im&tsignatures.The metadata applied to
documents is recommended to be formally defined to ensure consistency across all
documents

9 Article 57 of the EU Regulation states:
G¢KS Of AYyAOFft GNRLFE YIFaGdSNI TALS reatibgtbthat I G |
clinical tria) which enable both the conduct of the clinical trial and the quality of the data
produced to be evaluatéd The sponsor and/or investigator/institution should implement
riskbased quality checks or reviprocesses to ensure the TMF is being maintained-up
RFGS YR GKFG Ittt SaaSydaiart R20dzySyida I NB

1 No formalUS Food & Drug Administration (FBxirement exists for the use of an eTMF
system in a clinical triaHowever,fia clinical trial elects to store trial master fdssential
documentsin an electronic format, then the eTMF system used to store those files is subject
to regulatory controls specified und&tH GCP

Thelnternational Conference on Harmonisation (I&d)published a minimum set of essential
documents for the eTMFThe minimum essential documents that are required for the registration of
pharmaceutical products designed for human use are specified in the docl@ke@ood Clinical
Practicepublishedn 1997 by the ICHor example ICH essential documents that would be required
in any US, EU or Japan based clinical trial would include:

9 Signed Protocol

9 Audit Certificate
1 Subject Enrollment log

Although the ICH guidelines are applicable to the three da@kl regions, many othewuntrieshave

agreed to follow the guidelines and have incorporated¢heNA y OA LI S&a Ay {2 (KSANJ
legislation.Creation of an eTMF and inclusion of ICH essential documents is based on the discretion of
the reguatory agency for theountryin which the clinical trial is conducted.

In addition, the submission of a marketing application will normally require compliance with the
regulatory requirements of thabuntry, including requirements specific @d MFcontent.
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Overview

TheSystem Accesection of this User Guide introducbusers to basic concepts, such as accessing
the system, recovering lost passwords, changing passwords, system timeouts and logging out.

This section will covehé following topics:

9 Accessing the System
Default System Password
Forgot Password
Changing the Password
System Timeouts

Logging Out of the System
System Support

= =4 =4 -4 A =9
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Accessing the System

Users can access theuronO®TMFapplicationfrom the cloud orany computerconnected to the
internet (desktop, laptop, tablet or mobile).

1 Open ainternet browserof choice (Chrome and Edge are the currently validated browsers
but FireFoxand Safarbn a Maccan also be usgd

1 In the address bagnter theneuronO®TMF web addresas provided by an administrator
in the system.

1 When the login screen appearsiter the username (your business email address) and the
default password, as provided by an administr&tothe system

1 { St SO0 ynib8 fortierRasSswordd view the password entered

1 Click.ogin
— ,‘ - AANNRN \\ v "N \\ N )
e \\\\\\\\\\ \ \\ N o

Q.
\

\\\

&\ neuron0S

Email Address

bob.crossley@arivis.com

Password *

Forgot Password?

Default System Password

When a user logs in to the system for trezyfirst time, they will be requested to change the
password from the default system password.
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ForgotPassword

If a user has forgotten the password, selectMoegot Passwordihk to access a separate page where
the user can enter thebusinesemail addresand selecSendeMail. A notification emaivill be sent
to the dz& SbNdihass email addreséth a link torecoverthe password.

D neuronOS

bob.crossley@arivis.com

Password *

Forgot Password?

C arivisa

Email Address *

SEND EMAIL

Changing the Password

Once logged in to neuronBe password can be changed at any time by selectinGliamge
Passwordption in theAccountsection of the personal detailseethe System Navigatiogection for
further details)

When selecteda change password paip window opens for the user to enter and confirm their new
password.

sandbox-bob

Bob Crossley IAccount >| Logout

I Change Password I

Language »

eTMF Management About
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Change Password

Email Address
bob.crossley@arivis.com

Current Password *

New Password *

Confirm New Password *

Change Password Cancel

NOTEThe password is casensitive an®MUSTincludeupper and lowercasecharacters and a
number Special characters, such as $;,&, # * can also be used

In neuronO% password expiry policy is built into the systéssers wilbe asked to change their
passwordo log back into th@euronOS3noduleafter a default period of 90 day3he expired
password screen is shown below.

Change Password
Your password has expired and needs to be changed

il Ackiruss

bob.crossley@arvis.com

[rTTerre—.

System Timeouts

In neuronO% system timeoupolicyisapplied that will ensure the user is logged out from the system
if there is no activitafter 20 minutes Users will have to log back into theuronOSTMF module
and are returned to the page they were.orhe timeout login scen is shown below.

D neuron0S

Email Addrass
4 bob.crossley@arivis.com

Fassword *

Oy "Torreerees Q
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Logging Out

To logout of the system, seldadgoutin the Accountsection of the personal details.

sandbox-bob
S0t Crossy

Language Change Password

eTMF Management About

System Support

TocontactBioMedion for anypeuronOSystem or module support issues, please use the following
link, which takes the uséws a ticketed support system where your request will be revieavet
managed.

9 Email Address neuronOSsupport@biomedion.com
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Overview

TheSystenmNavigationsection of this User Guide introduces users to the dashboards and system
navigation.

This section will cover the following topics:

1 System Navigation
Application Menu
Pages Menu

Context Menu
Expected Count Menu
Forms

Faceted Search
Validations

= =4 =4 4 -4 -4
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System Navigation

The neuronOS EcoSystem contains a seriésodictgiTMB, in which individual
Applicatio’/Modules(eTMF Managemeinteside. AdéDns such aREPORTSIGN+TRAIN€an be
provisioned as required.

TheClinicaproductsandapplications are as follows:
1 iTMFc Intelligent Trial Master File
= eTMF Managemeng Electronic Trial Master File Management
* ARC+< eArchiving Management

neuronO%as a menwdriven navigation functionality that enables the user to-dadlvn through
different menus to access their needs and requirements. Each indiapledationhas different
menu items, but the overall principles of system navigation remain the same throughout the
neuronOS EcoSystem.

Application Menu
The best way to navigate through the systemo istartby selecting thépplicationmenu.

= Home Reports Library

Document Incompleteness

This opens a pepp menu on the lefhand side of the page, which consistéwad (2) functional

menuareas
1 TheApplicatiormenu(eTMFManagemente TMF Study Cotries, eTMF Study SiteSystem
Settings)

1 ASystem Detailsienu (highlighted irthe blue section which appeai the topof the page,
andisaccessed via the-verticaldots)

sandbox-bob

Bob Crossley

I eTMF Managementl

eTMF Study Countries

eTMF Study Sites

System Settings

NOTEIf users also have access to other modules withingheonO ¥ coSystensuch as the
Document Managemembodulethey will be listed henender aProduct such asPQM

When theeTMF Managemendption is selected, thelomePagedashboards opened.

TheeTMF Study Countriasd Study Sitesptions correspond to th€ountryand SitelevelHomePage
dashboards (only available/visible to roles that have access to those specific levels)
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If the System Settingsption (only available to admitrigtors or superusers) is selected, theerhas
access to an administration area, which will be explained in detail in the sepEMEAdmMInistration
Guide

TheSystem Detailsection (in blue) tells the user which environment they are ugingxample
SandboxClientnamel YR (G KS dzaSNRa yIl YSo ¢tKS o @GSNIAOIE R
access to basic system data information, such as:

1 Account InformatiorfLogat, Change Password)
1 Languag€English US)
f Abouto! LILX AOFGA2Yy LYF2NXNIGA2YyT +SNEAZ2Y bdzYo SNEH

sandbox-bob
Baob Crossley Account b

Language »

eTMF Management About

Pages Menu

To navigate further through the system tRagesnenubar, along the top of thélomePagecan be
used. Each padklome ReportsLibrary is highlighted in bold and underlinedhen selected by a
user, permitting for navigation to the correspondpage for exampleHome

= Home Reports Library

Document Incompleteness

Generally, theneuronO%coSystens made up oPagescontairing Workspacessuch as thédome
Page Thispage contains chart and list workspaces, sagibocumentharting Studiedist, andthe
My ActiveTaslslist.

Document Incompleteness Document Completensss Document Readiness

v XYZ501-201 Study Status: Approved  Study Phase: Prase Il Study Type: Investigator Study ‘Study Product: XYZ501 ‘Study Sponsor: MegaCRO Study Contact: Beverley Crusher

~  XYZBO1810 Study Status: Planned  Study Phase: Phase I Study Type: Study Product: ‘Study Sponsor: MegaCRO Study Contact:

K <t1>» » = @ 1-20f2 hems
My Astive Tasks

v = amouteacar Document Levet Sway Do 36 o Fetection Reason: Stugy. XYZ501-201 Counry Sae
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Workspaces

Each workspaceontains the relevant data, metadata and details for that sectiorhasdools to
manage and navigate through teection

v Xvzso1201 Swaly Staws: Approves Study Prase: Prase Il Stuay Type: Investigator Study Stugy Produet XYZ501  Study Sponsor: MegaCRQ Sty Contact: Beverley Crusner
v XYZBO1-810 Study Status: Planned  Study Phase: Phase Il Stuy Type: Study Product. Study Sponsor: MegacRO Study Contact

<=8 |

These include pagination tools at the bottom of each workspace, which enables the user to quickly
movethrough multiple pages and move to the end of the list and back to the beginning.

< < 1 > 3l

There is a listing of the number of items shown inwoekspace to give the user an idea of how many
items there are in totalThe default number of items in a list is 20.

1-2o0f2Items

There is an option to socblumnsbased on their titles.

Studies
~  XYZ501-20% Stucy Status: Approved  Study Phase: Phase I Study Type: Investigator Study Study Product: X¥Z501  Study Sponsor: MegaCRO Study Contact: Beverley Crusher
~  XYZEO! g0 [StudyD hatus: P1annea Stugy Phase: Phase I Study Type: ‘Study Product: Study Sponsor: MegaCRO Study Contact:
Study Status.
Study Phase
Study Type
Study Product
Study Sponsar
Study Contact
K o<1 wuf= 1-202 hems
—

In all lisingworkspaces, theris also an option to export the list studies, countries, sites,
placeholders, documenttasks,or reports in an Excel filavhich isavailableto downloadto i K S dza S NI &

desktop.
K < 1> > =

Thereare alsoother optionsthat are only available on selected workspaces.

On thePlaceholdersiorkspace there is an optida select eitheiPendingPlaceholdergdefault view)

or All Placeholdersvhich allows the user to viemlyplaceholder artifacts with status of pending
or all placeholder artifacts

NOTEWhen aPlaceholder Artifadtas dcument content upload to it the status of the placeholder is
changed to Completed and it can only be viewed iAli®laceholdergew...
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Placeholders

v = Approval for : 1 Count: 0 Placeholder Level: Study Placeholder Status: Pending  Gountry: Site:
v -3 | Audit Certificate Expected: 1 Count: 0 Placeholder Level: Study Placeholder Status: Pending  Country: Site:
~ =3 L Bioanalytical Report Expected: 1 Count: 0 Placeholder Level: Study Placeholder Status: Pending Country: Site:
v -3 [ Certificate of Analysis Expected: 1 ‘Count: 0 Placeholder Level: Study Placeholder Status: Pending ~ Country: Site:
v =3 Certification or Accreditation Expected: 1 Count: 0 Placeholder Level: Study Placeholder Status: Pending  Gountry: Site:
~ B | Clinical Study Report Expected: 1 Count: 0 Placeholder Level: Study Placeholder Status: Pending  Country: Site:

|] Pending Piacenoiders

Pending Placeholders

All Placeholders

On theDocumentsvorkspace there is an option to seléwe Latest Versionsf all documentgdefault
view), or All Versionsf the documents, oRemoved/ersions

Documents

v Adver for Subject Document Level: Study Document Status: Ready Rejection Reason: Country: Site: Version No: 1.0

~ Analysis QC Documentation Document Level: Study Document Status: Draft Rejection Reason: Country: Site: Version No: 0.1
[coc]

<
;]

Annotated CRF Document Level: Study Document Status: QC Check Rejection Reason: Country: Site: Version No: 0.1

1€ ¢ 1> >l .=||E| L.maavemoml o 1-30f3iems

Latest Versions

All Versions

Removed Versions

= @ Latest Versions a

On theDocumentsvorkspace there is an option to medtelect the documentom the list and then
select several documents, or all documents to perform relevant tasks on, such as download content
or remove documents

Documents

v Adver for Subject Document Level: Study Document Status: Ready Rejection Aeason: Country: Site: Version No: 1.0
L ror ]

~ Analysis QC Documentation Decument Level: Study Decument Status: Draft Rejection Reason: Country: Site: Version No: 0.1

~ | . Annotated CRF Document Level: Study Document Status: QC Check Rejection Reason: Country: Site: Version No: 0.1

K <1y oo = & L.maeﬂvetsﬁ 1-30f3 Items
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Documents
Lro) N
[m] for Subject Document Level: Study Document Status: Ready Rejection Reason: Gountry: Site: Varsion No: 1.0
L ror |
Analysis QC Documentation Document Level: Study Document Status: Draft Rejection Reason: Country: Site: Version No: 0.1
€3
O | ©~  Annotated CRF Document Level: Study Document Status: QC Check Rejection Reason: Country: Site: Version MNo: 0.1
0o = X
Documents
Lroe
[m] for Subject Dacument Level: Study Document Status: Ready Rejection Reason: Gountry: Site: Version No: 1.0
Lror ]
Analysis QC Documentation Document Level: Study Document Status: Draft Rejection Reason: Country: Site: Version No: 0.1
[coc)
[m} | . Annotated CRF Document Level: Study Document Status: QC Check Rejection Reason: Country: Site: Version No: 0.1
View
Download Content
Send for
O Remove Document

Context Menu

TheCorext Menuappears for each item and is where a user can perform a variety of actions or tasks
on a placeholder artifact or documemstuch as adding content, sending for a quality check, completing
the quality check, viewing document details, or downloadoguments. The context menu will

change depending on the status of the document or where it currently is in the lifecycle workflow.

WhenPlaceholdeArtifacts are added to the eTMF, ®ocument Conteritas been uploaded, there
are several options to penfm actionsor taskson the document, and thesactionsareto befound in
the Context Menuo the left of the name or ID.

PlaceholderArtifacts

Theplaceholdemartifactcontextmenu contains options to add document content or fulfilled content
and toview the placeholder artifact details.

Placeholders

Placeholder Activation Greenlight

Add Content |
Amendment Trainings Script
Fulfill Content =
|
Amendment Trainings Script
View Details
v >3 AMG/GCP Statement
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Documents
The document context menu is split into 3 areas for ease of use:

1 Send forg to perform Lifecycle Workflow actions
9 Editc to edit Details and Content of the document
M Viewcto view Detailsand Contentof the document

Documents
W AN/ aLrF Sldiement LrUCUnmneniL Leve. one
Send for P Statement Document Level: Site
QC Check
P Statement Document Level: Site
Remove Document
Edit P Statement Document Level: Site
Edit Details P Statement Document Level: Site
Edit Content
P Statement Document Level: Site
Check-Out
View P Statement Document Level: Site
View Details = |l Latest versions [+]

View Content

Download Content

Forms

AFormis a page where data can be entered by the user for the purposes of creating, editing, or
updating documents and their metadata, for exampleen creatingStudiesn the Library or
uploadingDocument Contenbr editingDocument Details

|
Study Details

Study Details
Study ID * Study Name * Study Description
Praceroiser Tempate
Study ~  Study Status* ~  Study Status Date * =)
Study Phase ~  Sponsor Sponsor Contact
Therapeutic Area *  Discipiine =  Indication -
Other Study Details
Study Protocol Study Product/Device Study Type -
EudraCT Number CT.Gov Number IND/IDE Number
Create Close
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ExpectedCountMenu

Expected Countsr placeholder artifactare a way of increasing the number of documents that can
be added tahat placeholderartifact Each placeholder has an expected count of one (1) when the
placeholders are uploaded the different levels.The count can be increased, thBubmittedo the
placeholder artifact and that increased number will allow up to that number of documents to be
uploaded.

When the total count is reached tiidaceholdewill be hidden from view in the placeholder artifact
listing butcan still be viewed the All Placeholdersptionis selected. TheExpectedCountcan then
be increasedor that placeholdertifact, if requiredand the placeholder artifact isen made
available in théending Placeholdevsew

O
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