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Introduction

Risk varies inversely with knowledge.

Irving Fischer — American Economist

© Copyright Cyntegrity Germany GmbH.

Clinical Trial Risk Management in the Modern Clinical

Trial Landscape

In the dynamic landscape of clinical trials, pharmaceutical
companies have traditionally outsourced aspects of trial
implementation to contract research organizations (CRO)
for efficiency and cost-effectiveness. However, a
transformative approach known as Risk-based Quality
Management (RBQM) has emerged, offering innovative

strategies for managing clinical trials.

RBQM integrates quality by design principles and
necessitates changes in clinical monitoring, data
management, and project management. By implementing
RBQM effectively, transparency in decision-making
improves, proactive trial controls are enabled, and lessons
are learned from previous trial data. RBQM drives
efficiency, prioritizes patient safety, and adopts a proactive

management approach.

Successful implementation of RBQM requires significant
changes across all stages of clinical research, demanding
effective management and oversight to seamlessly

integrate it into trial operations.

-- MyRBQM® Portal User Manual --
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What is Risk-based Quality Management?

Risk-based Quality Management (RBQM) has become a
pivotal concept in pharmaceutical clinical research, offering
the potential to improve data quality, patient safety, and
expedite the time-to-market for medicines. RBQM involves
adaptive monitoring practices based on critical key risk
indicators (KRI), enabling a focused approach to areas with
the highest potential impact on subject safety and data

quality.

RBQM encompasses centralized monitoring, remote
monitoring, reduced monitoring through targeted source
data verification (SDV), and triggered monitoring based on
predefined KRI or QTL thresholds. Both the FDA and the
European Medicines Agency (EMA) recognize the
importance of RBQM, emphasizing its role in human subject
protection, trial integrity, and the facilitation of existing
quality practices and standards, such as the ICH E6 and E8

guidelines.

Cyntegrity, in alignment with regulatory guidelines,
considers RBQM as a profound change in the way clinical
trials are conducted. It is seen as a preventive approach to
trial management, aimed at avoiding negative surprises

and enhancing overall trial efficiency.

-- MyRBQM® Portal User Manual --
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What is the MyRBQM® Portal?

The MyRBQM® Portal is a comprehensive cloud-based
software solution that empowers organizations with the
tools to implement Risk-based Quality Management
(RBQM) seamlessly. Serving as a pivotal element, the
MyRBQM Portal automates the entire RBQM process,

enabling efficient management of clinical trials.

With the MyRBQM Portal, users can effectively apply RBQM
principles, integrate quality by design practices, and
streamline clinical trial operations. The portal facilitates
transparent decision-making, proactive trial controls, and
the utilization of previous trial data for continuous
improvement. By leveraging the MyRBQM Portal,
organizations can enhance patient safety, optimize trial
efficiency, and navigate the complex landscape of modern

clinical trials.

With the guidance of the MyRBQM Portal’s built-in clinical
process workflows, study teams can easily detect, assess,
mitigate, control, report, and archive risks. The Portal’s
integrated RBQM methodology encourages its users to
think and act proactively, reducing “data noise” and

accelerating statistical significance.

The MyRBQM Portal equips study teams with corrective and
preventive actions following the CAPA principle. All
activities and processes within the MyRBQM Portal are

easy-to-audit since they are logged and tracked

-- MyRBQM® Portal User Manual --
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automatically, providing full traceability and are human-

readable.

Along with AI-driven statistical algorithms for fraud
detection and misconduct, predictive and retrospective
data analytics, and clinical indication-focused risk
indicators, the MyRBQM Portal uniquely facilitates ICH GCP

compliant risk management.

-- MyRBQM® Portal User Manual --
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System Requirements and Installation

System Requirements

MyRBQMP@® is designed as a cloud-based solution and, thus,

has minimal impact on the customer’s infrastructure.

Installation of MyRBQM® Portal

The MyRBQM® Portal is a web-based application and
therefore needs no installation on your computer or device.
No data will be installed on your system. It is solely entered

via web access.
Web Access

MyRBQM® can be accessed via any web browser. All
functions, including study setup and administration, is
provided via web access. The system features a modern
web user interface with responsive design and a fallback

strategy for older browsers.

The best experience will be delivered with recent versions

of the following browsers:

e Google Chrome
e Mozilla Firefox
e Microsoft Internet Explorer

e Apple Safari
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e Microsoft Edge

e Opera

e Chrome for Android
e iOS Safari

e Android

Older browser versions are generally supported (down to
Internet Explorer 11), but certain advanced features, such
as report template design, might be disabled due to
missing features. Cyntegrity cannot guarantee an
acceptable performance on web browsers older than

Internet Explorer 8.

MyRBQM® Portal does not need to offer a separate
specialized portal for mobile devices. We use a special
design technique called Responsive Design which optimizes
the user interface dynamically for any device screen size.
Therefore, users will navigate to the same WebURL,

regardless of device used.

-- MyRBQM® Portal User Manual --
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Setting Up MyRBQM® Portal

To access the MyRBQM® Portal software, the user needs

to create an account.
Create an Account

To create an account, you must have received an

invitation from an administrator with the email subject:

“You were invited to join MyRBQM Portal!”

You were invited to join MyRBQM Portal
Hello s m—

You are receiving this email because you were invited by the user
Please click on the following link to confirm your account and to choose a password:
- . - —— - — - — — - —— - - e —
Do you need help?
You can directly answer to this email to contact the support team.

We are happy to answer all your questions.

Sincerely,
Your MyRBOM Portal support team.

NOTE: If you cannot find an invitation, check your
SPAM folder.

1. Click the provided link or copy & paste it into a
browser.
2. Confirm vyour invitation by entering your new

password and repeating it.
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3. Click Confirm account.

Confirm Account

Please confirm your MyREQM Portal account by entering a password.

& New Password

& Repeat password

anaan

Confirm account
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Manage Your Account
To manage your MyRBQM® Portal account:

1. Click your Username in the upper right corner and
choose My Account.

@
/ My Account

Log Out

2. The Account Details show your registered email
address (this cannot be changed), date of registration,
date of last activity, the current product, license state,
and expiry date.

3. To complete your account details, enter your Name
(display name), Job Title, Company Name, Roles
and Privileges, select a subscription to notification
emails frequency and if you want to receive

updates from Cyntegrity.

-- MyRBQM® Portal User Manual --
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4. 1If you like, upload a profile picture to your account:

A. Click Upload picture.

B. Click Choose File, select the desired picture and
confirm by clicking Open.

C. If required, zoom the image using the slider
beneath the picture until satisfied and confirm by
clicking Upload Image (the circle confines the
visible part of the picture).

D. Confirm all changes by clicking Apply Changes.

Change Your Password

To change the password of your account (if SSO is not

configured for your company):

1. Click the Account Symbol in the upper right corner

and choose My Account.
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2. Click Change Your Password.

3. Enter your new password into the field Password and
repeat in the field Repeat Password.

4. Confirm the password change (and all other changes

made along with it) by clicking Apply Changes.

NOTE: The password should contain a minimum of 11

characters/symbols.

-- MyRBQM® Portal User Manual --
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Catalogs and Questions for Risk

Assessment

The MyRBQM® Portal can support many catalogs with risk
assessment questions. Each catalog provides risk
assessment  guidelines (impact, probability, and
detectability of a risk) for a set of risk categories by
defining risks through questions for each category. New
users of MyRBQM® Portal have some predefined catalogs,
however, users of @RACT and @RACT-PRO (depending on
license type) have access to a few standard catalogs. Most
studies will need individual catalogs that you need to

Ccreate.
Create a New Catalog

To create a new specialized catalog:

1. Go to Risk Management — Catalogs in the menu

bar.
@ MyRBQMW Portal D Studies &> Risk Management -
. . / M Catalogs
StudieslList
‘Your studies and their risks @ © Company CP&CD

© Copyright Cyntegrity Germany GmbH. -- MyRBQM® Portal User Manual --
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2. Click Create New Catalog.

Create New Catalog

3. Enter a unique Catalog Id and Catalog Name and

confirm by clicking on Create.

NOTE: The system will only accept unique Ids and
names that do not duplicate already existing ones to
ensure an unambiguous correlation of Ids, names,

and internal system data.

4. Optional: Fill in the Catalog Details, such as
Copyright Information and a Description. With the
field Catalog Group Name, the new catalog can be
assigned to a catalog group for a hierarchy in the

Catalogs List.

Catalog: dem — demo catalog To edit catalog
Your RAC catalog, including the list of its questions, all ready for editing. information

To add questions to
€ Go Back to the Catalogs List the iata\og ([ Edit Details il Delete This Catalog % Copy This Catalog & Export This Catalog
W Create a New Category @ Globally available (N E AR
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New Catalog

Please choose the options you wish your new catalog to have.

Catalog Id @

Catalog Id

Catalog Name @

Catalog Name

Fill in the Risk Assessment Guidelines, which are

shown as tooltips near the risk assessment area.

& Catalog Details

Full Catalog Name 1d Catalog Group Name

E1 cat no risk no mit E1 No Group

Copyright Information

Copyright Information

Description
Description
z
Risk Assessment Guidelines
Impact
Low Impact

Medium Impact High Impact

Describe when the impact should be assessed as 'Low" Describe when the impact should be assessed as 'Medium* Describe when the impact should be assessed as 'High'

Probability
Low Probability

Medium Probability High Probability

Describe when the probability should be assessed as 'Low' Describe when the probability should be assessed as 'Medium' Describe when the probability should be assessed as 'High'

Detectability

Easy Detectability Medium Detectability Difficult Detectability

Describe when the detectability should be assessed as 'Easy’ Describe when the detectability should be assessed as 'Medium*

Describe when the detectability should be assessed as 'Difficult’
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NOTE: Filling in the risk assessment guidelines is
optional, however, thoroughly entered guidelines

help to ensure that the risk assessment is objective.

5. Create a new Category for your catalog. An
abbreviation will be generated automatically, which you
can change. Categories contain one or more questions

that describe risks.

Important:

The Total Risk Score: @4 0

category How is the blindin; P bottles used, risk for
name and taking wrong stuclemm / low risk: open-label
the abbrev. QR s e e e Y

must stay .

) This risk is saved as RISK_BLN_1 in the risk regi ]
unique. The If unblindinje il - (O Sites, then
systemwill 4 i ' osult.
n0t a”OW 75,-'&-'.[ unblinding happens Risk Score
you to Save S.JSARleport\r"g[D sites 2
th e non-acceptance of the date
category or
catalog
without all
data points
being
u n I q u e - [ ] Category — A

Full Category Name A IdA
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6. Add a new Question to your catalog:

er e question text
Q0 Risk Suggestions

7. When all categories and questions are entered, click

Save Catalog:

—_— & Save Catalog

Edit an Existing Catalog

The edit mode of an existing catalog is required for adding

or changing any questions in it.

NOTE: Questions in already existing studies will not
be affected by editing the affiliated catalog. Only
newly created studies that use the edited catalog will

include updated questions!
To edit an existing catalog:

1. Go to Risk Management — Catalogs in the menu
bar.
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2. Choose an existing catalog from the Catalogs List
and click Edit.

3. Perform the desired changes.

4. Add new categories and/or questions if desired.

5. To change the order of the questions/categories, click
the slim bar (arrow) above or below a

question/category.

? Question SAF-2 — Is the compound a marketed product?

3

? Question SAF-3 — Is the risk greater than or less than the Standard of Care(50C)?

Copy an Existing Catalog

Catalogs do not need to be created from scratch. You can
copy and then edit a catalog with a similar configuration to

the one you want.
To copy an existing catalog:

1. Go to Risk Management — Catalogs in the menu
bar.

2. Choose a catalog from the Catalogs List and click
Edit.

3. Click Copy This Catalog in the header of the Catalog

Details.
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4. Confirm by clicking Copy.

5. Enter a unique Catalog Id and Catalog Name for the
copied catalog (which is regarded as a new catalog).

6. Now that the catalog has been copied, the new catalog

can be edited.
Export / Import a Catalog

Catalogs in MyRBQM® Portal can be exported or imported
in the .json-file format. Exported catalogs are only intended
for sharing to different Cyntegrity systems or users by
importing; they are not intended to be opened outside of
MyRBQMP® Portal.

To export a catalog:

1. Go to Catalogs in the menu bar.

2. Choose a catalog from the Catalogs List and click
Edit.

3. Click Export This Catalog in the header of the
Catalog Details.

4. Confirm by clicking Export.
You can find the exported catalog in your configured

download destination folder (browser setting).
To import a catalog:

1. Go to Catalogs in the menu bar.
2. Click Import Catalog in the header of the Catalogs
List.
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3. Choose the desired catalog from the explorer and
confirm with Open.

4. Enter a unique Catalog Id and Catalog Name for the
imported catalog and confirm with Create.

5. The imported catalog is now listed in your Catalogs
List and can be edited.
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Study Management in MyRBQM® Portal

MyRBQM® Portal helps you to manage your RBM issues
for all your studies. As a new user, you will either need to

be assigned to studies or create your own.
Create a Study

To create a new study:

1. Go to Studies in the menu bar.

2. Click either on New Study in the Studies bar or on
the StudiesList section (either option will bring you to
the Study Wizard).

e MyRBQM"® Portal O studies % Risk Management @ Settings o0 &
StudiesList Critical Processes and Data
our studies and their risks @
3 ' BE
B createnew [ ] L —=¢-1 B < —create_demo ==k B co—csvoemo ==0
QRACT  @Metrics  IMitigations = Mare QRACT  @Metrics I Mitigations == More. GRACT  @hetics  IMtigatons == More
Total Risk Score : @8 Total Risk Score : @5
[ \ ) {
: - Ko
“ "

Craate & new study by selecting 8 RACT eatslog for it

/ Active RACT: Release 11.08-2024 Actve RACT: Release 10052024
MyRE d. MyRBQM Port, i

Acrive RACT: Reli 4-07.20:

3. Enter a unique Study Name and Study Id (both are

required).
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NOTE: These symbols can’t be used in Study name
and Study ID: <, >, ,, &

4. Select a Catalog for your study.

5. Optionally select the Study Type.

NOTE: Only one catalog per study can be selected.
Catalogs must be created before they can be used

for a study or imported.

Cyntegrity offers commercially available catalogs

tailored for specific indications.
6. Confirm by clicking on Create Study.

The next step is to set up risk scores with @RACT. You are
automatically brought here after creating a study (if you
have imported RACT from other studies, please follow
instructions from the Export and Import of RACT chapter
below). However, you do not have to set up risk scores now.
There are multiple ways to leave @RACT and return later.
Clicking Go Back to Version Overview or Risk
Management — RACT in the menu bar will bring you to the
RiskManagementOverview of the study. Clicking a blue
circled arrow-up icon in the menu bar brings you back to
the StudiesList.

You can come back any time and set up the risk scores. To

complete the risk scores:

-- MyRBQM® Portal User Manual --
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1. Go to Studies in the menu bar.
2. Click RACT on your study tile.

Set Up Risk Scores

To set up risk scores for your study in @RACT:

1. Navigate through the risk categories in the
RiskManagementOverview wizard at the top of
the page, or by clicking on Next Category/Previous
Category at the bottom of the page.

2. Enter event, cause, and impact for each question
and define the values for Impact, Probability, and

Detectability of a risk (low, medium, high).

NOTE: Navigate through the questions by using the
Question Summary in the wizard mode, the Next
open question button, the Search bar, and the

Answered, Unanswered, and Disabled buttons.

3. If required, new risks to each question can be added
by clicking Add another risk and deleted by clicking

Delete this risk.

NOTE: To avoid adding risk data to the knowledge
base upon successful release of a draft, deactivate
the switch Add this Risk’s data to the Knowledge
Base (activated by default).
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NOTE: Questions can be disabled by clicking on
Disable Question. Disabling a question inactivates it
for all internal processes but does not delete it. If
needed later, a disabled question can be enabled

again by clicking on Enable Question.

4. When everything has been filled in, Release the draft
by clicking on Release Draft.

Study Overview

StudiesList in MyRBQM® Portal can be accessed in the
menu bar via Studies outside of a study context or via a

blue circled arrow-up icon inside a study.

e MyRBQM* Portal O Studies &> Risk Management 3 Settings AN )
StudiesLis
I Studies overview report I m

| Study ID and Name n 2>

!

B createNew ] == & == & =i=R

SRACT Omatis  FMtgators  More SRACT | OMetrics  FMtigatons  More SRACT | @Metrcs  F"Mitigations  ~More
Total Risk Score : @8 Total Risk Score : @5 Total Risk Score : @5

Apart from the information about the company’s studies
presented on the StudiesList page, there is a studies

overview report available for download via Studies
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overview button on top of the page. It contains detailed
information about each study, such as study status, key
dates, the use of Subject Profile, data upload, and

information about RACT, etc.

Some of the studies already have a released risk
assessment, depicted by the colorful bubble graph in the
center of a Study Overview Tile (presentation may vary
depending on the system configuration). Cyntegrity calls
this bubble graph “The Risk Flower”.

Risk Assessment
Mind Map

Study
Details

Study
Settings

[ cdemo1001 —demot oot L —H

i
&

Overview of the Risk Assessment
from the Latest Release
Explore it with the mouse
Each gray circle is a Category
Each colorful dot is a Risk

@RACT  PMetrics  # Mitigations - More

Total Risk Score : @5

The date If the last Risk
Assessment Release

Active RACT: Release 30-05-2024
M Portal licenss: valid.

M RACT Bosm 232 Subjects |

The Study Overview Tile provides a lot of information

about a running study at a glance. Besides the title of the
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study, it presents the most recent release of the risk
assessment and categorization (RAC) in the RACT tab, the
most important metrics in the Metrics tab, statistics of the
mitigation actions in the Mitigations tab, and the option

for additional actions in the ...More tab for a study.

Moreover, it depicts risk categories and risks as colorful
dots within the Risk Flowers, together with the overall
numerical risk score. The date of the latest active RAC and
the study status are shown under the Risk Flower. Besides
that, there is a tree-view risk assessment interactive
visualization. It can be accessed by clicking the Mind Map
icon next to study’s name. It shows the RACT structure,
having a study cell in the center of the map, and the
following levels coming from it: Risk Categories — Risk
Questions — Risk Statements — Mitigation Actions.
Disabled questions, accepted risks and closed mitigation
actions are colored gray. It is possible to filter the items

and download the map.
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Study Navigation

For user convenience, filtering and pagination functions are

offered in StudiesList.

@ vyrReQM*Portal Osudes RskManagement. @ Setting o e
StudiesList [ s s ns b | sy | s s rnin
o
Rt -
| Pagination | Filtering

B createNew [ ez B o TER

@RACT  @Metrics  § Mtigations = More @RACT  @Metics  § Mitigations = More SRACT  ®Metics  §Mitg -

Total Risk Score : @8 Total Risk Score : @5 Total Risk Score : @5

Filtering options:

e Study ID or Name
e Live AND/OR Non-Live Studies
e Active AND/OR Retired Studies

NOTE: Please remember that Retired Studies are

available for only 1 month after the retirement date.

Retire Study

NOTE: Live study can’t be retired.
To Retire a Study:
1. Go to StudiesList.

2. Select the Study to be retired.
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3. On the Study Overview Tile select More....
4. Select Retire Study.

5. Provide Change Rationale in a free text area in the

pop-up window.

6. Click Retire in the popup window.

I =o

SRACT  PMetrics ¥ Mitigations | == More

Retire Study

Confirm Retirement

Important:

After 30 days all the Tickets and CSM Requests, as well as the data on Metrics and KRls, will be permanently deleted for this Study.
Do you want to proceed?

Change rationale

Please enter the rationale

Concel

Retired Study can be shown if the filter is set up to show

retired studies.
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NOTE: An authorized user can see the Retired Study
Data in Read-Only mode for 1 month after study re-

tirement.

m D5_4—Demo Study_4

Investigational Product: Demo Investigational Product
Therapy Area: Trauma (Emergency. [njury, Surgery)
Study Type: |Inspecified

Study Phase: Phaze ||

Synopsis:
A double-blind, placebo-controlled, randomized multicenter study for the efficacy and safery of DEMO
medication, in the dosage forms of inravencus solution and enteric-coated tablets used in elderly patients.

Retired At: July 4th 2022, 5:42:44 am (UTC)

Unretire Study

MyRBQM® Portal users can unretire a study.
To Unretire a study:
1. Go to Filter and filter for Retired Studies.

2. Find the Study you want to unretire (it is also possible

to set the Study ID or name in the Filter).
3. On the Study Overview Tile, click Unretire.

4. Set up the filter to see Active Studies.
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Filter Studies

Study Id or Name
Id or Name
Display Live Studies?
Display both Live and non-Live Studies ~

Display Retired Studies?

Display only active Studies ~

Display only active Studies

Display only retired Studies

Display both active and retired Studies
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RACT

The RACT Overview

@ demo1001
Dashboard # Risk Management [& Monitering = Oversight [ Analysis @2 Settings

[@ Protocol Analysis

ERACT 4—  RisksManagementOverview

& Risks ‘\

#° Actions RisksOverview

RACT is an acronym for Risk Assessment Categorization

Tool.

The RiskManagementOverview contains the Study
Details, the Risk Flower of the study, information about all
released versions of the RAC, the Risks Overview of the
study, which summarizes all study risks, their events,
causes and effects, and their risk scores, and the Questions
Overview, which summarizes all risk categories and

questions defining risks for the study.

Detailed information about the risk assessment and
categorization (RAC) of a study are given in the

RiskOverview.
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The Release Overview

The latest working draft and all previously released
versions of a study are saved by MyRBQM® Portal and
can be reviewed at any time. Clicking on Working Draft
and selecting the desired version from the drop-down
menu immediately takes you to the desired version of the
study. Releases are named with “Release” followed by the
release date; the latest release and the working draft do
not have a date in their name. The latest release can also

be viewed by clicking on View Latest Release.
Compare a Working Draft to a Release

Every release version of a study can be compared to the

working draft. To compare them:

1. Click Working Draft and select the desired release
version.

2. Click Compare in the current working document.
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e MyRBQM?® Portal ® demotonn G

@ Dashboard % Risk Management &2 Monitoring €2 Oversight (3 Analysis - @ Settings

RiskManagementOverview

oy P s e

1

Working Draft

Working Draft

Total Risk Score: @ 5 [ current working dacument

Latest Release

202

B

Release May 30, 2024 June 4, 3:02:33 pm (UTQ)

Catolog

Release Apr 05, 2022 B OCE — Oncology RACT Catalog v.6.0 [Cyntegrity)

Release Mar 24, 2021 p

Release Feb 15, 2021

3

Release Feb 15, 2021 B Release Draft (& Continue Editing

Release Feb 02, 2021

Release Feb 01, 2021
B Download IQRMP Report
Release Jan 29,2021 | s i +

The current working document is extended by information
about the compared release version, including the number
of edits incorporated in the working draft since the
compared release. Detailed information about the changes
made can be viewed by scrolling down to the Risks
Overview and Questions Overview. All changes are

marked red.

History button of the elements what
& RISK_SAF_10 were different vs current RACT version _?_!
— is highlighted in red. =
Impa 21 Ve
D'a‘ the hydration of a patient is not suffident D

Score: ! 12
D8
[

P neglect of site No change example I

Impact

study effect, endangering patients, ncrease number of AES/SAES and dose delay D

It is possible to see the previous value for the
changed element hovering the mouse on the
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Enhance RACT

It is possible to edit the RACT of an already created study.

e Category Name
e Question Header and/or text
e Add a New Question

e Add a New Category

@ Current working document

Last Edited Edited By
November 25th 2021, 7:09:35 am (UTC) & Anastasia Shapovalova
Catalog

& ACME — ACME RACT Catalog (Acme Inc)

‘D Compare

Release Draft [ Continue Editing

To edit Category Name AND/OR add a New Category:

B Category: Safery| @ | [rotal Riskscorer @5

0-90-0-0—-0—-0—-0—-0—-0—-0—-0—-0—-0
Edit Category name Step 1 out of 14

Question Summary

Add a new Category | oolole=e

B Add a new Category ¥ Next open question
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To add a New Question to the Category:

Add a new Question in the bottom of the RACTool page

< Navigation

+ Next Category Release Draft

To edit existing Question in the Category:

Per the Medial Surveillance Team (MST) Chair with Medical Leader confirm what is the safety risk to the subject? | «

Edit existing Question

due 1o | swuoy pnase W wse drug for new indcaton) ,then | subecs' satery ana rignis negatwe impact may result.

Export and Import of RACT

Users can export a selected study RACT to a file and

import the file into another study.
To Export RACT:

Go to StudiesList.

Choose a study with a risk assessment.

Complete the risk assessment and release it.

Go to RACT.

Click Export This Study in the header of the

RiskManagementOverview.

A

6. Confirm by clicking Export in the dialogue box.
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You can find the exported RACT in your configured

download destination folder (browser setting).
To Import RACT:

1. Go to StudieslList.

2. Create a new study with any catalog.

3. Go to the RACT page.

4. Click Import Study in the header of the
RiskManagementOverview.

5. Choose the study that you have exported from the
explorer and confirm with Open.

6. Stay on the RisksOverview page and check if all

actions match the original study which was imported.

RiskManagementOverview

[cmormsnr [ immns ] 01 ] @vew o | gt oo

Edit an Existing Study

The working draft of a study can be edited until its release.
To edit the working draft:

e Click Edit Working Draft.

OR:
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e Click Continue Editing in the Document Information
Window, after having selected Working Draft from the

Release Overview.

All properties of the risks of the study can be changed and
completed as described in the chapter Set Up Risk Scores
and confirmed by clicking Release Draft. All changes will
then be applied in the latest release of the study. A draft
can also be released by clicking Release Draft in the

Document Information Window.

By default, the system requires a separate rationale when
disabling a question, accepting a risk, and one general
rationale when releasing a RACT Working Draft. However,
it is also possible to configure the system to require a
rationale for any saved change in a RACT Working Draft.
This can be enabled in: Company Settings — Company
Management — RACT Customization, by ticking the
checkbox Ask for a rationale for any saved change in RACT
Working Draft. All saved rationales for changes can be

tracked at any time in the Study Audit.

NOTE: Drafts can also be released without any prior

changes to the latest version.

NOTE: Every released draft of the same day will be
named with the same name. Thus, it can happen that
more than one version with the same name occurs in

the Release Overview.

-- MyRBQM® Portal User Manual --
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Critical Processes and Data

In a risk assessment, not every process and data point are
similarly important for defining a risk. Some processes and
data points are critical for elevating a risk score, while
others may be insignificant, or even detached. To conduct
successful risk management, it is important to be aware of,
define, and give these critical processes extra attention. In
MyRBQM® Portal, it is easy to manage the critical

processes and data of your studies.
Manage Critical Processes and Data

Critical Processes and Data in the MyRBQM® Portal are
presented at two levels: Company and Study. To manage
your critical processes and data on company level go to

Risk Management — Company CP&CD in the menu bar.

I Studies % Risk Management - g Settings -

i Catalogs

\‘ ©® Company CP&CD

To manage your critical processes and data on study level
navigate to the relevant study and select Risk

Management — Study CP&CD in the menu bar.
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When creating a study, critical processes and data are
automatically imported from the Company level. As a
result, company-defined critical processes and data are
available from the outset and do not need to be redefined

for each study.

To create a new critical data or process click New Process
or New Data and enter a Title and Details for each new
entry. To delete an entry, click the Trash bin icon in the
end of the row. If a data point is critical, activate the Check
Mark on the left side beside it. Don't forget to save

changes separately in each tab.

e M)IRBQ M? Portal D Studies # Risk Management ~ 7 Settings ~ % @ John Smith =

Critical Processes and Data — Company level

Configure company wide critical processes and data

Critical Processes  Critical Data

o Y on e I

-

Is Critical? Title Details
ADJ_DATA ,  adjudication data from the adjudication board p (]
BIOM P biomarker data from the lab P )
DROP_OUT 4 drop out data / withdrawals / lost to follow up p m

in- and exclusion criteria

IN_EX
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Import/Export Critical Processes and Data

Defined critical processes and data can be exported and
imported from .csv-format (Microsoft Excel Comma-

Separated Values file).

@ MyRBQM@ Porta | |D Studies # Risk Management ~ 3 Settings ~ % @ John Smith =

Critical Processes and Data — Company level

Configure company wide critical processes and data

Critical Processes  Critical Data &

B New Data

Is Critical? Title Details &5 Import from CSV

o Export to CSY

ADJ_DATA P adjudication data from the adjudication board _
%

BIOM P biomarker data from the lab ]
%

The Export and Import options are available via the

three-dot menu.
To export, select Export to CSV

To import, select Import from CSV, then choose a file that

follows the required table structure:

e .csv format with a semicolon delimiter
e Column headers must match system fields
e Mandatory fields (Label/Title) must not be empty

and must be unique (separately for CP and CD)
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The exported file can be used as a template for import.

NOTE: Imported CPs or CDs fully replace any existing

ones.

IQRMP Report

MyRBQM® Portal documents all RAC data of a study. The

latest data summary can be exported as an excel file.
Download an Excel IQRMP Report
To download a report for your study in Excel format:

1. Go to StudieslList.

2. Select the appropriate study.

3. In the RiskManagementOverview, click Download
IQRMP Report.

-- MyRBQM® Portal User Manual --
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Total Risk Score: =0

[x] Download IQRMP Report

Select "latest Release" for mitigations Actions export

Open and View Your IQRMP Report

Excel reports are structured in thematic worksheets listing
the History, Risk Assessment, Critical processes, Critical
data, KRI and QTL.

1. History Worksheet:

o IQRMP Report section: study ID and name,
an overview of the account details of the user
that downloaded the excel report and the
version humber of the downloaded report.

o Release History section: provides information
about the all previous reports version numbers,
their release dates, by whom the reports were

released and their release notes.
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2. Risk Assessment Worksheet: detailed information
about the RACT version, implemented risk
categories, questions, risk assessment guidelines,
their risk score, from which the overall risk level is
calculated and full information about each mitigation
action created.

3. Critical processes Worksheet: summarizes all
applied critical processes of the study with their
names and descriptions.

4. Critical data Worksheet: information about the
calculated critical data of the study, their labels and
descriptions.

5. KRI and QTL Worksheet: the list of all the KRI their
ID, the brief description of how it is calculated, an
associated risk (if any), the actual thresholds
(medium, high) for each level (site, study, etc.) along
with the mitigation IDs and review timelines

associated with KRI.

AI-Enhanced Protocol Analysis Tool

© Copyright Cyntegrity Germany GmbH.

The Protocol Analysis Tool is an Al-driven solution
designed to enhance the quality and efficiency of clinical
trials by automating key aspects of protocol evaluation and

early risk detection.

The tool operates in three intelligent steps, where the output

of each step serves as the input for the next. This
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streamlined automation reduces manual effort, improves
risk management, enhances compliance, and ultimately

supports patient safety and data integrity.

Al-Enhanced Protocol Analysis Tool

Leveraging the power of Al, the Protocol Analysis Tool streamlines the extraction and analysis of critical information from a study protocol. This
automation minimizes manual effort, enhances risk management in clinical trials, delivers more precise risk assessments, strengthens compliance, and

ultimately ensures patient safety and data integrity.

STEP 1

Protocol Complexity Assessment

Overly complex protocols can increase

costs, extend timelines, and burden

investigators and participants, potentially
leading to higher dropout rates and lower

data quality. Minimizing unnecessary
complexity ensures the trial remains

efficient, ethical, and focused on its primary

objectives, enabling faster and more
reliable results while maintaining
participant safety and compliance.

Assess Protocol Complexity

WINIMIZE UNN@
PROTOCO, Coy, C‘Q,&
%,
STEP 2 STEP 3 %
Al-Enhanced Critical to Quality Al-Enhanced Risk Assessment ‘%q
P £
Factors Identification Streamline the risk assessment process, & =
Automate the identification of Critical to enabling more efficient decision-making 5= QUALITY
Quality (CtQ) factors crucial to the success and ensuring compliance with REQM == BY DESIGN
of clinical trials. Using Al, the system standards, Using Al, the system analyzes w S
analyzes the uploaded study protocol the uploaded study protocol, user-provided = %
alongside company-specific CtQ factors to risk statements, and questions for g Y& ~ &
generate study-specific critical processes discussion to generate a tailored risk ")"3\,, F é"
and data assessment specific to the trial, identifying @ \?‘6 v¢
potential risks. VAP
LENNN
QUM

Generate CTQ Generate Risk Assessment

© Copyright Cyntegrity Germany GmbH.

To use the Protocol Analysis Tool, it must first be enabled

in your Company Settings by your Administrator (This
functionality is disabled in MyRBQM by default).

To enable the Protocol Analysis Tool for those users assigned
the privilege navigate to Company Management —
Manage AI functionality and check the box labeled Use

Protocol Analysis Tool (see below).
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0 N'ly'RBQhA"5 Portal O studies & Risk Management 1 % @
- =k
ConfigurationHub
Configure your studies and your sers in this convenient centrl hub Company Audit
onfigure your studies and your users in this convenier 2l hut
Study Wizard
Latest Logs
» Overview
Company Management Create New Company
:
¥ User Management ‘Cumpany profile management v
¥ Study Access
> Roles i Company access management ~
Bapi specification v
] Manage Al functionality ~

Use "Ask Al" for Risk Mitigation Actions

() Use Pratocol Analysis Teol | 4

Carefully read and accept the terms of use before enabling

the Protocol Analysis Tool. Once the Protocol Analysis Tool
has been enabled, navigate to the study for which you want
to create or enhance the Risk Assessment. Click on the
Risk Management menu drop-down item: Protocol

Analysis, as below.

@ vyrReQM Portal ® demotoot -
@ Dashboard 1ﬁMomtﬂring' DBOversight~  [BAnalysis= (8} Settings ~
Al-Enhanced Protocol Analysis Tocl 2
B racT
& Risks

T Actions
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AI-Enhanced Critical to Quality Factors

Identification

Identification of Critical to Quality (CtQ) factors is crucial to
the success of clinical trials. Generating CtQ with the help of
Al is meant to minimize unnecessary complexity, ensure
that the trial remains efficient, ethical, and focused on its
primary objectives, and enable faster and more reliable

results while maintaining participant safety and compliance.

Navigate to the Protocol Analysis Tool and click Generate
CtQ. To identify study-specific Critical to Quality (CtQ)
factors, upload your Study Protocol in .docx or native
(machine-readable) .pdf format and choose a set of

example CP&CD to support identification between:

e Company CP&CD from MyRBQM (recommended if
available)

e Predefined examples provided by the Cyntegrity team

Once the request is processed (usually within a few
minutes), the requestor will receive and email with a link to

the generated Critical to Quality Factors Report.

The generated Critical to Quality Factors Report contains a
list of Critical Processes and a list of Critical Data. Edit the
Title and Detail fields or delete entries (by clicking on its

Trash Can icon) as appropriate.

From here you can:

-- MyRBQM® Portal User Manual --
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Download the finalized CP&CD
2. Insert in MyRBQM Study CP&CD by clicking Insert in
Study CP&CD (Newly inserted CP&CD will be added
to existing ones).
3. Download:
a. The original Protocol file
b. The recognized protocol text
c. The Log file(s)

Start a new request by clicking New Request. The CtQ

generation process will start from the beginning.

Previously generated (unedited) results are accessible any

time via the original email link.

e MyRBQM?® Portal @ AN O]

) Dashboard % Risk Management ~ l& Monitoring ~ B Oversight ~ [ Analysis - 3 Settings ~

Al-Enhanced Critical to Quality Factors [ & New Request \

Submitted protocol: .*_pr:)tu(ulf & Download recognized protocol text
Critical Processes 2 Log file
Title Details
AE collection and reporting The AE collection and reporting process in clinical trials involves systematic identification and p 0]
Actinic Keratosis Severity Index (AKASI) Assessme Use of standardized measures to assess the severity and extent of actinic keratosis. . W
Data Entry The data entry process involves systematically recording collected data into a database or p W
Critical Data & Log file
Title Details
AE data in eCRF Critical AE data in an electronic Case Report Form (eCRF) includes detailed information such as o

the nature, severity, onset, and resolution dates, relationship to study drug, and actions taken, P
Adverse Event Monitoring Documentation and assessment of any adverse events and serious adverse events throughout P i

Adverse Events Documentation of all adverse events occurring during the study for subject safety monitoring. P ]
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AI-Enhanced Risk Assessment Generation

AI-Enhanced Risk Assessment Generation allows to
streamline the risk assessment process, enabling more
efficient decision-making and ensuring compliance with
RBQM standards.

To generate Risk Assessment with the help of Al navigate
to the Protocol Analysis Tool and click Generate Risk
Assessment. There upload your Study Protocol in

.docx or native (machine-readable) .pdf format.

Similarly to generating CtQ, once the request is processed
(usually within a few minutes), the requestor will receive

and email with a link to the generated Risk Assessment.

The generated Risk Assessment contains a list of Risk
Statements in the "if-due to-then" format. Each Risk
Statement has an associated Risk Question and an
allocated Risk Category from the TransCelerate Categories
List.

You can edit the Risks by:

e Selecting a Risk Category from the drop-down list
e Editing the Risk Question

e Editing the Risk Statement

e Deleting the Risk entirely

When all edits have been made, insert the Risk Assessment
into RACT by clicking Insert in RACT. (The newly
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identified risks, risk questions and risk categories will be

added to the existing ones in your RACT).
To download:

e The uploaded Protocol file, click Download
[Protocol name].

e The recognized protocol text, click Download
Recognized Protocol text.

e The Log file(s), click Download Log file.

To start a new request, click New Request. The Risk
Assessment generation process will start from the

beginning.

Unedited results of any previous request can be accessed

using the link in the email.

@ vyrRBOM Portal ® . A e
@ Dashboard 5P Risk Management= |2 Monitoring= B Oversight = (B Analysis = 3 Settings -

Al-Enhanced Risk Assessment

Submitted protocok: &k Protocolpd! sk Download recognized protocol text

& Log file
Category Risk Question Risk Statement
communication v What strategies can be implemented to overcome ¥ adverse eventreparting s~ 99¢ ™ | communication barriers then  delayed regulatory action  M2Y Fesult
communication barriers and ensure timely adverse event delayed p between sites and the and compromised patient 1)
? ral ;
reporting y central team y safety .
data collection procedures v How can patient compliance with study medication be L due to op o then
ssessed 1o ensure accurate data collection a ]
and study validity? y inadequately assessed conclusions .
data collection procedures ~ How can standardized procedures be established to I site data entry is duete  pay of standardized then  jnaccurate trial data and may result
re consistent site data entry and maintain study inconsistent y procedures y impaired study integrity ]
i ?
ntegrity y
geography v s be adapted to overcome ! then oo may result
v trial oversight and data ac ]
p compromised .
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Risk Assessment & Mitigation Actions

Risk Assessment and Mitigation Actions -

Explanation

The MyRBQM® Portal contains the integrated risk
assessment tool RACT+, which is based on TransCelerate’s

Risk Assessment and Categorization Tool (RACT).

Team members involved in risk identification should, above

all, focus on the identification of risk threats:

. human subject safety
. human subject rights
o critical study processes and
o critical data of the pertinent clinical study
. risks to:
o quality requirements
o scope
o schedule
o budget
o team
o deliverables
o outcome and
o IT systems (e. g., communication tools, electronic

files, data capture systems)
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TransCelerate Biopharma Inc.!, a non-profit organization
comprising the world’s leading biopharmaceutical
companies, has created an RBM Knowledge Center freely
available online. This Knowledge Center includes RACT
used mainly for risk identification and evaluation based on

the failure mode and effects analysis (FMEA) method!.

Although RACT is a sufficient tool for systematically
reviewing all clinical study critical aspects for risk
evaluation and identification, it has clear drawbacks''. Risk
levels are assessed with high subjectivity and in
disagreement with other study team members’
evaluations. This generates a bias in the risk prioritization

process.

Cyntegrity found the need for a consensus of risk level
assignments that RACT was not covering. Thus, Cyntegrity
developed RACT+ based on an enhanced version of RACT,
featuring objective definitions for low, medium and
high-risk levels for each risk concerning three risk

attributes:

e The severity of risk impact (I)
e The probability of risk occurrence (P), and
e Risk detectability (D).

RACT+ is a list of questions that facilitate the identification
and the qualitative assessment of clinical trial risks,
organized in 13 to 15 risk categories (as per
TransCelerate’s RACT):
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e Safety

e Study Phase

e Study Complexity

e Subject Population

e Technology

e Data Collection Procedures
e Study Endpoints

e Organizational Experience
e Imp

e Imp Supply Chain

e Blinding

e Operational Complexity

e Geography.

RACT+ enables the study team to identify risks and to
evaluate the severity of risk impact (I), the probability of
occurrence (P) and detectability (D) by assigning a score
(from 1 to 3, higher scores meaning higher risk) to each of
these three attributes. I, P and D scores are multiplied to
obtain a single score for each risk, the so-called “Risk
Priority Number” (RPN).

Impact m Risk Score
Probability m O 6
Detecta bHity (1x2x3)
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The assigned risk scores allow for single and grouped risk
prioritization and the calculation of a total risk score for

each clinical study.

RACT+ checks the severity of the risk outcomes, risk
occurrence likelihood and the ability to detect the risk
timely, following a system more in accordance to the failure
mode, effects and criticality analysis (FMECA) method. In
comparison with TransCelerate’s RACT, RACT+ will be able
to inform whether a high-risk level is due to the severity of
the risk impact, to a high probability of occurrence or to a
combination of both (I and P). This is an extremely relevant
assessment that will be documented in @RACT+ for each
risk. Additionally, the complementary risk detectability
scores enable an evaluation of the feasibility to respond

timely to risks.

Edit the Risk Assessment

1. When you choose the option Edit Working Draft in
the RiskManagementOverview, you will be taken
to the edit mode of the risk evaluation and
identification.

2. The first object that meets your eye is the summary
of already finished risk assessments. It shows the

categories, the evaluated properties of risks (Impact,
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Probability,

number.

Detectability) and the risk priority

@ Blinding— @
Step 1 out of 2

Cuestion Summary

To identify a risk in MyRBQM® Portal you can find the
questions from TransCelerate’s RACT, which act as a
guide for risk identification. The risk itself is identified

with three elements - event, cause, and impact:

Shomethe questions that re
E 3 Answered -m >

Chose question with what
£ 2 status to be shown
Suggested questions what

can be used

Impact

Pronabwhr,“

Detectability

Thisisa| Plesseselectanoptio v [risk Mo

& Dissble Question

Associate another Crtical Process with this Risc =

@6

Evaluate Risk properties by
clicking on their levels

Enter "Event", "Cause", "ImpacL\
‘ ,then| Test

ea s associated with this Risk

ritical Data with this Risk =

may result.

Add another Risk in the
context of this Category

8 Add another Risk

w Save all Risks in this Question
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4. After filling in a risk, its properties can be assessed:

_ Probability, Impact, and Detectability. The Risk Score
There are different

ways to calculate (Risk Priority Number) is automatically calculated.

the risk score, 5.When done with all questions within one category,
however, the most
common one (best
practice) is to ] o ] ]
multiply all given Associate the Identified Risks with
properties: *impact
* probability

* detectability

move to the next one, until the assessment is finished.

Mitigation Actions

1. Go to Risk Management — Risks from the menu

bar.

2. Now you can see the risks that you identified and
evaluated previously from the latest release.

3. Create mitigation actions for them by clicking Create
Mitigation. Mitigation actions must reduce the

probability, improve detectability, or reduce impact.

[#usc o3 [ oestione] @i
Impact: @3
Risk Assessment Score: @6  Probability: O1
Detectability:@ 2

Associated Risk Indicator Likelihood of this Risk (in %) if this KRI fires?

What is the likelihood that this Risk is present and this is not detected by any of the associated KRIs? % @

B Save Changes to Associated Risk Indicators
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4. Click Ask AI to get an AI-generated mitigation

[ scus s [eine]ocs

action text suggestion. Enable this functionality in

Company or Study settings to be able to use it.

Risk Assessment Score: @6 P

Risk name assigned
automatically

The evaluated risk score and /

risk properties

Associated Risk Indicator Likelihood of this Risk (in %) if this KRl fires?
What is the likelihood that this Risk is present and this is not detected by any of the associated KRIs? 0% @
B save Changes to Assodiated Risk Indicators
#" Mitigations s

#" New Risk Mitigation

Here you can choose how frequent |
you need to review the mitigation feciss

CRAs - Every v 4 weeks v
pesociated i ndicators
Select Some Options
Funcrional pans | Enter here your mitigation goals
Select Some Options
e
Enter here your study plans | Enter here the mitigation actions you have planned |
4 #~

Ask Al to generate mitigation actions H 2 neka C]

NOTE: When a Review Setting Once at [Vital Timeline
date] is selected, the system will prompt you to choose
the Vital Timeline event for reviewing the progress of your
action goals. If the selected Vital Timeline date is not
defined in the study protocol, the system will immediately
notify you. In this case, neither push notifications nor
emails will be sent to remind the user to review the
progress of the mitigation goals. The same happens if the

selected event date is removed from the Vital Timeline.

5. Click Save when ready.
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6. If required, add additional mitigation actions for the
same risk by moving the mouse to the plus sign (+)
and clicking Add:

" Mitigations A El

Actions List - Manage Risk Mitigation Actions

Risk mitigation actions are listed in the actions list, along
with ticket actions (see Actions List - Manage Ticket Actions

section).

1. Go to Risk Management — Actions from the menu
bar.

2. Investigate the table of available actions. All created
risk mitigation actions are listed, together with ticket
actions. Risk mitigations are indicated with a special
icon and the MA_X, e.g. TMA791

o To enter the Mitigation Details page, click the
corresponding Id.

o To enter the RiskOverview page, click the
Parent Id and you will be auto-scrolled to the
corresponding risk.

3. Managing (e.g. edit, activate, review, close) risk
mitigation actions can be done via the RiskOverview

and the Mitigation Details pages.
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Risk Assessment & Key Risk Indicators

Risks that are not accepted should be controlled. The
MyRBQM® Portal allows users to manage risks using
Risk Indicators (RIs), which can be associated with a

specific risk.
To associate RIs with a Risk:

1. Identify which RIs can help indicate that the risk
may occur.

2. Set up the system:
a. Go to Risk Management — Risks Tab.
b. Find the Risk and click Add an Associated Risk

Indicator.

Impact: @3

Risk Assessment Score: O3 Probability: O'1
o T o Detectability: O'1

If the investigational broduct is not disbensed or not taken according to the protocol by a
high number of patients due to various reasons, then a lack of efficacy may result.

Associated Risk Indicators

Associated Risk Indicator Likelihood of this Risk (in %) if this KRI fires?’

What is the likelihood that this Risk is present and this is not detected by any of the associated KRIs? % @

Save Changes to Associated Risk Indicators

(00 18

1 Mitigations

c. In the drop-down list select a RI, then click Save.
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Select Risk Indicators

Please select the risk indicators that you want to associate to this risk

RI_25 - High Percent of Missing Fields

%RI_1 - High Percent of Screening Failures

¥ RI_8 - High Rate of SAE

% RI_18 - High Number of AEs of Special Interest
&RI_9 - Low Rate of SAE

¥RI_13 - High Number of Missing Liver Parameters
%RI_11 - High Ratio of Manual Queries

5B 7 _1|owRare of AE

¥ RI_21 - High Number of Incorrect Dosing Cases -

d. By default, the likelihood of the RI fire together
with the Risk is 100% but it is not always true, so

you need to adjust it.

Risk Assessment Score: O3

Likelihood of this Risk (in %) if this KRI fires?

Associated Risk Indicator

#RI21-High

100% [

What s the lik is Is not detected by any of the associated KRis?

Click! Ty T —

« High likelihood (close to 100%): If this KRI

fires, it is very probable that the Risk is also

present. A KRI is strongly correlated with the
Risk.

« Medium likelihood (around 50%): If this KRI
fires, the Risk might be present, but other

causes are also possible.
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« Low likelihood (close to 0%): If this KRI fires,
it does not strongly indicate that the Risk is

present.

Option 1: Move a slicer.

Option 2: Type likelihood %

E3Add an Assodated * .k Indicator

Delete RI from "Associated Risk
Indicators" list

Likelihood of this Rigll(in %) if this KRI fires?

0% @

@ Save Changes to Associated Risk Indicators Discard changes

Do not forget to save changes

In addition, you also need to define the opposite
case: What is the likelihood that this Risk is
presented, and this is not detected by any of the
associated KRI? This captures the possibility that the
Risk occurs without being detected by the KRIs:

e High likelihood (close to 100%): The Risk is
largely independent of the defined KRIs, so it
may often occur without them being triggered.

e Medium likelihood (around 50%): The Risk is
somewhat tied to KRIs, but there are still
considerable external factors that may cause it
without any indicator firing.

e Low likelihood (close to 0%): The Risk is almost
always linked to at least one KRI, so if no KRI

fires, it is very unlikely the Risk occurs.
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Option 1: Move a slicer. Option 2: Type likelihood %

What is the likelihood that this Risk is present and this is not detected by any of the associated KRIs?

@ 5ave Changes to Assodated Ris indicators

Do not forget to save changes Discard changes

— Tip: Look at the Detectability score of the Risk. If
the Risk is easy to detect (Detectability = 1), then the
likelihood of “Risk without KRI"” should be low.

Impact: @3

If the investigational oroduct is not disoensed or not taken according to the protocol by a Risk Assessment Score: O3 _ Probability: O1
high number of patients due to various reasons, then a lack of efficacy may result. Detectability: O 1

Associated Risk Indicator Likelihood of this Risk (in %) if thi
#RI_21 - High Number of Incorrect Dosing Cases

Whatis the likelihood that this Risk is present and this is not detected by any of the associated KRis?

(@ Save Changes to Associated Risk Indicators

Note: the percentages for different KRIs do not have to
add up to 100%.

The likelihood for a KRI firing and the likelihood for the
Risk occurring without any KRIs firing cannot both be high

or both low — they should reflect a realistic balance.
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Centralized Statistical Monitoring (CSM)

 WHAT is it?

CSM - a statistical
approach to central
monitoring of
clinical trials.

It includes a large
number of
statistical tests
performed on all
variables collected
in the database.
Entities that differ
from the pool of
all other entities
can be objectively
identified.
->Outliers can be
identified that
would not be
detectable by other
methods.

HOW does it
work?

Multiple statistical
tests generate a
high-dimensional
matrix of p-values.
Analysis by
complex statistical
methods enables
identification of
extreme entities.
(outliers).

© Copyright Cyntegrity Germany GmbH.

About CSM

Centralized Statistical
with

Monitoring combines Centralized

Monitoring Statistical Monitoring. Centralized
monitoring is when site data is evaluated for risks in real
time from a single off-site location, rather than reviewing
risks directly on site at each investigative site. Statistical
Monitoring is the complex statistical algorithms
recommended by TransCelerate to discover data outliers

and anomalies.
Create a CSM request

1. Select a study and enter the CSM page. It can be
accessible from the main navigational menu by

clicking Analysis — CSM.

@ MyRBQM® Portal

@ Dashboard

(1) demot001 - o @

4 Risk Management 2 Monitering &} Oversight B Analysis 1 Settings

B T . - B csm
Centralized StatisticalMonitoring

Exploratory statisti B2 Data Sources

B Reports

2. Click +New CSM Request button on the right top

of the page.
@t |
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Individual test

sets are used for

different entity
levels.

Most common
CSM tests in the
literature are
Multivariate
Outliers /
Bivariate
Outliers (identify
differences
between entities)
Digit Preference
(identifies data
fraud, mis-
calibrated
equipment,
subjective
measurements)

© Copyright Cyntegrity Germany GmbH.
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3. Enter a Name for the CSM request. Click Save and

Go to Next Step.

4. Choose from where you want to get data for the

Request:

A. From the file: Select Data File and upload
the .csv file (max limit 512 MB) with all the
data and click Upload and Go to Next Step.

B. Study Data: You will see 2 options:

o Select the latest value (latest Value
means that the CSM Request will use for
calculation the data points what have the
latest day and (if available) time stamps in
the latest uploaded Study Data Set. It
means that if there are several records in
the latest Study Data Set for the selected
Data Item the last one will be taken for the
CSM Request calculation.)

o Select Study Day/Range (concept is

explained below)

C. Once you have selected one of the options

above, click Save & Go to Next Step.

5. Create the number of columns needed for the

Request that you plan to run.

A. Assign a Column Title, Level (Study, Country,

Site etc.), Data Item (from drop-down list),
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Field (Value or other parameters depending on
selected Data item), Counting Number (if
several measurements/records were made for
the Data item type, choose one (for example
1,2,5). If there was just one

measurement/record, type 1).
B. Click Save.

C. To set up another column(s), click Add a New
Column. When all needed columns are

created, click Save & Go to Next Step.

6. Select an algorithm option from the drop-down menu

of the Algorithm selection and click the + sign.

Choose algerithm and
press "+"

Algorithms Selection

[ Correlation matrix

Correlation matrix

Digit preference: Benford's law

Digit preference: check for uniformity
Digit preference: within-study comparison
Histogram of all numeric values

IQR method with box plot

Scatter plot

7. Select the drop-down menu in the Label column

(optional) and choose any one column.
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This function is available for IQR box plots and
scatterplots. Select either a single column or to make the
selection from the range of columns, i.e., select the range

and click + every time to complete the selection.
8. C(Click Save Changes and Send Request.

NOTE: If Study Data is selected as Data Source. The
Data item drop-down list will be formed based on the
latest data set loaded in the system.

Data items what are also used as metrics calculated in
MyRBQM (metric, KRI, QTL, PI etc.) have reference

information in the drop-down list.

New column

Column
study
Maximum length is 255 characters

Lewvel

Csmintermedi
DelayCasesin — » o
DelaylnSAERe Ad'-;'E"SEE'.-'EFItSP"EdIJIOH [ p]_2 ]
| Dropouts ["M T27
DropoutsWithdrawalBySubject ["M 14"]
OunlicateBe \ R A4

EnrolledPatien "
EnrollmentPl3 .
EyNmaww® EnrolledPatients ["M 2","PI_1"]
EntityDisplay
EntityMame
P o e e Perisit ["RI 10"]
HighMumberi.
HighNumberFdg
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Study Day/Range

In clinical studies, subject enrollment takes some time,
usually months. This means that one Subject can be at
the end of his/her treatment protocol while others are in
the beginning or in the middle of theirs, which means that
it might not be correct to analyze their vital signs or any

other parameters for a specific date.

For example, in the case of an oncology study with very
high probability, the Subject who has just finished chemo-
therapy had lost a lot of weight, and if we compare his/her
weight with other Subjects who have just started their
treatment, the first Subject might be considered as an out-
lier (due to the significant weight difference), but it is not
correct.

wov | lwioec

Subject 1
il - N
Measurements/day
Ot fem
1 M X X X
m2 X X
Data lom
2

M3 X
Subject K
el T ) N
Measurementsiday

Data hem
1 M1 X x X
M2

Data ftem
2
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To solve this problem for a retrospective analysis, we need
a unified time parameter that will allow us to compare
Subjects who entered the Study at different times. This uni-

fied time parameter is named “Study Day”.

The date on which a Subject first appeared in the
Study Data Set is considered the “"Study Day 1”.

So, we take Subject 1 and assign Study days for him/her:
Sept 1st = Study Day 1
Sept 2nd = Study Day 2, etc.

And we do the same for all Subjects
Subject K:

Nov 4th = Study Day 1

Nov 5th = Study Day 2, etc.

Subject 1
] o e N N
Measurements/day
Dats ltem
1 X X X

Mz X x

Data ltem
2 (] X X

Mz X
M3 X

Subject ...
= e N O I
Measurements/day
Data ltsm
1 X X X
M2 X X

Data ltem
2 M1 x X

M3 X

Msasursments/day
X X X

Data liem
1

M1
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In this case, if we select the same Study Day for all Sub-
ject, we will compare Data item values properly
(i.e., weight will be compared for 5th Study Day for all Sub-
jects) and probability of statistical errors that can be
caused by different enrollment days will be significantly

lower.

It is also possible to select not only a single Study Day but
Study Day Range. For example, Study Day 1 to Study
Day 10.

Please note that Cyntegrity doesn't recommend se-

lecting a long Study Day Range.

NOTE: For other levels (Site, Country, Study) the first
Study Day will be calculated as the first date when
an entity (for example Site N1) at the selected level
(Site) appeared in the Study Data Set.
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Counting Number

It is possible the Data Item was measured several times

during a Study Day (for example, Heart Rate).

Values of these measurements might be very different (for
example before and after injection). In this case, if a user
makes a CSM Request for all measurements that were
made during the Study Day it may cause statistical errors

and incorrect conclusions.

To allow users to analyze concrete measurements, the

Counting Number parameter was added.

Imagine that, following the protocol, there were 5

measurements of Heart Rate made.

The 1st, 2nd and 3d measurements were made before and

between injections of an Investigational Product while the
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2nd and 4th measurements were made just after the
injection, and it is expected that IP should affect the Heart

Rate significantly.

This means that statistical analysis for measurements 1,2,3
and 2,4 should be made separately or used as separate
Data Items (i.e., presented in separate columns) in the
CSM Request.

NOTE: If the Study Day/Range Option was selected,

the Counting number field can't be empty.
Explore CSM Results

You will receive an email from the MyRBQM® Portal when
your given task is completed, saying “Your CSM request
was finished!”. Open the mail and click the link, or you
can periodically refresh the CSM tab to see the report

progress.

1. Once the CSM Request is opened, the Algorithm
Details section will appear blue. A small “spike”

symbol indicates a “short cut” view of the result page.

75 of 236

© Copyright Cyntegrity Germany GmbH. -- MyRBQM® Portal User Manual --



@Cynfegr‘if){ Platform Version 9.3.2
' 2026

2. Alternatively, you can click the CSM algorithm you had
chosen to expand the Algorithm Details section. Click
View Results. The CSM results page will open.

3. Explore the results:

Algorithms Results

IQR Box Plot For IQR algorithm the Portal shows the boxplot charts
and details table for each selected column. On the
plot you can find a collection of inliers, outliers, and
a predicted mean (line). The box plot labels outliers
and inliers.

A label column can be selected as an option for the
IQR algorithm.

It must contain the following: The details in the table
are the four quartiles and the median value.

Q1
Q2
Median
Q3
Q4

Amount

Amount is calculated as the total number of inliers
and outliers added to the number of filtered out
inliers and outliers.

Correlation For the Correlation Matrix algorithm, you can find a

Matrix heatmap of the selected columns’ data correlation.
For demonstration purposes, a crosshair appears
when hovering over this image with a mouse.

There are ellipses in cells of a matrix (unless number
of selected variables is 50 or more, in that case there
are just colored cells). The greater the value of the
correlation, the more oblong the ellipsis.
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Positive correlations are displayed in blue and
negative correlations in red color. Color intensity is
proportional to the correlation value.

Histogram of All For the Histogram Algorithm, a histogram chart and

Numeric Values Details table for each selected column are shown. The
details in the table are: Minimum (Min), Maximum
(Max), Range, Mean, Median, 3rd Quartile (3rd Qu.),
1st Quartile (1st Qu.), Total Number, Variance,
Standard Deviation (Std. Dev.), and the Number of
Missing Values (Missing).

Similar to the IQR algorithm, each chart in the
histogram should be labeled with the name of the
column to which it correlates.

The charts on the CSM Results page must show an
additional graph: a black spline displaying the kernel
density estimate overlaid on top of the histogram
columns. An additional Y-axis for its values will be
shown on the right side of the chart.

A tool-tip for this chart should display both the count
(based on the bin being hovered over) and the
density estimate (based either on a specific point of
the spline being hovered over, or, if the user is
hovering over a histogram column, based on the
spline point that is closest to the middle-point of the
column/bin). It must also show the current bin as a
range of values and, if the user is hovering over a
specific point on the density graph, it will show the
specific value (i.e., the value on the X-axis).

Scatterplot You see a Raster Plot which is a two-dimensional data
visualization that uses dots to represent the values
obtained for two different variables - one plotted
along the x-axis, and the other plotted along the y-
axis.

Also, you will see:
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A linear regression line reflecting dependency
between variables

A kernel density estimate curve reflecting density
of points for each axis

Colored ticks near coordinate axes reflecting
density of points for every label

A list of outlier points under the plot.

(For many variables selected), you see a table with
a list of all the possible variables, from which you
can click and select a scatter plot for the specific
chosen combination. Below the table you will find
the scatter plot and there should a folded table with
outliers for that pair of variables under the scatter
plot (if any).

Digit Preference Depending on what label field is specified by a user,

- within study the algorithm is able to compare leading or trailing

comparison digits between user-defined groups in a clinical trial,
e.g., for sites or for randomization arms (for checking
whether randomization is correct).The algorithm
calculates a contingency table for the frequency
distribution of digits of interest (either 1 or 2 leading
or trailing digits). That table is defined as follows.
Every column contains 2 values:

1) A count of occurrences of every digit (or sequence
of digits) for a label value (e.g., if labels are site IDs,
it is a count for a specific site),

2) A count of that digit (sequence) for all other values
of label (if labels are site IDs, it is a count for all other
sites, except for the site we are looking at).

Calculates standardized mid-rank scores for columns
of the table.

Performs Cochran-Mantel-Haenszel Row Mean
Scores Differ test, which effectively compares rows
of the contingency table between each other using
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Chi-squared test, which is calculated from
standardized mid-rank scores.

Considering all tests that are executed in a scope of
a CSM Request, whether for trailing or leading digits
are parts of a single experiment, it's needed to
perform adjustment for multiple comparisons. It is
done by using the Benjamini-Yekutieli method for
control of the false discovery rate. Adjusted p-values
are calculated using that method.

Scores are calculated from the p-values using the
formula -log10(p-value), which provides values that
have a more convenient and useful scale than the p-
values, themselves. Scores are highlighted in a
report if a p-value is lower than a user-defined
significance level, which means that the data is
suspicious, and the case should be investigated. If
the number of observations is small (50 or less), a
cell is highlighted with a lighter color.

If the number of highlighted cells is too big, then the
highlights are additionally filtered by finding outliers
of the distribution of test results and highlighting
them only.

In the report, the user can also examine the
distribution of digits in data and, for any digit, find
out the difference (in percent) between actual and
expected counts (the expected counts are taken from
the distribution of digits for all other label values).

Digit Preference The algorithm is able to detect fraud by checking that

- Benford’s Law the first significant digit (FSD) frequency distribution
complies with Benford's Law, which is true for many
clinical data variables. The first thing needed to apply
this algorithm is learning whether a variable of
interest follows the law in general.

The algorithm will leave a warning in the warnings list
if some of the properties of data complying with
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Benford's Law are not observed. When deciding on
whether to use the algorithm, consider the origin of
the data:

e Data should have values covering several
orders of magnitude (this is also checked by the
algorithm).

e Data which is distributed normally typically
does not follow Benford’s Law.

e The law is usually followed for numbers that
result from a mathematical combination of
numbers, first of all multiplicative.

e The law is not followed for numbers assigned
sequentially; numeric distributions constrained
by some threshold, so that threshold heavily
affects histogram of data; numbers distributed
very unevenly across their range.

The algorithm:

1. Finds frequencies of values of one or two
leading digits in data.

2. Finds second-order frequencies of two leading
digits. For that, it first removes duplicates from
the set of numbers, sorts them in ascending
order and finds differences of numbers
neighboring in a sequence. Then it runs a test
on a sequence of differences.

3. Compares these frequencies with the
expectation of following Benford’s Law. The
algorithm performs different statistical tests to
compare FSD distribution with Benford's Law.
In every case, a statistical test is selected
based on the number of analyzed rows,
whether in the whole dataset if Label column is
not selected, or in a group otherwise (that is
especially important if some of the groups are
small), every test is the most sensitive and
unbiased in its range.

4. Achieves the best results on big datasets (500
rows or more). For them, the Excess MAD test
is used, which answers the question of how
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similar the actual distribution is to the expected
distribution, so the result of it is an effect size
statistic. This result is compared with marginal
conformity and nonconformity thresholds for
MAD specified in [3] but is also corrected for
the size of the sample using the method from
[4]. Effect size is useful because besides
Benford sets of numbers, which follow
Benford’s Law with high confidence, there are
almost Benford sets, and certain effect size can
be observed for certain data. Even if the
threshold is not crossed, issues can be found by
comparing an effect size with an expectation
found from a similar but proven for correctness
set of data.

For a small dataset size, it is difficult to detect effect
size precisely. Other 2 tests produce p-value and
answer a different question, which is whether a
distribution follows Benford’s Law with a given
significance level.

p-values produced by statistical tests are adjusted for
multiple comparisons by the Benjamini-Yekutieli
method and are compared with the significance level
specified by a user. Very small dataset size tests are
even less powerful. For that reason, p-value
correction for G-test and d* test is performed
separately. This increases the probability of a single
error but helps to preserve statistical power.

Scores are calculated from the p-values using the
formula -log10(p-value), which provides values that
have a more convenient and useful scale than the p-
values themselves. Scores are highlighted in a report
if a p-value is lower than a user-defined significance
level, which means that the data is suspicious, and
the case should be investigated. If the number of
observations is small (50 or less), a cell is highlighted
with a lighter color.
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In the report, the user can also examine the
distribution of digits in data and find out for any digit
the difference (in percent) between actual and
expected counts (the expected counts are taken from
the distribution of digits for all other label values).

An effective number of numbers processed by the
algorithm is affected by NA values in data and
specifically for the second-order test also by
duplicated numbers. So, regarding the second-order
test, if there is a big number of duplicates in data,
then that test is not very useful.

Digit Preference The algorithm detects data collection errors and fraud

- Check for by checking that the trailing digits frequency

Uniformity distribution is uniform. The following should be
considered whether a set of data is eligible for that
test.

Many clinical variables allow expecting that their
trailing digits are distributed uniformly, which means
the probability of occurrence of all digits is equal. But
we need to be careful: for some measurements, it is
not the case, and it is sometimes not yet known why.

On the other hand, if the leading digits follow
Benford’s Law, and data consists of numbers with
more than 3 digits, then it can be expected that
trailing digits have Uniform Distribution because that
is specified by Benford’s Law for higher decimal
places. You can look at the manual page for Digit
Preference: Benford's Law to learn more about the
applicability of Benford's Law.

Most common use case of the test is data given with
a specific precision (number of decimal places after
the decimal separator).

Though if rounding of numbers is abnormal, that will
also be found by the test.
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The last two-digit test is generally run on data tables
where we are looking for signs of number invention.,
so this test shouldn’t be run on data for which last
digits are normally affected by some psychological
thresholds or rounding.

The algorithm:

Finds frequencies of values of one or two trailing
digits in data.

e Compares these frequencies with the
expectation of Uniform Distribution.

e p-values produced by statistical tests are
adjusted for multiple comparisons by the
Benjamini-Yekutieli method and compared with
the significance level specified by a user. For a
very small dataset size, tests are less powerful.
For that reason, p-value correction for G-test
and KS test is performed separately, to
increase the probability of a single error, but
help to preserve statistical power.

e Scores -logl0(p-value) are calculated, which
are in a more convenient scale than p-value
itself. Scores are highlighted in a report if a p-
value is less than a significance level, which
means that the data is suspicious, and the case
should be investigated. If the number of
observations is small (50 or fewer), a cell is
highlighted with a lighter color.

Create a Ticket Based on CSM Results

1.

Click New Ticket, Enter the details (Scope,
Associated Entity, Designee, Alert level and

Description) and click Create Ticket.

-- MyRBQM® Portal User Manual --
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2. Enter the details of the newly created ticket by clicking
on the ticket number. You will be redirected to the
Ticket Details page with the following information:

e Responsible

o Created at

e Last Update

e Description

o Affected Study

e Associated CSM Request Details

The created ticket can be subscribed, activated,

assigned, closed.

Archive CSM Request

1. From the CentralizedStatisticalMonitoring page,
open a finished CSM request, select a CSM request in
process or one that is already done by clicking on the
check box.

2. Click Archive this request.

3. Press Ok.

Cancel CSM Request

1. From the study’s CSM page, click +New CSM
request button on the right top of the page.

2. Enter the basic CSM Request Details.
Upload the data file/select study data.

4. Select an algorithm.
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5. Click Save and Send Request.
6. Click Cancel from the

CentralStatisticalMonitoring page.
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Subject Profile
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Subject - <centered R&D in pharma begins with
understanding your patients, and Subject Profiles is the
feature that enables that. The Subject Profile module
allows oversight of all study-relevant parameters for all
study subjects. By facilitating a bird’s eye view on subject
history, the module helps you improve clinical trial data

quality and particularly patient safety.

For a single site and for each Subject Profiles displays
detailed subject information, a comprehensive medical
history, and a graphical profile listing in Gantt and line
charts, Visits, Adverse Events, Concomitant Medication,

and Laboratory Measurements.
Explore List of Subjects

Open a study.

2. Got to Oversight — Subjects on the upper menu.
Enter text into the Search field (min 3 characters).
The table will filter data.

4. Clear the Search field. The table will display all data.

-- MyRBQM® Portal User Manual --
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Subject Profiles A Attention: There s new data

Subject Status Monitoring
%
s ~

* List of all Subjects
Search: -uoz
Subject AData Review Site Visit Overview
ﬂhﬁﬂﬁﬁﬁﬁﬁhﬂg;‘““
= 0 o
22292922 2 1338999898883 3833¢5°¢
P T S - S M S - . o S esasasmene 22838
we o B n o B B sree oot s pmam 2t 2
I 4 2 a0 o NN re mmqmwoanm.mc\qmma-nmg,gg
a % T oy e e g e s e e ey YR Yy 8
W Last is g 2 P 8555858588588 88888¢8¢888883iss
"~ S T ==
Subject ID I3 2 Status Review 11 Region Site1D 1] = e T T i T S I T G e e T e B G G G e e S i B i (= Slpw
Subject- 4 Pending 01 Ushuaia ] BE 8 ] -]
Regional
Hospital

Default column is sorted with 1- Status, 2-Site ID.

X
~
Subject  AData Review Site
Search: | fearch (m
Visit Overview
2909922299992 2099%92932%84£82¢82%2¢%¢
§3235%33%383333:eREERREEEG
A0 R W 08 T W e e e el S0 S 6 e
11 éésssssesgsgauUUQUUUUUUUUUU
EEgEEEIIEEEEIEEEEEE eSS
I - s ST et S s NSNS s sSsssSs s iEsSs88
=1 Last %3 BEBUEBBOBOOEEEEBBEES
. L . . .
Subject ID 1% 2 Status Review !1 Region Site ID !

Click any column to sort direction, order, priority.

Visits Status elements will display different states as

different icons in color.

To display Visit Status Tooltips, hover over the visits.
When hovering over any visit, a hint about the status of

the visit will display.
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P List of all subjects
Search: | Search (min 3 characters)
Subject AData Review Site Visit Overview
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3 R R . A S s S S S S S
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Subject ID 1% 2 Status Review T Region Site ID ! Site - e S S-S S S S S el = S S S T T EEsEExEEE%®EE®EEfEE=E
Subject- @ Done Dec China 0103 Xuanwu [ ] [ ]
001 Hospital of

Color Key for Visit Statuses:

e Green - visit performed as scheduled
e Orange - visit performed out of schedule or unplanned
e Red - missing visit

e Blue - future scheduled visit.

The overview status indicator shows progress of the new
data calculation, which begins immediately after the

Subjects Profile page is loaded.

Subject Profiles

b List of all Subjeces

......

B DR EEOE D @ s

......

.......

......
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NOTE: To open a Subject Profile in a new tab, click

central button/wheel of a computer mouse.

Subject Profile toolbar

The — Subjects list button takes you to the Subjects list.

Subject Profiles

Subject Status Monitoring

€ Subjects list

Wt @ g ® 0

1. Print opens a new browser with Print Dialog. Click
Print to print or Save the profile as a file.

2. Create Ticket opens the Create Ticket Dialog box.
Create a ticket and check the ticket in the Tickets list.

3. Review displays a Confirm Review Dialog box.
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sublect-001

Confirm review

| Subject ID Subject-001

To confirm review, type the subject ID Enter Subject ID

@ Subject ID

O Reason
Review / Verification v
Approved ;

1. Select the Reason: Approve, Review/Verification

2. Select Review or Review and next Pending to
confirm revision of the subject data or confirm the
revision of the subject data and go to the next
subject.

3. To check the Reviews history, click Reviews.
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Subject-001

4% Configure & Print Create ticket Reviews

. Reviews |

»m  Review Time (local) Last Time Created :s:“:eblsplay User Email ECG
Dec 23,2022 17:57 Dec 11, 2022 Mr Trainer Approved e et L

|g DIA: 63 mmHg QT 366 ms

;z 1 71 beats/min QTC 420 ms
13 breaths/min Formula  Fridericia

ﬂ 36.2C RR 824 ms

1.69 m2 PR 136 ms

TTTmmm———— Ecog Score  2: Ambulatery and capable of all self-care but unable to carry out Description  Normal

4. The Next and Previous buttons take you to the

next or previous pending profiles. "No more pending

profiles” will appear if all profiles are signed.

Subject Data

Open any Subject Profile. Click a subject hyperlink in the
Subject ID column.

The Subject Profile page usually contains:
e Subject Information

e Subject Visits

e Maedical History

e Adverse Events

e Concomitant Medication

e Laboratory Measurements

e Physical Examination

New data is indicated by a red icon.
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Reviewed data is displayed with or without a green icon.

& Subject Information a Subject Information
Subject ID Personal Information Subject ID Personal Information
Subject  Subject-002 Birth Year 1953 Subject Subject-001  Birth Year 1945

Sex Male A Sex Male ™3
Weight 76 A Weight 14.7 10.3 13.2 10.3 10.3 10.3 10.3 11.8 11.8 17.6
Hoight 173ckng15 VYV YV YV YM ske

2 b & Height 171cm
Race . . W ‘|te Race White
Ethnicity - Not Hispanic or Latino A Ethnicity Not Hispanic or Latino

=
Click the Table - shown in the section data table.

L:hsl
Click Chart  to show the section chart.

When hovering over any point on the chart, an information

Tooltip will display.

¢y Subject Visits ‘ Land Chartzoom:  week | Month = Quarter | Half-Year = Year WAl

Successfully Visit Name: Cycle 06 - Day 01 Date of Visit: Jan 16, 2022 Schedule: Yes

performed Visit | Il B EE A iil A B A H A B A B

=25 o 25 50 150 175
Days in study
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& subject visits Lt -

B Visit Visit Name Visit Date Schedule Lesion Assessments

Screening Screening Jul 10, 2021 Yes

Cycle 01 -Day 01 Cycle 01 - Day 01 Aug 07, 2021 @Yes

Cycle 01 - Day 03 Cycle 01 - Day 03 Aug 09, 2021 @Yes

Cycle 01 - Day 08 Cycle 01 - Day 08 Aug 14, 2021 @Yes

Cycle 02 - Day 01 Cycle 02 - Day 01 Aug 28, 2021 GYes

Cycle 02 - Day 03 Cycle 02 - Day 03 Aug 30, 2021 @Yes

Cycle 02 - Day 08 Cycle 02 - Day 08 Sep 04, 2021 @Yes LA Name: SCANO1 LA Description: Tumor State Date: Sep 17, 2021 LA Scan Method: CT
LA Name: SCANO1 LA Description: Tumor State Date: Sep 17, 2021 LA Scan Method: CT
LA Name: SCANO1 LA Description: Tumor State Date: Sep 17, 2021 LA Scan Method: CT
LA Name: SCANO1 LA Description: Diameter Date: Sep 17, 2021 LA Scan Method: CT

Cycle 03 - Day 01 Cycle 03 - Day 01 Sep 18, 2021 @Yes

Cycle 03 - Day 03 Cycle 03 - Day 03 Sep 20, 2021 GYes

Cycle 03 - Day 08 Cycle 03 - Day 08 Sep 25,2021 GYes

Cycle 04 - Day 01 Cycle 04 - Day 01 Oct 09, 2021 Yes

Cycle 04 - Day 03 Cycle 04 - Day 03 Oct 11, 2021 @ Yes

Cycle 05 - Day 01 Cycle 05 - Day 01 Nov 06, 2021 @Yes LA Name: SCANO2 LA Description: Diameter Date: Nov 06, 2021 LA Scan Method: CT

Concomitant Medication can display related Adverse Events

and Medical Conditions. Such markers are marked in red
on the chart. Other elements are displayed in a blue-green

palette.

@9 concomitant Medication L BB Chartzoom: | Week | Month | Quarter | Hali-Vear | Year n -~
[]
Coverex 45 10/2.5
Pantoprazol
Nebivolol
fromtin
valaren |
Covereard |
Faracetamel |
clexan ™
Diclophenac |
Romw |
Noacid |
Calcimusc ]
Rocephin |
Metronidazol ]
vancar ]
Oesloratadin ]
1800 600 1400 1200 000 800 800 400 200 o 200 400 800
Days in stdy
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The Laboratory Measurements section has one graph for

each measurement.

LBC.ALP U/
120

80 o 0 .

40 o ® e oo ®

Each graph displays a Laboratory Value in bold gray line,

Confidence Interval in light blue area.
Each graph displays a Range Values in light gray band.

The Laboratory Value points out from Range Values point

orange.

The Laboratory Value point displays as a circle when new
data is present. The Laboratory Value point is solid when

reviewed.
The Laboratory Value point is a triangle when Is Significant.

The Laboratory measurements section is closed when the
patient profile is displayed. To open the section, click the

down arrow:

i i i f Al Chartzoom:  week | Month uarter | Half-Year | Year Noiterns
A Laboratory Measurements (Biochemistry, Urinalysis, Lut Q selected

Haematology) == All
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The Subject Visits chart contains Performed Visits statuses.

,_.gn Subject Visits |att B

Chartzoom:  Week Month Quarter Half-Year Year All ~

womeves . 0 [0 DA DD A 'ODoOA OADOADOATGDO

-25 0 25 50 75 100 125 150 175 200 225 250

Days in study

275 300 325 350

Triangle point when the imaging was taken (CT Scan). Box
point is a regular visit.

Purple color means unscheduled visits, green color means
scheduled visits.

Click the Visit Marker to display additional data.

‘_g) Subject Visits Lnl E Chartzoom: = week | Month = Quarter = Half-Year = Year [WA[ ~
A New data
Successfully Visit Name: Cycle 07 - Day 01 Date of Visit: Feb 05, 2022 Schedule: Yes
Visit Name Cycle 07 - Day 01
reomeaviss [ MDA DNLDO A OO0 A OAOADOADO Date of Visit_ Feb 05, 2022
3 Schedule Yes
0 50 100 150 200 250 300 350
Days in study

Subject Profile settings

To enable the Subject Profile:

1. Click Settings — Study Settings — Study
Protocol.

2. Click the checkbox: Is Subject Profile Enabled?
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3. Save.

When the SubjectProfile availability is confirmed, the user
can manage the Subject Profile view and sections to be

displayed.
Setup the Subject Profile View

1. Go to Subjects, open any Subject Profile, click
Configure.

2. In the Subject Profile section, click the arrow up or
down button to reorder sections.

3. Select a section to be displayed.

4. Save.

NOTE: Changes will be available after the next
import.

& Subject Profile sections configuration

O Please note:
The changes made to the sections on this page will affect them after the next data import.

4 | & 1:Subject Information

4 ¥ 2 Subject Visits

+ & 3:vital Signs

4 ¥ 4 Medical History

+ ¥ | 5 Adverse Events

6: Concomitant Medication

4 ¥ 7:Laboratory Measurements (Urinalysis, Pregnancy Test and FSH Assessment, HIV/HBY/HCV, HPV/PD-L1)
4 | & 8:Laboratory Measurements (Biochemistry, Urinalysis, Haematology)

4 ¥ 9 Physical Examination

ES K ES KNS N KN KN RN ENEY

+ & 10: Disease Response

M@sSave

I
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There is another way to reach the Subject tab configuration

using Studies Settings Setup:

1. Go to Study Settings.
2. In left-hand menu, select Technical Config.

3. Patient Profile Configuration.

i Version: 1, Last Updated: August 25th 2022, 8:40:47 am (UTC)
i Labels: None

ProtocolinformedConsentDatalmport — DynamicDataMapping n n
Version: A N/A, Last Updated: September 1st 2022, 3:30:50 pm (UTC)

Labels: None

{ PatientProfileConfiguration — PatientProfile \ o En |
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Compliance & Data Quality Check

© Copyright Cyntegrity Germany GmbH.

The Compliance & Data Quality Check module is designed to
help study teams quickly identify and manage potential
protocol deviations using advanced AI-driven detection
algorithms. Whenever the system flags an issue, users can
access detailed contextual information, review supporting
data, and determine the appropriate follow-up actions

directly within the module.

Each detected issue moves through a structured review
process. Users with the appropriate permissions can update
the issue status, document review decisions, assign
responsible reviewers, and set due dates for further
evaluation. Every action is fully traceable: status changes
are recorded in the study audit trail and displayed in the
Status Change History section on the issue details page,
ensuring complete transparency and easy monitoring of the

issue’s lifecycle.

This module provides a streamlined workflow for confirming,
reviewing, and resolving protocol deviations — supporting

both operational efficiency and regulatory compliance.

-- MyRBQM® Portal User Manual --

98 of 236




@Cynfegrﬁy

© Copyright Cyntegrity Germany GmbH.

Platform Version 9.3.2
2026

How to enable and access the Compliance & Data

Quality Check module

To use the Compliance & Data Quality Check

functionality:

1. it must first be enabled in the current study
configuration by Cyntegrity team.

2. then in your Study Settings by your Administrator (This
functionality is disabled in MyRBQM by default).

3. a privilege CDQ - Access Compliance and Data has

to be granted by your Administrator.

To enable the Compliance & Data Quality Check if it is

setup in your study configuration:

Navigate to Study Settings — Study Protocol tab —
Manage Modules section — and check the box labeled Is
Compliance & Data Quality Check module enabled (see

below).

-- MyRBQM® Portal User Manual --
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e MyRBQM* Portal @ Arca

@ Dashboard & Risk Management & Monitoning &= Oversight @ Analysis 1

Company Settings

[orsemm ]2

Company Audit

Data Type

Study Audit
Enroliment Plar

Study Wizard

> Cenfigure Latest Logs

> Configure QTLs cl o
> imporExport Confie & Download | L upload e
> Techrical Config

> Conlig Target Number of Subjects

>recens tasis et =3

> Task Logs
-
W Vitsl Timelines
> User Groups
» Action Settings B Manage Modules

[ 08

1 e moduls anabies

| ErErrr—— P

Carefully read and accept the terms of use before enabling
the Compliance & Data Quality Check module.

After accepting the terms of use the system will ask you to
select a default designee who will be responsible for newly

created issues.

Set Default Designee

Set a default designee for new compliance and data quality issues

John smith

You can update the default designee in the Compliance & Data Quality module configuration.

Make sure to grant the selected user access to the module. If the selected user loses access, assign a new default designee.

Cancel Save
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Don't forget to save changes after selecting the default
designee:

i Manage Modules

O Is Subject Profile module enabled

Is Compliance & Data Quality Check module enabled

Once the module has been enabled, click on the Oversight

menu drop-down item: Compliance & Data Quality, as

below.
o ~
@ vyrBQM®Portal ® 20
I 1
@ Dashboard & Risk Management~  |& Monitoring~  |& Oversight ~ | [ Analysis~ €2 Settings ~
A ™ 8 Compliance and Data Qunlityi 2
Al-Augmented Compliance & Data Quality Check =
g P Qustiny B e | Y e -
58, Subjects
=3 Tickets
Subject v Ca tegory Sut tate R Stat On
Date of Occurrence Date of Detection Due Date
Sub-
] Issueld Issue Type Country Site Subject  Title Category Category Context R
0 PD_00238 ProtocolDeviation FINLAND 0130 01300001 Missing PK Pharmacokinetics Sample o Visit: CYCLE1_DAY4 S
Sample at Collection o Planned Timepoint: 0 HOUR = B
Scheduled © Planned Nominal Date: 2025-10-26 i C
Timepoint -

Updating Issue Status in the Compliance & Data Quality
Check Module

The Compliance & Data Quality Check module includes an
Issue Status Update workflow that allows users to review
detected deviations and manage their follow-up actions. The
Update Status functionality ensures that each issue

progresses through a clear and traceable review cycle.
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The current status of each identified issue can be viewed on
the Issues List page (as shown in the image below). When
a new issue is created in the system, it automatically
receives the state: Active and the status: First Review
Pending. The assigned default designee is notified that a

new issue requires attention.

You can change the default designee for new issues by
clicking Configure on the Issues List page. The
functionality is available with the assigned privilege CDQ -

Configure Workflow.

All users who have access to the module and the assigned
privilege CDQ - Status Change are authorized to update
an issue status. This can be done individually for each issue

or in bulk.

To update a single issue status, open the Issue Details

page by clicking the issue ID in the first column.
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o MyRBQM?® Portal ® acoa v O @ 2 sowsmine
@ Dashboard & Risk Management~  |& Monitoring~ @8 Oversight~ [ Analysis~ 151 Settings =
Al-Augmented Compliance & Data Quality Check :
Aug © ted p Q y == Configure ] <k Download Condensed Table v
Country ~  Site ~ Subject ~ Category v Subcategory  Sewverity “~ Designee  IssueState ~ Review Status ~~ Is Overdue ~~ Date of Occurrence v
Date of Detection ~ Due Date
Issue Issue Type Issue State Context Reasoning Timeline =
PD_00591 [ S [ ® ush - & 1056 Noelphane contctwas made o | 257501
Any telephone contact notdone ~ ProtecolDeviation Designee ~ # 10560012 documented for Week 26 (non- i/
Categon £ John Smith o Week 26 visit week) as required by protocol. = Detected on
Trial Procedures Review Status Jul 23, 2025
Procedure Not Done  First Review Pending ast updated at
3
Source Jul 23, 2025
MyRBQM Due at
P 4 Jui30,2025
© Overdue
PD_00590  minor ] o = @ usa - B 1056 No telephone contact was made or | Cccured on

When you click Update Status on the Issue Details

page, a Status Update window opens. This window
displays the issue’s current state and review status, and

allows you to define the next steps.

eMyRBQM"‘PortaI @ a-coQ - o ® John Smith -

(@ Dashboard % Risk Management |2 Monitoring~ & Oversight= [ Analysis = 81 Settings ~

Al-Augmented Compliance & Data Quality Check — Protocol Deviation PD_00591

€ Back to the quality issues list

# Update Status

Current Status
je State Review Status Severity Designee Due Date s Over

Active First Review Pending [ Minor ] 2 John Smith Jul 30, 2025 Aves

Description

Current Status Overview

At the top of the dialog, you will see two read-only fields:
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o Current Issue State - shows whether the issue is
currently Active or Completed.
o Current Review Status - displays the latest review

decision associated with the issue.

These fields help you understand the issue’s present

position before making any changes.
Choosing the New Issue State

The first editable field is New Issue State, where you
select whether the issue should be moved to Active or

Completed.

o Use Active when the issue still requires attention or
additional review.
« Use Completed when the issue is fully resolved or

accepted and no further action is needed.

Status Update

Current Issue State Current Review Status

Active First Review Pending

Mew lssue State

| Please select ~ |

Active |
~ Completed |

Updating Active Issues
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If you set the New Issue State to Active, several
additional fields appear. These fields allow the reviewer to

define the next steps in the follow-up process:

« New Review Status - document your decision on the
issue by selecting one of the available review statuses:
Reviewed, Verified, or Rejected .

« Comment - provide a mandatory explanation for the

update.

In addition, the Further Review Parameters section
becomes visible. This section helps assign responsibility and

timelines for the next review stage:

« Review Level - select the appropriate review level (Next,

Final, Sponsor).

« Designee - assign the next reviewer by selecting a user
from the study’s list of individual users (user groups are
not supported yet). Make sure that selected user was
given access to the module and granted the privileges.

« Due Date - select the deadline for the next review.

These parameters ensure that every Active issue has a

defined owner and a clear timeline for resolution.
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Status Update

Current Issue State
Active

New Issue State

Active

Comment

Please enter

Further Review Parameters
Designee

Please select Please select

Completing an Issue

Current Review Status
First Review Pending

Mew Review Status

Please select

Due Date

v dd/mm/yyyy

If you set the New Issue State to Completed, a simplified

set of fields is shown:

e New Review Status

Rejected.

- choose either Verified or

« Comment - provide the mandatory explanation for

completing the issue.

This ensures that the final disposition of the issue is clearly

documented.
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To perform a bulk update, select all issues in the overview
table that require a status change, then click Change

Status in the section that appears above the table.

Al-Augmented Compliance & Data Quality Check

e (D Y

Country Ste v Subject ~ Category v Subcategory Severity Designes ~  lssue State Review Status ~  Is Overdue Date of Occurrence ~  Date of Detection ~  Due Date
Sub- =
O lssueld  IssueTyps Country Site  Subject  Title Category Category Context Reasoning Source
B PD.00238 ProtocolDeviation FINLAND 0130 01300001 Missing Pk Pharmacokinetics Sample o Visit: CYCLE1_DAYA +  Scheduled Elranatamab pharmacokinetic blood sample  MyRBQM
Sample at Collection o Planned Timepoint: 0 HOUR W per schedule of Activities was expected at visit
Scheduled © Planned Nominal Date: 2025-10-26 CVCLE1_DAY4 (Planned Timepoint: 0 HOUR). Planned
Timepoint window: 2025-10-25 to 2025-10-27; Actual in LAB

PHARMACOKINETICS (POINT) - ELRANATAMAE 1
Completion Status=MISSING, Collection Date=MISSING,
Collection Time=MISSING: Permanent discontinuation
date (earliest of SUBJECT STATUS, SUBIECT VISITS, DEATH
DETAILS) =MISSING; Missing Flag: TRUE.

@ PD00237 ProtocolDeviation FINLAND 0130 01300001 Postdose PK  Pharmacokinetics Timing o Visit: CYCLET_DAY1 ~  In table LAB PHARMACOKINETICS (POINT) - MyRBQM
Deviation Deviation ¢ Planned Timepoint: 24 H W ELRANATAMAB 1, the scheduled postdose PK sample at
+10% from o Nominal Time {min): 1440 j Visit CYCLE1_DAY1 (planned timepaint 24 H: nominal
Nominal 1440 minutes postdose; expected collection 2025-10-24

13:30) was collected at 2025-10-23 11:30 (-120 minutes
postdose, rounded to minutes) relative to the
Elranatamab administration start datetime 2025-10-23

In the Status Update window, set the new parameters

similarly to editing a single issue. The newly set parameters
will be applied to all selected issues, regardless of their

current status.

Bulk Status Update

2 issues will be updated

New Issue State New Review Status

Completed v Verified

Comment

Resalved.
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NOTE: Bulk status update is only available in the Full Table

and Condensed Table display modes.

Every time you perform a Status Update, the action is
recorded in the study audit trail under the action name
Update Compliance & Data Quality Issue Status. This
ensures full traceability of all decisions and changes made

to the issue.

In addition, each successful status update automatically
appears in the Status Change History section on the
Issue Details page (as shown in the image below). This
allows users to easily track the progression of the issue,
understand who performed each update, and review how the

issue evolved over time.

Q MyRBQM* Portal ® ancoa oo John Smith +
@ Dashboard & Risk Management & Mo ing v 33 Oversight ~ (B Analysis v 3 Settings »
Al-Augmented i i roto deviation PD_00591 =
Al-Augmented Compliance & Data Quality Check — Protocol Deviation PD_0059 £ Updae s |}
€ Back to the quality issues list
Current Status
Active Reviewed [ Minor | John Smith Dec 12, 2025 ONo
Description
PratocolDeviation UsA 1056 056+ Trial Procedures Procedure Not Done MyRBQM
A Jul 23, 2025
Any telephone contact w Week Week

Status Change History

Review Date Issue State  Review Status Reviewed By Review Level Review Comment Next Review Level Next Designee Next Due Date

John Smith nitial Another review is required Next John Smith Dec 12, 2025

John Smith nitial — Initial John Smith Jul 30, 2025

© Copyright Cyntegrity Germany GmbH.
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This streamlined workflow ensures that every update to an
issue is consistent, auditable, and aligned with the study’s

review processes.

Risk Control

© Copyright Cyntegrity Germany GmbH.

Risk Control — Explanation

Controlling risks is the process of overseeing risks to timely
identify and prevent foreseeable and new risks, control risk
occurrence, and validate risk response efficacy during the

study conduct phase.

Risk monitoring and control is not a novelty in clinical trials.
However, risk control was lacking a systematized

procedure for a sound deployment in clinical research.

In order to apply a systematic approach to risk-based
quality management, clinical trials rely on “risk indicators”.
A risk indicator could be defined as a metric used to
measure a specific risk, with its relevant control limits
(thresholds) and alerts. These alerts are signals sent to the
risk owner and relevant team members that are triggered
when a pre-defined risk level or threshold has been
reached. Sometimes, identified risks are not clearly linked

to the risk indicators used by a monitor. The relationship
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between critical metrics and potential risk indicators should
have been established already in the clinical study planning

phase.

NOTE: Cyntegrity provides MyRBQM users with
suggestions of the Risk Indicators that can be used
for Risk control via KRIWIKI (Help icon — KRI Wiki).

O Studies & Risk Management @ Settings =P (7 '::is-‘

Help Articles
Critical Processes and Data || @
KRI Wiki

Feedback

© Copyright Cyntegrity Germany GmbH.

To fill this gap, a coherent procedure has been developed
in which each risk that has been identified and assessed by
RACT+, has been listed in a risk register with the assigned
KRI (Key Risk Indicators) and their respective RPN. This
procedure enhances monitoring efficiency and medical data
review by clearly highlighting those data of highest risk.
This risk register provides clear instructions on risk
monitoring and risk control measures, comprising the
required responses to risks (mitigating and corrective

actions).

The timely implementation of actions to ensure risk control
requires an unambiguous risk communication plan in which
all involved team members are informed about their roles,

responsibilities and respective communication channels.

-- MyRBQM® Portal User Manual --
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Each study team member must be aware of what group of
risks is assigned to his/her area of competence. Each risk
should be clearly assigned to an accountable risk owner.
In order to facilitate these assignments, risks might be
categorized (as per @RACT+, integrated into MyRBQM®
Portal) in groups according to knowledge areas or

functions.

Each risk must be measurable, via a KRI, and have clearly
defined risk tolerance or control limits as reference
thresholds. Once a KRI is close to reaching a threshold, an
alert should be triggered. This should happen timely for the
effective prevention of threats. Additionally, the timelines
for regular risk monitoring and reporting should be

clarified.

The type of alerts, the IT systems, and the communication
method (i.e., phone call, automated email notifications,
online platforms, etc.) should be well-known. Likewise, the
clinical study team must have an available description of
actions and procedures to follow (i.e., root cause analysis,
investigation of serious issues or corrective and preventive
actions (CAPA)).

Cyntegrity fine-tuned the online platform MyRBQM®
Portal, an automated system that continuously scans the
clinical study database (comprising all type of data
captured by means of electronic data capture - EDC -,

comprising the eCRF, ePRO or even eTMF, if available),

-- MyRBQM® Portal User Manual --
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checks risk control thresholds for each data type, and
triggers alerts to the relevant study team members (or risk
owners) if any threshold has been reached or exceeded.
Thus, MyRBQM® Portal deploys KRI with a statistical
engine that detects data anomalies of statistical nature.
The deviations from risks and quality control limits,
typically depicted in summary tables, are now enhanced by
automated risk alerts and streamlined visualizations that
prioritize risks according to their respective RPN. In some
cases, multiple KRI have been used to monitor a single risk,

based on the risk priority, to enable closer monitoring.

Cyntegrity developed an issue management system
(ticketing system) based on KRI assisted by the statistical
engine. Each time that MyRBQM® Portal detects that a
KRI reaches the defined risk threshold, the system triggers
an automated alert, an email communication to the person
that has been assigned as risk owner. Thus, immediate risk
alerts are distributed to the relevant study team members
avoiding delays caused by manual checks and manual
communications. The issue management system is
designed to document, track, and share all preventive and
corrective actions, root cause analyses and contingency
plans, which are related to an issue with the relevant team.
The MyRBQM® Portal cloud solution allows a team to
timely and efficiently deal with expected and unexpected
risk events. Moreover, it provides the essential audit trail,

enabling to present a plausible story to auditors: when the
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issue was triggered, who was involved in its mitigation and

what actions were taken.

Two different alert threshold levels have been defined for
most KRI:

Medium risk alert threshold - The risk is still under
control (risk lower/upper control limits not yet
reached), however, there is a relevant increase in the
probability of the risk to materialize. This alert informs
about the need to deploy preventive actions.

High risk alert threshold - The risk has reached the
lower or upper-risk control limit and corrective

actions should be implemented without undue delay.

As an example, assuming that for the KRI named rate of

screening failures too high, the risk control limit is 15%

subject screening failures at a site:

Medium risk - KRI threshold is within the risk control
limits, e.g., the warning signal will be displayed if 10%
screening failures have been observed.

High risk - KRI threshold is exactly on or above the
risk control limit, e.g., the warning signal will be
triggered if 15% screening failures have been reached

or exceeded.

The selected KRI thresholds must be documented in a KRI

Register. KRI thresholds will be determined prior to

planning the actions to be implemented, given that risk
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tolerability will influence the selection of the most suitable

preventive and corrective actions (risk response).

An appropriate frequency and method, system or IT tool
for the monitoring of each KRI is defined in the KRI
Register. KRI related to high risks must be closely
monitored, as a minimum on a weekly basis, to ensure
effective risk mitigation (e.g., critical risks need to be
reported immediately to the Data Safety Monitoring Board)

and prompt implementation of actions if necessary.

The Main Dashboard

e MyRBQM?® Portal (™) demot001 a @ %
-_-_'_b @ Dashboard % Risk Management & Monitering £} Oversight (B Analysis 83 Settings
Dashboard: demo1001 — demo1001
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Study Heartbeat

 The Study

Heartbeat is the
€ Study Heartbeat e main summary of
_ the most
I M_4 — Number of Enrolled Subjects g 136 Important metrlcs
|#a M_8 — Number of AEs 91 012 that are pre'

selected for a trial.
s M_31 — Number of PD 9325

s M_9 — Number of SAEs 9 64

| W1_5 — Number of Manual Overdue g 88
Queries

| M_29 — Protocol Deviations on Eligibility 9 4
Criteria

| M_2 — Percent of Screening Failures 9 32 50
.

|#a M_13 — Percent of Dropouts Due to Lost 9 2 21
To Follow-Up :

Study Predictions

The Study Predictions Graph shows various chosen
Prediction Indicators (PI) on a time axis with data predic-

tion.

e Y-axis - value of a chosen PI

e X-axis — weeks/months/years (depends on chosen
time periods)

e Target value - a pre-configured boundaries allow
you to control the target values (available not for
all PIs)
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e End of prediction - a pre-configured final deadline

of a clinical trial.

The choice of the date in the top right corner allows you to
test the prediction accuracy retrospectively in the past vs.

the currently available actual data.

NOTE: If too few data for the prediction’s calculation

are available, the user will be informed.

[~” Study Predictions D (2]

PI_1 — Enrollment 26 Sep, 2022 ~

200 Target Value = |
; 12 ooy, cvee
150 g 13 Sep, 2022
5]
-
14 Sep, 2022
2 o0
“ 17 Sep, 2022
19 Sep, 2022
50
20 Sep, 2022
0 21 Sep, 2022

15ep 21 1 Nov 21 1]Jan ‘22 1 Mar'22 1 May ‘22 1 Jul ‘22 15ep 22 1 Nov '22
22 Sep, 2022

23 Sep, 2022

Risk Graph - Understanding and Interpreting

The risks on the risk graph in the Risk Monitoring section
are designed using the FMEA guidelines showing the risk

indicators in Risk Rating vs. Occurrence.
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The green zone shows the low-risk area, yellow shows the
medium-risk area, and the red zone represents the zone of

severe escalation.

Maximize the graph

D Risk Monitoring

All risks
Press the "video button" to see the
historical development of risk
64 5_EP: Failure to callect FU datay)

on them to drill down
into KRIs

The risk categeries, click |© ,

Risk Rating

The small arrow shows the
direction of the recent
development of a risk-
group or a KRl

25

u
=]

08

Occurrence

Click the Video button in the right top corner to see the

historical development of the risks.
FMEA Score Graphs - Understanding and Interpreting

The Risk rating graphs on the Dashboard allow capturing a
different picture of the study's current status. Instead of
simply accumulating the binary information about whether
the threshold of certain risk indicators was breached, a
special preprocessing step was introduced. This step allows
users to investigate the status of sites for systematic

behavior in the breaches of risk indicators.

A score for occurrence and risk rating is introduced.
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The occurrence describes how often and how long
thresholds were breached and takes into consideration past
breaches as well. This way the score reflects systemic

issues of a risk indicator and of individual sites.

For example: a high occurrence score of a risk indicator
suggests that the thresholds were breached by many sites

and that the breaches are of systematic nature.

The Risk Rating score can be viewed by choosing a concrete
risk indicator in the Risk Monitoring section and in the Site-

to-Site Comparison section (breakdown by sites).

If a risk is selected instead, the graph in the Risk Monitoring
section represents the mean occurrence and risk rating of

each affected site and indicator.

If nothing is selected in the FMEA overview graph (Risk

Monitoring section), an overall mean risk is displayed.
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Geographical Risk Presentation

‘ All regions

Risk Rating

@ Low Risk @ Medium Risk @ High Risk

© Copyright Cyntegrity Germany GmbH.

MyRBQM® Portal can present the risks by geographical

region.

Clicking on any risk in the risk graph (Risk Monitoring
Section), will display the updated distribution of the risks

among countries that are involved in the study.

You can select any country from the drop-down list or click

the map.

In the Site-to-Site Comparison, you will see the highlighted

sites from this country or region.
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Site-to-Site Comparison Section - Understanding and

Interpreting

The Site-to-Site Comparison is useful for understanding
which sites are classified by which risk levels. This
information is required for targeted and triggered

monitoring.

The size of the “bubble” represents the number of visits

(key metric).

By clicking on a site bubble, the historical development of
the risk rating will appear near the Site-to-Site Comparison

graph.

To choose a different sorting presentation of the sites, see

the top right corner.

By hovering with a mouse over a site bubble, a Tooltip with
the detailed information appears. From there, you can

enter the detailed Site Profile.
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Ruka1001-10-12-2021 — Ruka1001-10-12-2021 -
B8 B {x - -
‘ Risk Rating Site Plot for University of @ Low Risk Medium ,‘_f We_ek\y B © Select Period
Occurren|  california - Davis Medical Center =
Terisk Rating @99
Ordersd 8y site Number
* Site to Site Comparison (2]

Risk Rating: @99 ~ ‘ 1| ssitenumbers @~

US—USA » US1396 — University of California - Davis Medical

m.'..‘ ol g el
0000 o woe s oo

& University of California - Davis Medical Center

@
S

Risk Rating

Size of circle reflects
number of visits

Risk Raring

Jan"19 May 19 Sep '19 Jan 20 May ‘20 sep ‘20 Jan'21 May 21

Actions in the Main Dashboard

On the main Dashboard, all actions assigned to you or your
groups, based on risks (risk mitigations) and on tickets
(investigative/corrective actions and preventive actions)

are listed in a table.

Filter actions by their State and/or Designee.

i- Actions Assigned to You

State: Designee:

show| 1p | entries Select Some Options Select Some Options Search:
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Sites
Site Profiles — Understanding and Interpreting
To access the Sites page go to Oversight — Sites.
eMyRBQM“Porta\ @ demotodt 2 @ =l
(@ Dashbosrd & Risk Management I2 Monitoring = Oversight [ Analysis & settings
£ Generai seatist

MyRBQMP® Portal creates detailed profiles for each clinical

site (Sites page — Select a site — Site Details page):

e Site profiles provide information about the
performance, quality and risk profile of a site.
e This information helps to adjust monitoring activities

and to document the personal evaluation of a CRA or
clinical project manager.
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indicators,

tickets for the selected sites and risk indicators with a

historical overview.

’ Risk Indicator Overview for this Site

RI_T_32 - High Rate of Queries for Laboratory Analyses

RI_T_29 - Long Mean Time for Data Entry

RI_T_31 - High Percentage of Dropouts due to LTFU

RI_T_30 - High Percentage of Dropouts due to IC Withdrawal

RI_T_28 - High Percentage of Absent or Incomplete CRF Pages

RI_T_27 - High Percentage of Patients Non-Compliant to IMP

RI_T_23 - Low Rate of Reported AEs

RI_T_24 - Low Rate of Reported SAEs

RI_T_26 - High Rate of PD Related to the IMP

RI_T_25 - High Percentage of Patients in ICU at Visit 8

RI_T_17 - High Rate of Queries

RIT_21 - High Rate of Reported AEs

RI_T_18 - Long Mean Time for Response to Queries

Random escalations

Systemic escalation

e The Historical Overview graph is important to see which

KRI escalations happen systematically,

and which

happen randomly. The focus of a CRA must be on

systematic escalations first because illuminating the

systematic issues brings the largest quality improvement

effect for a clinical trial:

© Copyright Cyntegrity Germany GmbH.
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Plan Do

LI
Ve,

Act Study
f

Site Risk Rank.

Why max rank of 62.5?
How are ties resolved?
What is better: 1 or 62.57?
Description

The FMEA scores of a site are ranked. This means that all
sites are sorted by their FMEA score (from highest to
lowest), and the rank represents the position in this list. A

rank of 1 represents the highest FMEA score on the list.

Several sites can have the same FMEA score. This is called
a “tie”. A tie is resolved by giving each involved site the
same rank. MyRBQMP® Portal uses the highest rank of the
tied group and a .5 is appended to the number to indicate

a tie.

As an example: a rank of 2.5/10.5 means that the current
site is ranked with the second highest risk rank, but has

ties, so other sites share the same rank. The number
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following the '/' character represents the maximum of all
ranks. In this case, the maximum rank is 10.5 and there

are several sites who share the same rank.
Example 1 (all scores show a tie)

FMEA scores of asite: 1,1, 2, 2,4, 4

Ranks of FMEA scores: 5.5, 5.5, 3.5, 3.5, 1.5, 1.5
Example 2 (some scores show a tie)

FMEA scores of a site: 1, 500, 530, 30, 30

Ranks of FMEA scores: 5, 2, 1, 3.5, 3.5

Sites Data Inconsistency Score Report

The Sites Data Inconsistency Score Report helps to
identify sites whose data distributions and/or time patterns
differ from the study-wide reference more than expected

by random variation.

In other words, it is designed to find sites that “look
different” (too high/low, unusual spread, odd visit timing
trends), so you can check for process issues, measurement

differences, or data problems.

To access the report navigate to the Sites List page and
click Data Inconsistency Report. The Combined Data

Inconsistency score (Z-score) per site is displayed in
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the sites overview table and indicates standardized

distance from the reference (the higher the score the more

unusual the site behaves).

@ MyRBOM®Portal @ UCMZPROT0 - O @ @ somsmin.
@ Dashboard & Risk Management - I& Monitoring Oversight @ Analysis 2 Settings -
SitesList E—
nvestigator sites
AWE List of all Sites (O show retired sites?
Key Metric: M_60 — Number of Visits
Show 10 v | entries Search:
11 country 11siterd 1site 11 Risk Rating 11 key Metric 11 weighted score Inconsistency Score @ RIDistribution
SPAIN D 0039 0039 D ~=No data D N/A N/A @374 No data yet
UNITED KINGDOM ‘D 0016 0016 "D ~=No data "D N/A N/A @346 No data yet
GERMANY ‘D 0035 0035 D ~=No data "D N/A N/A @320 No data yet
SLOVAKIA D 0138 0138 D ~No data "D N/A N/A @312 No data yet
CANADA D 0119 019 D ~=No data "D N/A N/A 9316 No data yet
BRAZIL D 0096 0096 D ~=No data "D N/A N/A @3.09 No data yet
BELGIUM D 0080 0080 D ~=No data D N/A N/A O3.00 No data yet
AUSTRALIA D 0066 0066 D ~=No data D N/A N/A (298 No data yet
SPAIN D 0125 0125 D »=No data D N/A N/A 0296 No data yet
GREECE D 0060 0060 D ~=No data D N/A N/A 0295 No data yet
Showing 1 to 10 of 143 entries

How to read the report

1. Start with the Combined Z-score chart: pick the

sites above the confidence threshold.

2. Use the Overview heatmap table: see which

test(s) drive the site’s overall score.

3. Click a cell: the Statistical Test Details section
updates to explain that specific signal (distribution or time
trend).

4. Interpret with context: confirm if differences are

clinically plausible or suggest data capture / lab /
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operational issues.

Chart 1 — Combined Sites Inconsistency Score (Z-

score)

Combined Sites Inconsistency Score (Z-score)
N

@ Combined 2score
— Confidence Threshold

351
233
321
208
B T = in o

. [T
: F - .
g 212 22 20 2w s e 2
3 P .
3 N T -
! T T
E

1

o

B A A i S A O G M g g
ste0

What you see

e A bar chart by Site ID, sorted from highest to lowest.

¢ A horizontal “"Confidence threshold” line (value 3).

e Background shading indicating “below vs above
threshold”.

How to interpret

Z-score = standardized distance from the reference (in SD

units). Higher Z-score = more unusual site overall.
Example intuition: Z = 3 means “about 3 standard

deviations away” (rare under normal assumptions).
Use this chart to prioritize:

e Above threshold: investigate first.
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e Just below threshold: monitor, especially if trending

up over time.

Table 1 — Individual Statistical Tests Overview

(heatmap table)

Sites Inconsistency Score (z-score): Individual Statistical Tests Overview u

@ Click any cell to filter the charts and tables below.

Combined Lab - Hemoglobin Lab - Hemoglobin (TS) Lab - Platelet count Lab - Platelet count (TS) Lab - WBC count Lab - WBC count (TS)

Site ID  Z-score  P-Val KSP-Val Adj. P-Val Percentile Timeseries P-Val KSP-Val Adj.P-Val Percentile Timeseries P-Val KSP-Val Adj. P-Val Percentile Timeseries P-Val

e e
009 76 :

123 105

Show 10 items per page Showing items 1-10 out of 60

What you see

e RoOws = sites

e Columns grouped by domain/parameter (e.g., Lab
Hemoglobin, Platelet count, WBC count, Neutrophils,
etc.)

e Within each group you typically see:

o P-Val
o KS P-Val
o Adj. P-val

o Percentile

o For some tests: Timeseries (TS)

128 of 236

© Copyright Cyntegrity Germany GmbH. -- MyRBQM® Portal User Manual --




@Cynfegrif){

© Copyright Cyntegrity Germany GmbH.

Platform Version 9.3.2
2026

How to interpret the color + numbers

Darker cells = stronger signal (more inconsistent vs

reference) for that statistic.
Click any cell to open the exact supporting plot below.
higher = more significant.

Once a Z-score exceeds conventional significance
thresholds (around 3), further increases primarily indicate
greater statistical certainty rather than proportionally
greater practical severity. In applied site inconsistency, Z-
scores beyond this range are therefore better interpreted
as confirming the presence of inconsistency rather than

scaling its magnitude.

Empty cells are shown for those sites and statistics that

have too less values to be statistically meaningful.

Column meanings

Column Statistical meaning Plain-language mean-
ing
P-Val Evidence against “site  “How unlikely is this dif-
matches reference” ference if the site were
for a selected test normal?”
KS P-Val P-value from Kolmo- “Does the whole distri-
gorov-Smirnov test bution look different

(not just the mean)?”
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(distribution shape
difference)

Adj. P-Val  P-value adjusted “Significance after cor-
for multiple compari- recting for many
sons (controls false tests/sites”
positives)

Percentile A percentile-based “How different is
extremeness compari- this the two
son (site vs refer- tails of site’s distribu-
ence) tion compared with oth-

ers/reference?”

Timeseries Time-pattern anomaly “Does this site’s trend
(TS) score (based on over time look unu-
model vs ob- sual?”
served over visit
time)

Export Data

The table with all sites can be exported as csv file by

clicking the download button in the header of the table.

Sites Inconsistency Score (z-score): Individual Statistical Tests Overview

Section — Statistical Test Details (updates when you

click a cell)

130 of 236



@Cynfegriﬂg Platform Version 9.3.2
‘ 2026

A) Timeseries details — "GAM baseline vs actual ...
(TSs)”

Site Inconsistency Score (z-score): Statistical Test Details
1065 — Lab - ALT (TS) — Timeseries

GAM baseline vs actual for Lab - ALT (TS)

What you see

e Scatter points for the selected site across relative study
day / data value.

e A smooth baseline curve labeled GAM baseline
(Generalized Additive Model).

e A shaded 95% confidence interval band around the

baseline.
How to interpret

e If points mostly stay within the band: site follows the
expected time pattern.

e If points systematically shift above/below the baseline:
possible site-specific bias (e.g., consistently higher
values).

e If deviations appear only in certain time windows:
possible phase-specific issue (startup training, device

change, local lab change, visit scheduling artifacts).
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e Wider confidence band typically means less information

/ more uncertainty in that time region.
Typical follow-ups

Check lab vendor / calibration, collection timing, unit
conversions, visit window handling, data entry delays,

protocol deviations at that site.

B) Distribution details — “"Kernel Density Estimation
plot: Site vs Reference”

(Shown when selecting P-Val or Adj. P-Val)

Site Inconsistency Score (z-score): Statistical Test Details
0039 — Lab - Hemoglobin — Adj. P-Val

Kernel Density Estimation plot: 0039 vs Reference @ Reference Purpose Metric
aea000 site 0a3e
Central Tendency 1256 (Mean), 12.60 (Median)
Variability 1.52 (Standard Deviation], 1.20 (Mean Absolute Deviation)
030000
Quantile Difference 1255 (25%), 14.90 (75%)
i § - Sample Size 75
S oo
Lab - Hemaglobin: 110125 g/dL
oy o Missing / Unidentifiable [}
Reference: 015600
010000

Qutlier Ratio 0

000000

What you see

e Overlaid density/histogram-like distributions:
o Reference (all other sites or pooled data)
o Selected site

¢ A small summary table with metrics such as:

o Central Tendency (mean/median-like)
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Mean < Median: left/negative skew; investigate
low values.

o Variability (Standard Deviation, Mean Absolute
Deviation)

» Standard deviation ® Mean Absolute
Deviation: variability is evenly distributed; few
extreme values.

» Standard deviation >> Mean Absolute
Deviation: large number of outliers and heavy
tails

¢ Quantile Difference (25% and 75%)

e Sample Size, Missing/Unidentifiable
Number of data points with NA values

e Outlier ratio (%)
Percentage of data source values which are
3*1.4826-MAD from median

How to interpret
J Shift left/right: site has lower/higher typical values.

J Narrower/wider shape: site has less/more variability

than reference.

J Different shape (skew/multimodal): may indicate
mixed populations, data mixing, measurement/process

differences, or data quality issues.
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o Small sample size: treat signals cautiously (higher

noise / instability).

C) Distribution details — “"Cumulative Distribution

Function (CDF): Site vs Reference”

(Shown when selecting KS P-Val and also in the Percentile

example.)

Site Inconsistency Score (z-score): Statistical Test Details
0038 — Lab - Hemoglabin — KS P-Val

Cumulative Distribution Function plot: 0039 vs Reference Purpose Metric

JJ_'_,-H"JJ Central Tendency 13.56 (Mean), 13.60 (Median)

¥ Variability 1.52 (Standard Deviation), 1.20 (Mean Absolute Deviation)
o7
L] Irr"'JIHJJ Quantile Difference 12.55 (25%), 14.90 (75%)
3 -
B

g 03 Cumulative probability o9 Sample Size 75

Lab - Hemoglobin = 12.2 g/l ~+ Reference

] 0039 = 041 Missing / Unidentifiable o
s Refererice = 09104
o —— Outlier Ratia ]
T T
'

What you see

e Two step-like curves:
o Reference CDF
o Site CDF
e The KS test is driven by the maximum vertical gap

between these curves.
How to interpret

o Curves overlap closely: distributions are similar.
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o Consistent separation across the range: systematic

difference (location/scale).

o Separation mainly in tails: site differs in

extremes/outliers (e.g., unusually high values).

o Largest vertical gap point: where the site diverges

most from reference.
Metrics

Metric List

To explore the list of Metrics available in a Study, go to

Monitoring — Metrics.

Metric is a measurement of a property from data. It
contains no information about the thresholds yet. A KRI
unites a metric (or even several), a risk and typically one

or two thresholds.

e Load metrics and explore the list.
e The same metric can be captured on different levels:

patient, study, program or even country levels.

o Metrics are grouped by Categories, e.g., enrollment or
data quality.
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Search or filter the metric list as required.

[ ]
Metric — Overview

1. Open a metric from the Metrics Overview grouped

in categories.
2. Sort metrics by level.

U dlieguries

Showonly theselevels: [ [ [ [}

3. Choose on what level/entity you want to explore this

metric, e.g. on site level.

B study

@ Country

Using the Search function, find the sites that are most
interesting for you and click Add to Details and

Comparison.
The metric for this site will appear below.

6. Toggle the presentation by selecting different modes

7. Click Load Predictions to get information on how a

metric is expected to develop in the future.
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Configuring Custom Metrics

Custom metric data can be a crucial part of your study
data, allowing you to track various custom metrics over
time. To ensure successful data management, follow the
guidelines outlined below when uploading and structuring

custom metric data files.

Data
Import

Metric & ==
KRI Calc Database

MyRBQM
Web Frontend

Azure Cloud

NOTE: Itis important to follow specific guidelines
when preparing and uploading these files.

File Naming Convention

e Filename: Each custom metric data file should have
this format: <UniqueMetricName>.dynmetric.json.
e File Extension: The file extension must always be

.dynmetric.json.
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e Unique Metric Name: The <UniqueMetricName>
must be a distinctive name for your metric and must
not contain underscores. It should be unique across
all custom metrics.

e Zip Archive: To upload your custom metric data,
you must create a zip archive containing all the
relevant .dynmetric.json files. This zip archive should

also include other study data files, if applicable.

Mame

pats-htmi
pat3288-pdf
D subjectRiskForDemo01.dynmetricjson

Example file structure of the zip archive

-- MyRBQM® Portal User Manual --
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File Structure and Content

Each *.dynmetric.json file should adhere to the following

structure:

"Data": [
{
"ValueTime": "<Timestamp>",
"EntityType™: "<Entity>»",
"ExternalKey": "<Key>",
"DataPoint™: {
"Value": <Value>,
"Reports™: [
{
"RelativeFilePath": "<RelativeFilePath>",
"Name": "<Name>",
"Description™: "<Description>",
"MimeType": "<MimeType>",
"IsRoot": <IsRoot>
}s
// Additional reports can be added here
1

}J
// Additional data points can be added here

e The root element must be “"Data” and is a list of metric
data points.

¢ <Timestamp>: The timestamp represents the time of
the metric value in ISO 8601 format (e.g., "2011-04-
23T18:25:43.000Z2").
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<Entity>: The “EntityType” specifies the level of the
metric data and can be one of the following: study,
country, site, patient, or visit.

<Key>: The “"ExternalKey” should be in sync with the

ExternalKey used in the study.

'9 Change history for £10159'D < MajorProtocolDeviations

Full Entity path:

B study — study (Externalkey: root )9

<+

@ country — USA (ExternalKey: countryUsa | éh)D
+

(B site — 0159 (Externalkey: site@l5e & )D

<Value>: “Value” represents the actual metric value for
the data point.

Adding Reports
You can include PDF and HTML reports associated with
your custom metric data. These reports will be visible on

the metric page. Each report should be structured as

follows:
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"RelativeFilePath": "<RelativeFilePath>",
"Name™: "<Name>",
"Description™: "<Description>",

"MimeType™: "<MimeType>",

"IsRoot": <IsRoot>

e <RelativeFilePath> (mandatory): The actual filename
including the relative path of the report.
¢ <Name> (optional): The name of the report.
e <Description> (optional): A brief description of the report.
e <MimeType> (mandatory): The MIME type of the report
(e.g., “text/html,” “application/pdf”).
¢ <IsRoot> (mandatory): Set to true if the report is the root
report; otherwise, set it to false.
o IsRoot: true => core report filg,
o IsRoot: false => supporting files for report (pics, scripts

etc.)
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HTML report example

"Data”:

w
o
o

1

{

! Supporting files for html report

report

——

1

[

"DataPoint”:

{

"Value": 1.3

}

"ValueTime":

"DataFoint”:

"EntityIype”

: "patient”,
"ExternalKey™:

"patient0003-3137",
"2011-04-22T18:25:43.000Z"

{

"Reports™: [

{

|

}
1

1

"ValueTime":

"IsRoot":
"MimeType":
"Name":
"RelaciveFilePath": "patS-html/)s/main.js”

"IsRoot™:
"MimeType":
"Name": "Image of the cat”,

"RelativeFilePath™: “patS-himl/img/cat.ipg”

"IsRoot":
“MimeType": “image/jpeg",

"Name": "Igame of the dog”,
"RelativeFilePath": "patS-html/img/dog.Ipg”

"EntityType™
"Externaley”:

"Description”: "Report of individual subject risk in HIML format”,
"IsRoot":
"MimeType":
"Name":
"RelativeFilePath”: "patS-html/index.html"

true,
“rexc/heml”,
"index.html®,

false,
"text/javascript”,
"Main JS7,

false,
"image/3peg”,

false,

"Description”: "Report of individual subject risk in PDF format”,
“IsRoot™:
“MimeType":
"Name":
"RelativeFilePath™:

true,
“application/pdf®,

"reporté.pdf”,

"pat3268-pdf/reporté. pdf”

"Value™: 0.4

: "patient”,

"patient1085-3288",
"2012-04-22T18:25:43.0002"

v || custom_metric_demo_staging_01
v folder

v || pats-html

> [ img
> is
pat3288-pdf

~ || custom_metric_demo_staging_01

A4 folder
v pat3-html
> || img
> [is
pat328s-pdf

custom_metric_demo_staging_01
folder
pat5-html
img
is
pat3288-pdf

v customn_metric_demo_staging_01
v folder
v pat3-html
> img
> I3
pat3288-pdf
v custom_metric_demo_staging_01

v folder

v || pats-html

> || img
> is
pat3283-pdf
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Name

pats-html
pat3288-pdf

[ subjectRiskForDemoli1.dynmetricjson

Name
img
is
@ indexhtml

(& mainjson
* Bty ©

84 dogipg @

~  Name

main.js

Name

ort6 paf
reportt.p

© Copyright Cyntegrity Germany GmbH.

Data Import

There are two ways to upload your zip archive containing

all .dynmetric.json files and reports:

e Along with other study data through the regular data

import process

e Separately, using customdimensions label in the

data upload form field "Agreed Data Processing

Workflow Labels" (as in the screenshot below). This

will only import dynmetrics (and not other data) and

will be quicker as the regular data import.
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@ vyrBQM®Portal ® demotoot 0o @

@ Dashboard % Risk Management l& Monitoring &= Oversight @ Analysis 1

Company Settings

Data Processing Study Data 2

>Setup SID: ceiyeeze (@ Company Audit

@ Please note:
The Study Data uploaded via either of the below methods will not be processed correctly unless the Study was configured for it.
been configured yet. This may increase your costs.

> Study Protocol Latest Logs

ure the Study, if it has not

> Configure
Y Configure QTLs
D_ Upload via API ¥
> Import/Export Config
> Technical Config ~

Q Upload via Browser

> IT Config
Agreed Data Processing Workflow Labels (BACKUP_LABELS)

Recent T
2Recent Tasks customdimensions 4

> Task Logs Ty use latin letters (which will all be converted to lowercase) and numbers, spaces and any other symbols will be

ignored.

Currently, the label(s) will be: customdimensions

Create a Custom Metric

1. After a successful data import, navigate to the Met-
rics page and click Create Custom Metric.

MetricsOverview

Common statistics

E Metrics

B Create Custom Metric & Manage Custom Metrics

2. Select a Dimension among the ones that were uploaded
as .dynmetric.json in the pop-up metric creation form.
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Create a new Metric

O Please note:

The customn Metric you are creating will only appear in the list of Metrics after the Study Data is synchronized. However, you will be able to see, edit,
and delete it via the "Manage Custom Metrics” button even before that.

Dimension

Please select a Dimension...

dmAnasiteAE
dmAnasiteVisits

Display Name

3. Complete the rest of the fields. Some fields' placeholders
suggest possible values as examples, but don't limit the
users. Not mandatory fields are marked as (Op-
tional). Unit of measure and Category fields allow the

user to select already existing values or create new
ones:

[Detailed destription of calculation details]

4. Select relevant levels from the list:
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“
Is Has
Value Name Display Name Description internal?  data?
1 study I Study Study *® No % No
10 country @ Country Country *®No % No
20 site. ) Site Site X No  Yes
30 patient # Patient Patient % No x No
40 visit S Visit Visit %*No % No
50 procedure = Procedure Procedure «Yes % No

5. Once all mandatory fields are filled, click Save.
6. Double-check the new metric's details.
7. Click Confirm.

NOTE: selected dimension, calculation notes and
levels can only be edited while creating a met-
ric. If selected dimension, calculation notes and
levels need to be changed after confirming met-
ric's creation, the custom metric must be deleted
and again created with the modified levels.

Create a new Metric

You're about to create a new custom Metric. Please double-check all the fields for accuracy and ensure that all the required information is provided.

Calculation Fields (cannot be edited after the Metric is created)
Selected Input Dimension dmAnaSiteAE

R [Detailed description of calculation details]

selected Unit of measure AE

Selected Levels site

Descriptive Fields (can be edited after the Metric is created)
M_100
SiteAE_CustomMetric
0.0.1

Monitoring

this is a Custom Metric prepared fer Demo

0 Important:

Fack
—
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8. For the custom Metric you have created to appear in
the list of Metrics, the study data needs to be synchro-
nized first. To do so go to Settings — Study Settings
— Setup tab and click Send Synchronization Re-
quest button.

However, you will be able to see, edit, and delete it via
the Manage Custom Metrics button even before that:

MetricsOverview

Common statistics

[ Metrics

B3 Create Custom Metric [# Manage Custom Metrics

Manage Custom Metrics

+ The custom calculations are synchronized.

O Please note:

If you delete a custom Metric, it will only disappear from the list of Metrics after the Study Data is synchronized. Deleting custom Metrics is
irreversible.

SiteAE_CustomMetric # Edit

Dimension: dmAnasiteAE

Levels:
s 20— Site ( site)
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9. Inspect your custom metric in MyRBQM in the Metrics
list under the selected Category. To find attached re-
ports, navigate to the Metric page and click
the Folder icon in the Value column:

Data Reprocessing

To ensure that your custom metric data is accurately
reflected in your study data, it is important to reprocess
the latest data import . You can initiate the reprocessing of
the latest import by going to Study Settings -> Study Data

page and selecting Re-process from this data package:

Recent Study Data

@ Most Recent Data Packages 2 Reload ~
Show only these Study data packages: Al ~
Study data package Files Actions
1. @ |d: 65d6625d74b35de3725db2e1 e )
DataUniqueld: N/A Id: 6506625d74b35de3725db2de & Re-process from this data package
Type: & Data upload ( ke Browser) Name: data.bin
Done: Yes
Time created: Feb 21, 2024 20:51:41 (UTC)
Workflow: customdimensions

Other; CRCurrentTime: 2024-02-21 20:51:41
Suggested CurrentTime: N/A
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NOTE: Because of the intricacies of the software ar-
chitecture, it is necessary for the Study Type to facil-
itate the import of custom metrics data (DynamicDa-
taImport). If you're uncertain whether the Study
Types deployed within your company support this
feature, please contact Cyntegrity or refer to the
Data Processing Specification in MyRBQM specific to
your study and look up "DynamicDataImport". If you
find this term, your study supports the data import
of custom metrics.
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KRI or QTL List

1. Select Monitoring — KRI or QTL from the menu bar.
2. You will see the KRI listed on the KRI page and QTLs
on QTLs page.
You can group, sort and search within them.

4. Sorting by levels works similarly to sorting metrics:

Show only theselevels: [ [ [ [

NOTE: Cyntegrity doesn’t recommend using more
detailed levels than Study for QTLs.

KRI (QTL) — Overview

1. Click chosen a KRI (QTL) from the list

2. The Risk Indicator Details page provides
information about the KRI (QTL) version, the category
the KRI (QTL) refers to, its levels and thresholds,
calculation details and description, underlying metric
and associated risks.

3. Below is the list of all sites/studies using the KRI
(QTL), that provides the possibility to choose
sites/studies for comparison.
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4. Select sites (or other entities, depending on the level
selected) by clicking Add to Details and
Comparison. You will be able to explore them in the
Details and Comparison view below.

5. Click Show Details of each KRI (QTL) to understand
the boundaries of statistical significance and reference

values.

6. Explore the associated metrics of a KRI (QTL) by

clicking on the button in the upper right corner

NOTE: Detailed information about the KRI (QTL) for
the respective site/study is shown in the Tooltip that
appears when hovering over the KRI (QTL) graph.

NOTE: RI-version changes and threshold changes are
displayed on the KRI (QTL) plot.

Associated Metrics

Itis possible to Toggle here to

Showrhide the details to
show the statistical
boundaries of the KRI/QTL

print graphs for the show associated
selected entities metrics

\\\\\\\
Dee12.2022:121 (=)
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Custom KRI and QTL Creation

1. After creating your custom metric, navigate to KRI
page and click Create Custom KRI. Custom KRI can

only be based on the Custom Metrics.

Overview

'[ Risk Indicators

2. Select the Calculation method.
3. Select the Input Metric (one of the already created
Custom Metrics).

4. Enter the New Dimension Name.

NOTE: Each custom KRI requires a new
Dimension created for it, and the name of this
dimension has to be unique. A suggestion is
generated automatically after selecting the
Input Dimension(s), but you will be asked to
provide a unique one yourself if a Dimension
with this name already exists. Please use only
Latin characters and digits in this name and limit

the length to 64 characters or fewer.
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@ Please note:

The custom KRI you are creating will only appear in the list of KRIs after the Study Data is synchronized. However, you will be able to see, edit. and
delete it via the "Manage Custom KRIs" button even before that. The data for the new custom KRI will be added and the Tickets for it will be created

only after the next Study Data calculation.

Calculation method

Comparison against target

Input Metric

M_100 - SiteAE_CustomMetric (dmAnaSiteAE)

New Dimension Name

dKri | SCFPVdmAnasSiteAE

© Each custom KRI requires a new Dimension created for it, and the name of this dimension has to be unique. A suggestion is generated automatically
after selecting the input Dimension(s). but you will be asked to provide a unigue one yourself if a Dimension with this name already exists. Please use
only Latin characters and digits in this name and limit the length to 64 characters or fewer.

5.

Display Id

RI_100

Display Name

HighSiteAE_CustomKRI

Version

0.0.1

Category

Monitoring

Description (Opt

This is a Custom KRI prepared for Demo

Levels

Use in

KRI? Value Name
O 1 study

O 10 country
20 site

O 30 patient

Display Name Description
B Study Study

@ Country Country

B site Site

# Patient Patient

-- MyRBQM® Portal User Manual --
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X No

® No

Similarly to the Metrics creation form, follow the wizard

to fill in the rest of the fields and select the levels:

Has
data?

152 of 236



@Cym‘egrim Platform Version 9.3.2
) 2026

6. When all information entered, click Save.
7. Check all the details.

8. Click Confirm to create a KRI.

NOTE: selected Calculation Method, Dimension(s) and
Levels can only be edited while creating a KRI. If Cal-
culation Method, Dimension(s) and Levels need to
be changed after confirming KRI's creation, the
custom KRI must be deleted and again created
with the modified levels.

9. For the custom KRI you have created to appear in the
list of KRI, the study data needs to be synchronized
first. To do so go to Settings — Study Settings —
Setup tab and click Send Synchronization Request
button.

However, you will be able to see, edit, and delete it via
the Manage Custom KRI button on the KRI page even
before that.

NOTE: A custom QTL is created in the same way as
a custom KRI. The Create and Manage Custom
QTLs functions are located in the QTL tab:
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QualityToleranceLimitsOverview

Quality Tolerance Limits

A& Quality Tolerance Limits

£ Create Custom QTL & Manage Custom QTLs

KRI (QTL) Escalations — Tickets

MyRBQM® Portal captures all escalations of KRI
(QTLs) as “tickets”. A ticket can have one responsible
user or a Group (of users) as the designee. The

designee can be re-assigned.

MyRBQM® Portal uses two types of Tickets: System-
The System analyzes
how systematic the
issue is and
sometimes does not
create a ticket for

generated and Manually created Tickets, which are

created by users.

To configure the designee for System-generated

minor issues that Tickets:
resolve themselves.
This function is 1. Go to Oversight — Tickets.

regulated by the
Ticket Creation
Timeout Parameter.

2. Click Configure.
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@ MyrBQM Portal @  demotoon 0o ®
(D) Dashboard 4> Risk Management & Menitoring B Oversight B Analysis & Settings
TicketsList
Ticket List £ Configure
Q an & Assigned To Me & Acove a8 Coseg B New Ticket

3. Select a person or a group from a drop-down list

for every level:

Ticketing SystemConfiguration

Configure ticketing system

&+ Default Designees for New Tickets for [

Study Level
Mr Trainer -

Groups

Users

Study drug administration Level

4. Save.

Similar to KRI (QTLs) or Metrics, a Ticket can be
generated on different levels, e.g., subject, site, and

study.

1. Click the Ticket Id to open a ticket and to explore

its risk indicator history.
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RConfligure

TicketsList
85U Management
’ Ticket List
QAl  &AsignedToMe @ Active Closed
Show 10w entries
11 Ticket 1d i7ag  ITLevel 115cope
# TICKET_703 = WStudy ORI_25 — High Percent of Missing Fields
I # TICKET 591 I Wswdy I @ RI_TEST — Test risk indicator
#TICKET 2512 \ X1 Ochina @ R1_19 — High Number of Insufficient Hydration Cases
Click!

11 Designee

& Mr Trainer

&M Trainer

&M Trainer

B New Ticket

Search:
IF created At 1 Description
Dec 22, 2022 & Hover to read
Dec 14,2022 & Hover ta read

Dec 11,2022 & Hover to read

2. The vertical line on the risk indicator graph shows
the time when a ticket was created by MyRBQM®
Portal.

TicketDetails: TICKET_2509

& Ticket List

@ Ticket detalls

 Weekly

EZEE] China: The risk indic

Fesponsicle

of Dropouts Due w Lost To Follow-Up

or RIS had an alert.

-
By O Syscem ac Mar 16, 2022 7:14 bt

HI_S = High Percer: of Orapouts Due 1o Lost Ta Fallow-Up

Last Upsae
By & ac Mar 16, 2022 2:45 PM

g che scudly o

RS- High Percent |
to Lost Ta Follow-Up

Olow

3. Assign investigative/corrective actions to the Ticket.

| # Investigative/Corrective Actions

0 Investigative/Corrective Actions total I Iﬂ ~
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TicketDetails: ]

C Daily -

5. Attach a Mitigation Plan for each root cause and select
the KRI (QTLs) for detecting the influence of the

contingency actions on the data.

NOTE: Upon changes inside of a ticket, email
notifications are sent to the Ticket Owner,
Subscribers, and Designee. Ticket notifications can

be aggregated by day, week, and month.

NOTE: Investigative/Corrective actions undergo the
same lifecycle as all other mitigations/actions (e.g.

create, activate, review, close, due date).

Root Cause Analysis

1. Click Start a Root Cause Analysis (RCA).

2. Enter the root causes into the predefined categories
or create new root cause categories.

3. Transfer all root causes into the tree structure,
describing all the facets of the situation.

4. Click Finish Root Cause Analysis when done.
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Edit the root
causes
! m Root cause analysis ‘ oA

Edit this root cause

RC2 Method
Predefined root cause
categories

RC3 Equipment

RC4 People Press here when

done

@ Hint: Prevent accidental edits by finishing RCA — [l Jalt oo g a1 Analysis

Manual Configuration of Default Root Cause Categories

The default root cause categories are configurable per

study via the Configuration Hub by Company Admins.
To configure default root cause categories:

1. Open Tickets tab.

2. Go to Configure.

3. In the Default Root Causes for study section, add,
remove or edit the default root cause categories by

editing the text within the text box:
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Default Root Causes for study [l TS2 — Test Study 2

Environment
Method
Equipment
People

@ Save Default Root Causes

4. Save Default Root Causes.

NOTE: Every newly created root cause analysis will
contain the new configurations. Root cause analyses
started before the configuration will still contain the
former categories.

Design a Preventive Actions Plan

1. After finishing the root cause analysis, hover over the
+ sign at the Preventive Actions section.
2. Click New Preventive Action.

‘ U Preventive Actions 0 Preventive Actions total [+ NEMZEENTELET0N Ko A
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3. Select the Root Cause from the list that you want to
prevent.

4. Select a Responsible User, who will take care of this

plan.
5. Add an Action (text).
6. Add Review Settings - this defines how often the

system reminds you of the action through email

and/or an internal messaging system.
Actions List - Manage Ticket Actions

Analogous to risk mitigation actions, ticket actions
(investigative/corrective and preventive actions) are
managed via the Actions List, listed along with risk
mitigation actions (see Actions List - Manage Risk

Mitigation Actions section).
To Manage Actions:

1. Go to Risk Management — Actions from the menu
bar.

2. Investigate the table of available actions. All created
ticket actions must be listed, together with risk

mitigation actions.

Investigative/corrective actions are indicated with the

corresponding Ticket Id together with a wrench icon

# TICKET_4009

and the action Id ICA_X, e.g. *#/ca2
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Preventive actions are indicated with the

corresponding Ticket Id together with a shield icon

# TICKET_4009

and the action Id PA_X, e.g. *9rA!

3. Clicking the Ticket/ Action Id will redirect you to the
corresponding Ticket Details page and auto-scroll to
the Mitigation Action in question.

4. Manage (e.g., edit, activate, review, close) ticket
mitigation actions here.

5. Clicking the parent Id (risk indicator) will redirect you
to the Risk Indicator Details page.

Id 11 parent
T MA_792 & RISK_COM_3 |

Risk Review

Cyntegrity recommends extending/developing standard

operating procedures (SOPs) for Risk Review:

For example, Cyntegrity recommends conducting regular
team meetings to review and update @RACT+. The Risk
and KRI Registers should be integrated into the risk
management plan or a similar document. This document

should define topics to be discussed between the project or
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risk manager and team members during these team

meetings, including, but not limited to:

Identification of new risks since the last team meeting.

e Accuracy and reliability of risk Impact (I), Probability
(P), and Detectability (D) levels (based on observed
risk trends or occurrence).

e Successful avoidance or mitigation through effective
planned risk responses and actions.

e The Occurrence of initially accepted risks; and if so,

consideration of mitigation actions.

Study deliverables and general study performance
(achieved milestones, met timelines, data quality

checks, data reviews, IT checks, etc.).

Risk management process improvement.

If a deficiency in the risk-based quality management
system (e.g., inadequate risk control) is detected, the
project manager and team members should meet, discuss
solutions and improve the affected processes, checking the
efficacy of the agreed -corrective actions after their
implementation. Thereby, the project manager or designee
must organize and direct an on-demand Risk Review and

evaluate the need for conducting a formal CAPA.
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Risk Reporting

How Quality Assurance and Control (QA & QC) system
deviations need to be reported depends on the complexity
and duration of the trial. Thus, the ICH E3 guideline
(Clinical Study Reports) states that the regulatory
authorities should be consulted for agreeing with a format
that will enable the overview of quality management
compliance in situations where detailed reports are not
practical due to their extent. In such cases, risk reporting
would need to be simplified. Therefore, it is not possible to

standardize the formats of risk reports.

@ MyRBQM? Portal ® A
@ Dashboard & Risk Management l& Monitoring = Oversight =P B Analysis I3 Settings

B csMm

Datasourcelist

o BB Data Sources

[® Reports

The RBM System MyRBQM® Portal enables the export of
summary tables summarizing the most relevant deviations
from the quality control limits based on risk relevance. You
can select deviations of low, medium or high risk to enable
risk report adjustment and simplification. Thus, MyRBQM®
Portal improves data \visualization as well as
communications with and reporting to the regulatory

authorities.
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Reports can be created based on the pre-defined report
templates (e.g., Tickets,
Risk Indicators).
Moreover, MyRBQM®

Portal allows the

Tickets Actions Template 4
| @Ract All Risks

@Ract catalog - Summary

Tickets Template

Tickets Actions Template
Rl report datasource for study
_ Rl template - extended

manual creation of

report templates.

Efficacy and safety data should be briefly summarized and
depicted in the relevant tables and figures, focusing on any
new or unexpected findings. Thus, the KRI selected by
Cyntegrity and its partners are based on key safety and
study performance parameters directly related to critical
issues such as serious adverse events (SAEs), events
resulting in withdrawal and/or death, and lack of

compliance (i.e., ratio of missing visits)."v

The Risk & Quality Management approach (risk-based QA
& QC system) implemented in the trial should always be
briefly described in the final Clinical Study Report (CSR).
Any important deviation from the predefined quality
tolerance limits must be reported together with the
corrective actions taken for mitigating risk recurrence (ICH

E3, Section 9.6 Data Quality Assurance)."

Efforts towards quality assurance and standardization of
the clinical study team and investigator performance have
great relevance (i.e., audit procedures should be

summarized).
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In this chapter, available product features are described.

Change the Detail Grade of the Data

Presentation

1. If you need a more detailed or a less detailed data
presentation in the main dashboard, click the i button.

2. The data can be presented daily, weekly, monthly or

yearly.

NOTE: The more detailed your choice (daily over
monthly), the longer data upload take.

[E8 Study Settings

@ Weekly - ‘ @ Select Period
Daily
@
B Weekly
v 02 Sep, 2022 ~
Monthly
Yearly

LoN3Ipad JO pud
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Jump to a Historical Time-Point

In order to see the risk situation at a certain time point,

click Select Period in the main dashboard.

NOTE: Always clear the selected period after

analysis.

Please s%ect a period in the past

Attention: if you select a specific time point, many elements of the system will show information of the past.

Please ensure that you don't forget to reset the this option when continuing to work normally.

© Copyright Cyntegrity Germany GmbH.

From
4 # November- 2019- )

Sun Mon Tue Wed Thu Fri Sat

Select date "From"
what the graph
should be built for

Selected value: Nov 1,2019 | Clear

To
4 H October- 2020- }

sun el select date "To"
27251 What the graph
4+ 5| should be built for

11 12 13 14 5 16| 17

25| 26| 27 28 29 30 A

Selected value: Oct 22, 2020 Clear

Use "Clear” to come back to the
present time point

Check History of the Metric, KRI, QTL, FMEA

and Subject information

For Metrics, KRI/QTL, Subject Profile number

characteristics, FMEA rating, etc., users can check the

history of changes.
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For example: Metrics.

MetricDetails: M_30 — Site Days Active m-

Detalled information about a specific me

& Metrics List

Cweokly = @ seloct Feriod

i= List Of All sites

show| 1o~ |entries Search
11 Latast
Lhd 11 Country iTid 1T Site Value Actions
€1 Country1 aoa ] ?mm
Flaan
€1 Country 1 "ol 10 "Details and
@ countyz os0z 09 Addto-Dasisand
comparison”
€@ countyz 0001 0D Addto-Detsis and
Compartzon”
1€3)  Country 3 960 2 ‘Add 1o "Datails and
L] e
(€ Country3 0990 B ©  Addio Detais and
Compartzon
(€ Country3 0980 Bl > Ao Deisand
Comparisan®
€ Country3 ws0 B o ~ddtoDesis snd
Companisan®

Shcning 1109018 ares .

D Change history for listudy'D 9 @ COUNTRY D % [Jisite1 ‘D $ SiteActiveDays
This history is shown up to July 6th 2022, 4:56:21 am (UTC) B Download as JSON

Value Time External Is
Created At Machine Time Value Time Source Data Point Key Import Id Missing
July 5t By Sth 2022, 9:21:14 am (UTC) #P022, 9:14:40 am NAA { “value*: 179 } sitel 62c4010a8c0b9f28fa730606 ONo
wro) g o
3 [rmimen ]

July1st2022, 5:90:11 e e tomdasowce  Jo o irey w4 { "value*: 175 }  sitel 62be820ddf4fab3189233c1  ONo

L]
June 30th 2022, 8:54:07 am June 30th 2022, 10:07:54 am June 30th 2022, 8:54:07 am NA { "value®: 174 } sitel 62bd64b737108c2562631efa ONo
wrQ) (] (uTQ o

In Subject Profile Change, click the value status icon to

see History.
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x

Subject Profiles

~

Subject ID Personal Information Vital signs
subject R Birth Year 1985 A Child Bearing Potential Potential Child Bearing A
Sex Female A Blood Pressure A
Weight Zs’ s &2 !?, N'D a8 l;‘ 3;‘ l;l ™ l;! : W& l: Ziv‘ & Pulse Sobcllslmin A
b sy Respiratory Rate 55 breaths/min A
Bl kg Temperawre 36F A
Height : ; 3 . : 156cm A Body Surface Area 248m2 &
Race  White, Black or African American, Asian, American Indian or Alaskan A Ecug Score 3: Capable of oinly nitid self-cars; cionfined to bed or chai mors than &
Native, Native Hawaiian or Other Pacific Islander, Other, Other 50% of waking hours
Ethnicity Not reported A
A Subject status IMP Treatment
QRS 120 ms Protocol Version  Vrsion 6- Sub Study A Treatment NC6004 A End of treatment date Mar 11,2020 &
i 130ms Informed Consent Date Jan 09,2020 A Dosing Plan 209mg A End of treatment status  Unacceptable toxicity experienced A

View the History of RI values and an explanation of the RI

value calculation from the Study Details Page (Site
Heartbeat tab).

" Risk Indicator QOverview for this Site »

© Copyright Cyntegrity Germany GmbH.

s vt sttt oo 2 | RS 0 AT

RI_14 - High Number of Missing Kidney Parameters ‘D

Calculation of Occurrence, Risk Rating Score

Risk rating scores are calculated based on Risk
Occurrence and Risk Impact.

Risk Occurrence scores are calculated based on the
number of times that a KRI breached its highest
thresholds.

Risk Impact should be taken for the Risk from the Risk
Tab and normalized.

-- MyRBQM® Portal User Manual --

168 of 236



@Cynfegrify Platform Version 9.3.2
' 2026

[ & s cou- |
ftumor staging incorrectly assessed due to various reasons, then effect of study results may Risk Assessment Score: @6 P
result
I |
Associated Risk Indicator Likelihood of this Risk (in %) if this KRl fires?
#RI_22 - High Number of Target Lesions Misevaluations 80% u
¥RI_15-High 20% (@ n
What is the likelihood that this Risk tected by any of the associated KRis? 0% @

@ 3ave Changes to Assodated Risk Indicators

Value from Risks Tab | Value for Risk Rating

(normalized)
1 33%
2 66%
3 100%

The Calculation Algorithm for the Occurrence Score

Occurrence at countries and study levels will be calculated
from escalations of KRI at countries and study levels and

not from averaging of Occurrences at sites.

The Occurrence should be calculated at each level
separately because thresholds can be different at each
level, as well as sample size, which is important for relative
RI (High/Low Rate of ...).
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For the Occurrence calculation, we use a moving window of
4-8 weeks (depending on the study setting agreed with a

customer).

Number of KRIi calculations that lead to escalations  Escalations

Number of total KRIi calculations ~ Calculations

The Calculation Algorithm for the Risk Rating

f arlous re:

n-acceptance of the data supporting an effective investigational Risk Assessment Score; O3 prof
2 R i

Rssociated Risk Indicator

cd by any ofthe associred KRlsT o oo

Esave Changes to Associated Risk Indicators

1. Risk rating is a result of Risk Occurrence x Risk
Impact (3).

2. Risk Impact should be taken from Risk tab and

normalized to 1.

Value from Risks Value for Risk Rating (nor

— 33%

1
— 66%

- 2
— 100%

- 3
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3. Risk Occurrence= Probability of Risk Detection from
KRI* 1  (Weight KRIi (2) * Actualization KRIi)+
Probability of Risk Detection w/o KRI (1), where
e nis number of KRI associated with this Risk
e Weight KRIi should be normalized to 1 if several

KRI are associated with this Risk (can be found in

Risk tab as associated Risk Indicators)

Example of normalization:

Value from Value for Risk Rating
Risks Tab (normalized)

RI_2 80% 54%
80%,/(80%+67%)

RI_13 67% 46%
67%/(80%+67%)

. Actualization KRIi — number of times the KRI has
breached the High Thresholds within determined
period (discussed at the Study Set Up phase)

Probability of Risk Detection from KRI = 1-Probability of
Risk Detection w/o KRI (2).
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Integration with external systems

CTMS Integration

It is possible to extract ticket action information from
MyRBQM using integration API to push it then into an
external CTMS system (push step should be managed from

the customer side).

Integration API information can be found via Settings —

Company Settings — Company Management tab.

e MyRBQMw Pol’tal IO Studies % Risk Management 1 Q ® ::fs
z

Company Audit

ConfigurationHub

Configure your studies and your users in this convenient central hub

Latest Logs

? Overview 3

Company Management
> User Management B company profile management w

> Study Access

? Roles i Company access management -

> User's session timeout

ﬁAPI specification ~

APl key: 3ypszzugrprzhepegeesg (@

| @ Integration APl Documentation 4
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Proposed Way of Work

DISCLAIMER: MyRBQM offers the capability to
extract the necessary information for creating an
action item in an external CTMS system. However,
any additional integration efforts, conflict
management, data storage, and other related tasks
that need to be handled on the customer’s side

should be managed by the customer's own team.

Create FOI in CTMS following information from MyRBOM Update A MITs in MyRBQM following
information from CTMS
. - : etEntities etUsers . .
getStudies etTicketactions g“[“,;;fﬁ;““ 1cal updateTicketAction closeTicketAction reopenTicketAction
1 call N calls A calls Acalls Acalls
ittt ~ smmmmmmm _ . 5 g “\‘ T ~ T N T .
\ At e amiel |1 7 \ \ \
‘I e R =
1 \
: 1 : e i I N
H | V[ st |1
1 ! 1 !
1 ! 1 !
1 ! ll B
1 ! 1 !
1 1 | |
' 1 ' 1
[ 1 i ]
1 1 H |
1 1 ' 1
! ! ] user_1 H
' ] ' & i
I ] H I
] 1 ] :
i
| .
H 1 1 “user 1 1
1 ' 1 e H
1
i 1 [ saaem ek |
1 1 1 _User U 1
I ! I !
1 1 1 e !
1 ! 1 !
1 ! 1| st wmava !
1 ! 1 !
1 1 | |
' 1 ' 1
[ 1 i ]
1 ' H |
1 1 H 1
' 1 H '
' ] ' '
H 1 H 1
1 ! 1 !
1 ! 1 !
1 1 ] !
1 ! 1 '
1 ! I !
1 1 1 !
[ 1 1 ]
I ] H i
I ] H I
1 ' H 1
1 1 | |
' ] i '
1 ! 1 !
1 1 | |
' 1 ' 1
h 1 H '
h
H | H 1
] : Se
| Study N H
N
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1. Get all Studies - to know Study ID

2. Get Ticket Actions from needed study-to create
items in an external CTMS system.

3. Get Entities Details - to know Site or other entity
credentials.

4. Get Users - to know who is assigned to an action

execution.

Get Ticket Action information

Integration APl Documentation

getTicketActions L)
Access to ticket actions of a study.

Parameters:

¢ studyld (String, Required) — id of the Study to get the list of Ticket Actions for.

s filter (Object, Optional) — additional filtering parameters with the following structure:

o 1level (String) — filter Ticket Actions by a particular level type. You can get the list of the existing level types for this Study by using the
getStudylevels APl endpoint.
status (String) — filter Ticket Actions by their status. The existing statuses are new, active,and closed.
type (String) — filter Ticket Actions by their type. The existing types are investigativecorrective and preventive .
modifiedafter (DateTime) — filter Ticket Actions by their ModificationDate.
name (String or Array of String) — filter Ticket Actions by Name (one or multiple strings), partial match, case-insensitive.
0 reviewbates (Arrayof DateTime) — filter Ticket Actions by ReviewDate (the time period during which the reviews were submitted).

® pagesize (/nteger, default 25 ) — the size of the data page returned by the API.
¢ page (/nteger, default: 1) — the data page number (starts with 1).

© 0 0o o

Results:
¢ result — an Arrayof Objects with this structure:
o id (String — the id of the Ticket Action, unique within a company.
name (String) — the name of the Ticket Action, unique within study.
status (String) — the status of the Ticket Action.
action (String) — the description of the action planned for the Ticket Action.
entity (Object) — information about the Entity that is associated with the Ticket to which the Ticket Action belongs. Has the following
structure:
® level (String) — the type of level of the Entity, asin getStudylevels .
® id (String) — the id of the Entity, unique within study.
o designee (Object) — the reference to the designee of the Ticket Action. Has the following structure:
®  type (String) — user oOr group .
® content (String) — the identifier of the designee (user Id or group name).
© modificationDate (Date) — the timestamp of when the Ticket Action was modified last.
modifier (Object) — the reference to whomever modified the Ticket Action last. Has the following structure:
"  type (5tring) — user OF system.
® content (String) — the identifier of the modifier (user Id or group name).
activationbate (Date) — the imestamp of when the Ticket Action was activated.
nextReviewbate (Date) — the imestamp of when the Ticket Action should be reviewed next.
studyld (String) — the id of the Study the Ticket Action belongs to.
reviews (Object) — the text and the date and time of the ticket action review:
® review (String) — the text of the ticket action review.
® reviewDate (DateTime) — the date and time when the ticket action review was created.
o resolution (String) — the text of the rationale for closing.
* pagination — An Objectwith this structure:
o page (Number) — Page number.
© pageSize (Number) — Page length.
o totalPages (Number) — Total pages number.
© totalRows (Number) — Total rows number.

o 0o 0 o

e 0 0 o
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getTicketActions will allow extraction of information:

o v s W=

MyRBQM Action ID

Ticket Action Name

Ticket Action Status

Information from the Action fields

Related entity (level, MyRBQM ID)

Action Designee (user or group, MyRBQM ID/group

name)

7. Action Modification Date

9.
10.

. Modifier information (system or user, MyRBQM

ID/Group name)
Activation Date

Action Review Text and Date

11. Rationale for Action Closing

12.

Next Review Date

NOTE: for detailed information (Required or optional

field, syntaxis etc.) please refer to the Integration

API Documentation.
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Update Ticket Action

updateTicketAction

Update a study

Parameters:
® studyIld

ticket action.

(String, Required) — id of the Study to update the Ticket Action for.

e id (String, Required) — id of the Ticket Action to be updated.

e designee (Object, Required) — the reference to the designee of the Ticket Action. Has the following structure:

o type (String) — user or group.
o content (String) — the identifier of the designee (user Id or group name).

Results:
A text message

closeTicketAction

Close a study ticket action.

Parameters:

e studyId (String Required) —id of the Study to close the Ticket Action for.

s id (String,

e resolution (String, Required) — the text of the resolution that will be added as the last Review for this Ticket Action.

Results:

A text message notifying of the success of the operation.

© Copyright Cyntegrity Germany GmbH.

notifying of the success of the operation.

If an Action Designee was updated in CTMS system, it is

possible to update in Designee Name in MyRBQM using
updateTicketAction API.

NOTE: Designee is the only field that can be updated
from CTMS side. For all other fields (i.e., Action,
Review Date, etc.) MyRBQM is source of truth for ICA
and can be changed in MyRBQM and then imported
again into CTMS.

Close Ticket Action

Required) — id of the Ticket Actions to be closed (set status closed ).
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reopenTicketAction

Re-activate a closed study ticket action.

Parameters:

e studyId (String Required) — id of the Study to reopen the Ticket Action for.
e id (String, Required) — id of the Ticket Actions to be reopened (set status active ).

Results:

A text message notifying of the success of the operation.

© Copyright Cyntegrity Germany GmbH.

Platform Version 9.3.2
2026

If an action has been closed in an external CTMS system,
the corresponding action in MyRBQM can be closed using

the integration API closeTicketAction.

NOTE: The customer needs to decide whether the
closure of Investigative Correction actions will be
permitted in the user interface (UI) concurrently
with the management of ICA actions in the external

system.

Reopen Ticket Action

NOTE: This function is not available in UI.

It is possible for an action item to be reopened in an
external CTMS system. In such cases, the
reopenTicketAction API can be utilized to reopen the
corresponding Investigative Corrective Action (ICA) in

MyRBQM, as well as the parent ticket, if necessary.

-- MyRBQM® Portal User Manual --

177 of 236



@Cynfegr‘ifx Platform Version 9.3.2
2026

Administrator Functions

Study Settings

Study Settings can be found in Settings — Study

Settings (upper menu).
OR

From a Study tile:

‘|

LI PMans  FMeomdw =i
Towal Risk Score : @5

OR

From Study Dashboard:
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@ MyRBQM?® Portal (™ demo1001 L @ #
_-_-_* @ Dashboard 9 Risk Management | Monitering &1 Oversight [ Analysis ©} Settings
Dashboard: demo1001 — derno1001

Setup

From here, users can:

e Disable/Enable Data Processing (If Data Processing is
disabled, metrics and other calculations are stopped)

e Delete Pending Tasks

e Set Study Status to Live (it will prevent the Study
retirement and Data deletion)

e Select Study type required for a particular study

e Set up sampling (how frequently calculation for the
past period of Study (before the Study was created in
MyRBQM® Portal) should be performed)

e Send Synchronization Request.

Study Data
Here, users can:

e Find API keys for data loading
e Upload data via Browser
e Delete Study Data (for Non-Live Studies, only)

e View information about the Recent Data Uploads
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Study Protocol
In this tab of the Study Settings Menu, it is possible to:

1. Upload and download Enrollment plan, Study
Outcomes, Study Protocol Milestones and other

study information.

NOTE: Files that should be set up in the Study
protocol, their priorities, saving and update
options depend on the study type. Please clarify

requirements with your Project Manager.

@ MyRBQM® Portal @ a-coa

Dashboard & Risk Management - I&2 Monitoring =8 Oversight - @ Analysis - Lx Settings

Data Processing

Study Protocol Data
»Setup

@ Important!
Additional stud

>Study Data udy protocol data and study data, as well as the rest of the values configured on this page, may be averwritten by later data import:

?study Protocol Addiional Study Protacol Dats snd Study Dats

> Configure Daza Type

Enroliment Plan

Confi TL:
> Configure QTLs Enrollment Plan

Other Study Information
Study Outcomes

Study Protocol Milestones
> Technical Config ¥ ALS FIlES — EXCEl ZUUS WOPRGOOK (DINary TITE Tormat]

LSV TIIeS — LoV (Comma denmitea)

>IT Config
& Download | L Upload [ JelEY

> Recent Tasks

> Impart/Export Config

@ Please note:

2. Set up the Target Number of Subjects

NOTE: The Target Number of Subjects may be

required for some Key Risk Indicators and Study
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Predictions. The changes to this number will affect

them after the next data import.

3. Set Vital Timelines

Vital Timeline reference information

e Final protocol available prior to the first subject
screened - not frequently used, might be needed for
some metrics (determined study to study)

e Final CRF available prior to the first subject
screened - not frequently used, might be needed for
some metrics (determined study to study)

o All sites identified according to plan - not
frequently used, might be needed for some metrics
(determined study to study)

e IRB approval available prior to the first subject
screened - not frequently used, might be needed for
some metrics (determined study to study)

e Site staff GCP training completed prior to the
first subject screened - not frequently used, might
be needed for some metrics (determined study to
study)

e Study drug supply prior to first subject
randomized - not frequently used, might be needed
for some metrics (determined study to study)

e Study Start date - date on which we expect first
data available in data import

e First Subject First Visit (FSFV) according to plan

- previous name = Recruitment start date
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Last Subject First Visit (LSFV) according to plan
- used as last date in Enrollment PI [Dashboard]
Database closure - last date on which we expect
any new data

Study stop date - used as last date for metric

predictions
4. Enable/Disable a Subject profile

5. Enable/Disable Compliance & Data Quality Check

module

. Manage Modules

Is Subject Profile module enabled
|s Compliance & Data Quality Check module enabled

Configure/Configure QTL

In this tab, a user can set up Metrics, RI, QTL and other

groups’ parameters one by one for configured levels

separately.

Parameters might include:

Threshold for medium/high alert level

Auto-closure of tickets: if KRI is de-escalated
(returned to the yellow or green zone), it will auto-
close the escalated tickets, auto-raised accordingly

before
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e Ticket creation timeout: KRI will not trigger tickets if
a previous auto-created ticket was closed, despite
the KRI remains escalated until that timeout, since
the time of the previous ticket closure, has elapsed

e Muting

e Calculation disabled: disabling the calculation while
keep displaying this KRI/QTL on UI

e Calculation parameters (scale)

e Others

Clicking on the Reset button will return the parameter
value or setting to default. (If a parameter has been

changed, the user will see a Reset button in front of it.)

B study Threshold for high alert level @ 0

@ Country Threshold for high alert level @ 0

Esite Threshold for high alert level @ 2 l O Reset Number

It is possible to Reset All [parameters] to Default at the

bottom of the Configure tab.
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UL LY VISUI ST e 05 + Default value e

ProbabilityMediumThreshold @ 05 + Default value Number

D Reset All To Default

Data Processing
> Setup
> Study Data

> Study Protocol

> Configure

> Configure QTLs

> Import/Export Config
> Technical Config

>IT Config

> Recent Tasks

© Copyright Cyntegrity Germany GmbH.

For KRI there is a setting: Hide KRI, which stops the KRI
calculation and tickets creation and hides the KRI from
the UI.

@ Dashboard &> Risk Management (> Menitoring ~ & Oversight + (@ Analysis +

Company Settings

Data processing task configuration Study Settings
Filter by:

Name Processing Grou Categor ; Items related to
s P 2o Study Audit

Company Audit

Latest Logs

& Clear W Apply

Processing Group: Kri
Category: Data Management

MRI_11 — High Ratio of Manual Queries

There are several use cases for applying this functionality.

For instance, to reuse a study type, KRI that are not
relevant can be disabled and hidden from the interface to
avoid developing separate study types for similar studies.
Additionally, it is possible to hide KRI later during the

study if they become irrelevant.
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When KRI is hidden:

1. It will not be calculated; tickets will not be created.

. It completely disappears from the related pages,

where there was no important-to-be-recorded
connection to this KRI (e.g., Sites List page, Sites
Details page, KRI List page, Dashboard page: Risk
Monitoring section (FMEA), Manage Custom KRI form,
Create New Ticket form, Metric Information page, and

others).

. It gets replaced with "KRI was hidden [KRI ID - KRI

Name]" (without a hyperlink) on the related pages,
where there was an important-to-be-recorded
connection to this KRI (e.g., Risks page: Associated

RIs, Actions, Tickets and others).

. On the Risks page, in the Associated Risk Indicators

section, the hidden KRI remains displayed with the
option: Adjust the Likelihood and Disconnect it from
the Risk. We recommend checking and adjusting the
likelihoods for all risks that were associated with the
hidden KRI.

. It stays on the Study Settings - Configure page, with

the Unhide KRI button on the KRI bar.

. It is not possible to change the KRI configuration while

it is hidden.

. If the only/last displayed KRI related to a particular

metric is hidden, the metric gets hidden automatically.
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When KRI is unhidden:

1. It reappears on all relevant pages and sections where
it was displayed before being hidden.

2. Its calculation restarts, tickets are created once it is
unhidden.

3. Its configuration parameters are restored from the last

saved version.

NOTE: Do not forget to click Save button and if

requested, provide Rational for Change.

Import/Export Config

Users can upload and/or download KRI/QTL/Metrics and
other items (available in Configure/ConfigureQTL) from a

different study.

Data Processing

Import/export data processing task and QTL configuration variables

¥ Setup

& Import values | & Export values
» Data Upload

» Study Protocal

» Configure

» Configure QTLs

» Imporu/Export Config
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NOTE: Only those items’ parameters that are
configured in the study, where the configure file

was imported, will be updated.

Technical Config

Data Processing O Important!

his page contains highly tect nfiguration which can very easily break the calculations for this Study if tampered with. F do not
change anything here
> setup

9 Data Upload AP taimy \ ataMappir a
> study Protocol Version: A N/A, Last Updated: June 4th 2023, 9:34:03 pm (UTC)
Labels: None

> configure

> Configure QTLs Version: A N/A, Last Updated: June 4th 2023, 9:34:03 pm (UTC)
Labels: None
> Import/Export

Config AdverseEventsSupplementalQualifiersDataimport — DynamicDataMapping
i " Version: A N/A, Last Updated: june 4th 2023, 9:34:03 pm (UTC n
> Technical Config ersion: & ast Updated: June pm (UTC)
Labels: None

This page contains highly technical configuration, which

can very easily break the calculations for this Study if

tampered with.

Ideally all parameters under Technical Config should be set

up before the study’s status will set to “Live”.

Due to the importance of these parameters, only
Cyntegrity employees can make changes in Technical

Config.

NOTE: It is not possible to change Technical Config
for a “Live” Study.
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IT Config

The IT configuration is utilized when retrieving study data

from an external Data Lake.

An authorized user needs to input credentials into the
designated text field. Each credential record should be
displayed on a separate line, without any delimiters

between the lines.

Example:

NOTE: Upon saving the IT configuration, the values
(excluding parameter titles) will be concealed with

"*" symbols for security.
User Groups

Groups contain users that should share the same set of
preventive and mitigation actions. A group is always
assigned to a study. Examples of predefined groups are:
CRA, System Admins and Study Managers.
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NOTE: Default groups can’t be deleted.
Create a New Group
To create a group:

1. Click Settings — Study Settings — User Groups.
2. In the opened tab, in the Select by, click Groups.
3. Inthe bottom of the existing groups list, click Create.

Data Processing

User Groups for this Study

> Setup Select by:
@ & Groups |O &Users Users that b
 Data Upload

¥ Study Protocol List of Groups:
> Configure Y| Filter by...
CRAs (default)
¥ Configure QTLs [ @ (defaul) ]
[ & Study Manager (default) ]
¥ Import/Expert Config

& System Admins (default)
> Technical Config

> IT Config
> Recent Tasks

» DB Logs

> User Groups

4. Enter a Display Name. Description is optional.
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Create a new Group

Display Name

Description

Description

Cancel Create Group

Users can:
e Edit the Group name and description

¢ Retire the Group.

Assign a User to a Group

To assign a user to a predefined or a manually created

group:

1. Click Groups in Select by switcher.

User Groups for this Study

Select by:
@ & Groups | &Users

2. Click the Group name in the right-hand list.
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Data Processing User Groups for this Study

> Setup Select by:

® Weroups O AUsers Users that belang to this Group:

> Data Upload
» Study Protocol Selected Group: List of Users:
> Configure W Test_group T | Filerby.
s |
» Configure QTLs
List of Groups: a ‘
> Import/Export Config L 2
Y | Filter by . ‘
. - RS
 Technical Config [ chs gttt a ‘

1T Config [ 0 sy Manager cetaun b

> Recent Tasks @ System Admins (default)
lys‘4, @ save changes

> User Groups

3. Select users who should be in the group by clicking on

their names from the list on the left.

Data Processing

User Groups for this Study
¥ Setup Select by:
® Weroups () &Users

User who are in the selected Group

Users that belong to this Group:

¥ Data Upload
¥ Study Protocol Selected Group: _Selected User;
> Configure & Test_group & MrTrainer (. e )
¥ Configure QTLs

List of Groups: List of Users:
2 Import/Export Config

T | Filterby T | Filter by..

% Technical Config ( o o et 1 {la J
> 1T Config | 488 Studly Manager (defauit | 4 ]
¥ Recent Tasks | 18t system admins defaul | 4

Save changes

User who are out of the selected Group

¥ User Groups.

4. Click Save Changes.

Users can also manage groups from a user perspective:

1. Select Users option in Select by.
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User Groups for this Study
Select by:
O & Groups | @ & Users

2. Select a user from right-hand list.

User Groups for this Study

Select by: I Groups the selected User is in. l

O WGroups ® Users Groups that this User belongs to:

Selected User: Selected Groups: /

| & Mr Trainer ) | || ## study Manager defaut |

| 42 system Admins (defaut) |

List of Users:

" i Test_group
Y | Filter by... .
[ s ] List of Groups:
[ & ] Y | Filterby...
{ & ] I [*CRAS (default) ]
c ) /

| Groups the selected User is out. l

3. In the right-hand list, you’ll see groups the user
belongs to (highlighted in yellow) and groups the user
is not part of (are shown in white icons).

4. Within the groups the user is not part of, (white icons)

select those to which you want to add the user.
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User Groups for this Study
Sefect by:
© Weroups @ BUsers Groups that this User belongs ta:

lected User: Selected Groups:

& e Trainer . ) #5tudy Manager (defoult)

[ Ep—

List of Users: W Test_group

[ Tr—

| v Fierby

| | | 4 cr et

R R

Click

User Groups for this Study

Groups that this User belongs to:

@ This list Is empty.

Save changes

To remove a user from a Group:

1. Click Users in the Select by switcher.

2. Select the user whose membership of the Group you
want to stop.

3. In the right-hand groups list, you will see all groups
to which the user is member.

4. Click the Group from which you want to remove the
user (it will be moved to the bottom list and will be
shown as a white icon).

5. Click Save Changes.
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Assign Groups to Mitigation Actions
To assign a group to a Mitigation Action:

For Risk Mitigation Actions:

1. Go to Actions in the menu bar.

2. Create a new mitigation action.
3. Select the user or group in the Responsible field.

For Ticket Investigative/Corrective Actions:

Go to Tickets in the menu bar.
Open the ticket for which you want to create an Action

2.
and add an Investigative/Corrective or Preventive
Action.

3. Select the user or group in the Responsible field.

194 of 236

© Copyright Cyntegrity Germany GmbH. -- MyRBQM® Portal User Manual --



@Cynfegrﬁy Platform Version 9.3.2
' 2026

Action Settings
Default Action settings

e Manual closure of investigative corrective actions is
allowed.

e "“Every” and “Once at” review options are switched on
for all actions.

e Study settings are inherited from Company level.

Review Settings.

It is possible to set Action Review Date options both at

Study and Company Levels.

NOTE: The settings specified in the Study Settings
hold priority over those in the Company

Configuration.
Company Configuration

Go to Settings - Company Settings -~ Company

Management tab:
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i RACT Customization

B Action management
Review Settings ‘/

Once at  Once at [Vital

Action Type Every [Date] timeline day]
Risk Mitigation O
Investigative/Corrective O

Action

Preventive Action O

Save

Allow to close activated Investigative/Corrective Ticket Actions manually

Closure Settings

Study Settings

It is possible to set Action Review Date options at Study

Level.
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@ MyRBQM?® Portal ®

(@ Dashboard ‘> Risk Management & Monitoring 51 Oversight [ Analysis 1

Company Settings

pata processing Action Settings 2

?>Setup Company Audit
Review Settings /
?Study Data e £ Study Audit
Use Company-level settings
2 Study Protocol . Latest Logs
Action Type Onceat  Once at [Vital
> Configure Every  [Date] timeline day]
Risk Mitigati
» Configure QTLs isk Mitigation
Investigative/Corrective
> Import/Export Config Action
>Technical Config Preventive Action
>1T Config
Save
>Recent Tasks
>Task Logs Closure Settings

Allow to close activated Investigative/Corrective Ticket Actions
manually?

> User Groups Same as the Company-level setting v

7 Action Settings 3
Save

NOTE: At least one Date Setting should be selected
for each Action Type.

Closure Settings

In the event of integration between the actions in
MyRBQM and an external CTMS system, avoid manually
closing actions in MyRBQM.

The closure of actions should only occur based on

information received from the third-party system.

To facilitate this, the Investigative/Corrective Actions
Closure settings were implemented in both the Study

Settings and Company Configuration.
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@ vyrBQM Portal

Data Processing

> Setup

> Study Data

> Study Protocol

> Configure

> Configure QTLs

> Import/Export Config
? Technical Config

21T Config

>Recent Tasks

>Task Logs

> User Groups

2 Action Settings 3

Platform Version 9.3.2
2026

NOTE: The settings specified in the Study Settings
hold priority over those in the Company

Configuration.

Study Settings:

@

@ Dashboard % Risk Management [©@ Monitoring 5 Qversight

Action Settings

Review Settings
Use Company-level setings

Action Type Once at Once at [Vital

Every [Date] timeline day]
Risk Mitigation

Investigative/Corrective
Action

Preventive Action

Closure Settings /

Allow to close activated Investigative/Corrective Ticket Actions
manually?

Same as the Company-level setting v

oA 1

Company Settings

z
Company Audit
Study Audit

Latest Logs

Company Configuration:

Go to Settings — Company Settings — Company

© Copyright Cyntegrity Germany GmbH.

Management tab:
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. RACT Customization

iAction management

Review Settings

Once at  Once at [Vital

Action Type Every [Date] timeline day]
Risk Mitigation O
Investigative/Corrective O

Action

Preventive Action O

Closure Settings /

Allow to close activated Investigative/Corrective Ticket Actions manually
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Company Settings (Configuration)

To open the Company Settings menu, go to Settings
in the upper menu and select Company Settings point

from the drop-down list.

Company Management

Customize Your Company Account

Just as users can customize their user accounts with
detailed user information and pictures, MyRBQM® Portal,

allows the same for companies.

To support the corporate identity of your company, you can
customize the visual user experience for all users working
in the company account. In this context, companies can
customize the logo shown in the upper left corner on every

site. To do so:

1. Go to Settings in the menu bar.

2. Select Company Settings from the drop-down menu.

3. In the ConfigurationHub, click Company
Management.

4. Click Upload to choose a picture from your storage to

replace the MyRBQM® Portal logo for all your users.

In the Company Management menu item, it is also

possible to:
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e Rename your Company and Change the Logo

] Company profile management ~

PO Company
Company Logo

Al waiid image types are accepted. The image must be no more (han 1830 Ll and no more thin 400px wide. File size must be ol maore than 1 MB.

e Obtain Integration API keys and Documentation

. API specification o~

APl key: 3ybEzzUgRprZhEpBgessg (B

@ Integration APl Documentation

e Manage Al functionality (disabled by default)

[ ] Manage Al functionality i

\Use "Ask Al" for Risk Mitigation Actions

e Change Company Study Types display names

. Company Study types x

Company-wide Study Types
cynt1001, demo,
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e Set up Risk Types (RACT), Mitigation Functional Plans
(for Mitigation Actions associated with a Risk) and
Asking for a rationale for any saved changes in RACT

working drafts

‘ RACT Customization o~

Risk Types

Corporate
Program
Protocol

@ Put each Risk Type on a new line

Mitigation Functional Plans

Medical Monitoring Plan
Safety Plan

Data Plan

Statistical Analysis Plan
Monitoring Plan
Training Plan

Quality Plan

Risk Management Log

@ put each Functional Plan on a new line I8 Save Functional Plans

<]
g
;
» | 4 GO b E;

Ask for a rationale for any saved changes in RACT working drafts

e Manage Actions review and closure settings.

Multi Factor Authorisation (MFA)
To enable MFA:

Go to Settings (upper menu) then Company Settings

and Company Management.
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B company access management

[0 Enable MFA for this Company
© What does this mean?

—

[0 Allow access to newly created Studies to all Company Users

w
i
’:‘
O
o
)
D
@
[¥2]
—
O

| SAD

! 0 Sen B Get our SAML metadata
i hy n-eb-staging.azurewebsites.net/login-sami?

| companyld=6530f8859566e56b8ef7fabf

i @ You can use this link so that the users sign-in directly via your SAML

| provider

NOTE: if the MFA is enabled, a user will not be able

to change their password.

Enabled MFA function will cause these changes in the user

management and login to the system:

e Users who cannot change their password should send
a request to the Company/Business Administrator
(C/BA).

e A new user will receive an email with a request to con-
nect C/BA to generate a password.

e Verification code is required for Login. The code will

be sent to the user email.

NOTE: The rules described in this paragraph are not
valid if SSO is activated.
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Single Sign-On (SSO)
Setting up SSO is a technical operation what Sometimes
should be performed by an IT specialist. the email
invitation
If you would like to implement SSO, please is sorted
contact your Cyntegrity Project Manager or as SPAM
Customer Support. by the
email.
User Management
On this tab, the Company Administrator can:
e Invite a new user
e Block a user
e Add/Edit account details
e Send Password reset Email (if no SSO)
e Change subscription settings
e Assign existing Roles
Invite a New User
1. Click the + sign and select Invite a New User.
;USE'LIS[’ __.-—-" m D

Show| 25 w  entries Search:

2. Enter the email address(es) and a username(s) for

the new user(s).
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3. Confirm by clicking Invite. An email invitation will be
sent to the new user.

4. Users can invite several new users simultaneously. In
this case, an administrator should check that user

names order corelates with user emails.

nvite new user(s)

Please enter the email address(es) and name(s) of the person or persons you want to invite. They will receive an email requesting them to sign up.

4 Mote that inviting several users can take some time! Please do not close or navigate away from this page while this operation is in progress.

Emaills) Name(s)
Email(s) Mame(s)
“ %
@ List each separate email on a new line. @ List each separate name on a new line.

O Synchronize scrolling

The administrator can confirm the user’s account:

Cyrocgriny Cyrocgriy L] L0

Cirdoe subscrined H¢Defauiy Detulr Lser Roie (Mo Priviieges) - B0t Pole

Friday, januany 28, 22 237 FM aminute 30
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Block/Unblock a User
Click Block button.
;USErLiSt n m
Show 25 v  entries Search:
' _»

fication emails Company Internal User Id

DONot subscribed

Blocked users can still log into their account but cannot use
any functions of MyRBQM® Portal. Upon logging in,

blocked users are informed about their account status.

Click Unblock to unblock a user. Immediately after

unblocking, s/he can use MyRBQM® Portal again.
NOTE: A user cannot block her-/himself.
Edit a User

1. Click Edit to change any account details of the desired

user.
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zUser List D m

Show| 25 v | entries Search:

-

~Na

N/A

bscription to notification emails Company Internal User Id

B Auditor

Friday, October 20,2023 10:41 AM  @Ves 24daysago

2. Click Save.

Give Admin Privileges

1. Click Edit to change any account details of the desired
user.

2. Check the field under Admin Privileges that fits the
privileges the user should have in your MyRBQM®
Portal Environment. Choose between No Admin
rights and Company Admin rights.

3. Confirm by clicking on Save.

NOTE: A user cannot elevate another user above

his/her own administrative privileges.
Company [Customer] Internal ID

If the Customer Company chooses to integrate MyRBQM
with another system, it may be necessary to include the

Customer's internal ID. This ensures that user records can
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be synchronized smoothly between the independent

systems.

Subscriptio tification emails
ONot subscribed

Thursday, October 6, 2022 10:48 AM ONo 15 days ago

NOTE: it is not possible to add Customer Internal

User ID through UI - only if the user record is
created or updated through integration API.

Allow Login

During the synchronization process of MyRBQM with an
external system, the Customer Administrator may
encounter a scenario where the external system is utilized
by users who are not registered or authorized to use
MyRBQM, meaning they have not undergone training or
certification for MyRBQM usage. In such cases, a solution is

available.

To address this situation, the option to create Login-

Restricted users in MyRBQM is provided.

These users will have standard user profiles, but their "Is

logging in allowed?" setting will be set to "No."
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This configuration ensures that, while these users exist

within MyRBQM, they are restricted from logging in and

accessing the system.

Mr Trainer anastasiashapovalova@cyntegrity.com 6336868azbI3763c143e7¢18
PO Company v PO Company

2 Upload New

@5end Password Reset Email

EEH2V test role

In this scenario, users will be unable to log in to the
system, but they can still be assigned to studies, tickets, or
actions within the system. They can also be added to a

group.
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¥ RI_25 — High Percent of Missing Fields CM_test — DEMO-CMTest (do not modify)

Designes

automatic

hir Trainer

Study Manager
CRAs

System Admins

4 high race o7 retocel deviatens by various cacagorie cccurs s 1 islagen of proeo) procedurel

FIrvesigativelCorractive Actions

e Ticket Action —
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The Designee drop-down lists are organized in next way:

e Users
e Login-Restricted Users

e Groups

NOTE: Users who are not permitted to log in to
MyRBQM will not receive any notifications, neither

through the Notification List nor via email.

Allow Login and S50

Allow Login settings are also presented in SSO

“Automatically provision new users”.

If “Automatically provision new users” is switched on (as
shown in the picture below) the Company Administrator

can set up the “Allow Login” parameter.

By default, “Allow Login” is False.
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SAML providers for the sign-in process

SAML sign-in link
b . o
@ You can use this link so that the users sign-in directly via your SAML provider

SAML settings

- Generate from metadata

I Autemnatically provision new users

["This configuration will modify the sett]
any email notifications from it.

Allow login

O True
@ False

Save

Study Access

Platform Version 9.3.2
2026

[@Get our SAML metadata

To assign a user to one or more Studies:

1. Switch Select by: switcher to Studies.

ConfigurationHub

-

- #

& Update SAML settings

r automatically created users. If the option "False” is chosen, the automatically created users will be unable to log in to the system and will not receive

2. Select a Study (click the Study name in the list).
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ConfigurationHub

Conngune o uses

[ Users who have access to the selected Study I

> Danvew .
O bl @ s narsthat v accen bt Sty

» Company Manegement
» Ui Manegemert —— p—_—
. E ]
» snaay access |
N

B Lot St ) l
» Users session et v ey

(™

[w

(a

| Users who doesn't have access to the selected Study l

3. In the right-hand list, click on the name of users who

should be assigned to the selected.

ConfigurationHub

Seectin
o O due @ D st e access 5 Sy

> Campany Management

> User Maragemer

ConfigurationHub

sunzoy
» Cumnien .

O b & Bsuse Usars that v aceess 1 this Sy
¥ Comptny Management
PP —— P — Setecteausers

" N )
» Sty hccass

a |

» b

s of v a |
» Users session simasut ¥ [ anerey 1

4. Click Save Changes.
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It is also possible to manage study access from the user

perspective:

1. Select Users option in Select by.

Select by

2. Select a user from left-hand list.
In the right-hand, list you’ll see studies the user has
access to highlighted in yellow, and studies the user
doesn’t have access (white icons). Select the

studies to which the user should be assigned.

ConfigurationHub

Studies the user doesn't have access to

214 of 236

© Copyright Cyntegrity Germany GmbH. -- MyRBQM® Portal User Manual --




@Cyn‘fegr‘i‘fx Platform Version 9.3.2
2026

4. C(Click Save Changes.

NOTE: For your convenience, each study icon

contains some information about studies:

e Name
e ID

e Type
e Phase

e Therapy Area

I test — Test Study (Unspecified Type. Unspecified Phase, Unspecified Therapy Area)

To remove the user assignment to a Study:

1. Click Users in the Select by switcher.
2. Select the intended user.
3. In the right-hand studies list, you will see all studies

assigned to the user.
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4. Click the study from which you would like to remove
user access.

5. Save Changes.

Privileges and Roles

The system uses a role-based security model so that user
permissions are tailored to the tasks the user needs to

perform. Example roles are:

e Central Monitors

e Study Team Member

e Global Trial Manager

e Risk Management Lead
e Business Administrator
e Auditor

NOTE: MyRBQM® Portal does not have the capability

to assign ownership.

Privileges

Your Business Administrator/Authorized user can create

Roles combining the privileges below:

Privilege Function
Accept Risks & Create | Access the course of action for a Risk section:
Mitigations
Accept Risks
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Create Mitigation Actions (including Suggestions and Ask
AI)

Edit the Risk’s Acceptance Rationale

Access Audit Logs

Access Study Audit Trial and Company Audit Trial

Access Data Import
Logs

Access Study Settings hub

View Recent Tasks page (Latest imports, Latest data pro-
cessing tasks)

Access Database Logs

Access Study Settings hub

View Task Logs page

Assign & Edit Investi-
gative Actions

Create, edit, activate, review, close and delete Investiga-
tive/Corrective Actions

("View Tickets" privilege is required to access Tickets
page)

Assign & Edit Preven-
tive Actions

Create, edit, activate, review, close and delete Preventive
Actions

(To close: ticket should be active, Root Cause Analysis
should be started)

("View Tickets" privilege is required to access Tickets
page)

("Assign & Edit Tickets" privilege is required to access
Preventive Actions section)

Assign & Edit Tickets

Activate, assign, re-assign, close Tickets

Start and re-start (only for Active tickets), finish Root
Cause Analysis

Add, edit, remove root causes

("View Tickets" privilege is required to access Tickets
page)

CDQ - Access Compli-
ance and Data Quality
Check

Access Compliance and Data Quality Check module

CDQ - Configure
Workflow

Access "Configure Workflow" page in the Compliance and
Data Quality Check module

Update the default designee for newly detected Compli-
ance and Data Quality issues

CDQ - Status Change

Update status of the detected issues in the Compliance
and Data Quality Check module

Company Administra-
tor

All existing privileges are included in CA privilege by de-
fault. In addition CA privilege gives rights to:

Manage Company Settings (including Invite, edit, block
users, give Company Admin right, set user Session Time-
out, configure SSO, access company integration API, Set

© Copyright Cyntegrity Germany GmbH.
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Actions Review Settings Company LevelSet Investiga-
tive/Corrective Actions Closure settings at Company
Level)

See Retired Sites

Manage Study Settings (including Set Study to Non-Live,
Delete Study Data, Delete Pending Tasks, Manage Data
Processing, Upload/download Additional Study Protocol
Data and Study Data)

Set Default Root Causes for Root Cause Analysis on a
study level

Cancel processing, delete, archive CSM Requests create
by another user

Create CSM-related
Tickets

Create a ticket from the CSM Request Results page and
Request Summary page

("View CSM" privilege is required to access CSM requests
page)

Create Generic Tick-
ets

Create a ticket from the Tickets page

("View Tickets" privilege is required to access Tickets
page)

Create KRI-related
Tickets

Create a ticket from the Risk Indicator page

("View KRIs" privilege is required to access KRIs page)

Create QTL-related
Tickets

Create a ticket from the QTL page

("View QTLs" privilege is required to access QTLs page)

Create Site-related
Tickets

Create a ticket from the Site Details page

("View Sites" privilege is required to access Sites page)

Create Subject Pro-
file-related Tickets

Create a ticket from the Subject Profile page

("View Subject Profiles Dashboard" privilege is required
to access Subjects page)

Define Company
Roles

Access Configuration hub (Company Settings)

Access Roles page

Create, edit, delete, import and export Roles, set a de-
fault role

Download IQRMP Re-
ports

Download IQRMP Report from the Risk Management
Overview page

Edit & Activate Mitiga-
tions

Edit, activate and delete (to delete, status should be
"New") Mitigation Actions

Edit & Add Report
Templates

Create, edit and delete Datasource templates on the
Datasource page

Create, edit and delete Reports on the Reports page

("View Reports" privilege is required to access Reports
and Data Sources pages)
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Edit Automatic Ticket
Assignment

Access Ticketing System Configuration from the Tickets
page

Configure default designees for new tickets on different
levels

("View Tickets" privilege is required to access Tickets
page)

Edit QTL Configura-
tion

Access Configure QTLs page in the Study Settings hub

Manage settings in Configure QTLs page

Edit RACT Drafts

Edit RACT Working Draft (including Edit Risks)

Edit Study Details

Edit Study Details on the Study Details page

Generate Al Critical
Processes and Data

Generate Study Critical Processes and Data on the AI-En-
hanced Protocol Analysis tool page

Al-Generated Study Critical Processes and Data: view,
edit, delete, download

Generate Al Risk As-
sessment

Generate Risk Assessment on the AI-Enhanced Protocol
Analysis tool page

Al-Generated Risk Assessment: view, edit, delete

Import/Export Config-
uration Variables

Import or export KRI/QTL Values on the Import/Export
Config page in the Study Settings hub

KRI Linkage to Risks

Add and remove an Associated Risk Indicator on the
Risks Overview Page

Edit Likelihood of a Risk if KRI fires

KRI Threshold
Changes

Access Configure page in the Study Settings hub

Manage settings in Configure page

Manage Action Set-
tings

Access Actions Settings page in the Study Settings hub

Set Actions Review Settings at Study level

Set Investigative-Corrective Actions Closure settings at
Study Level

Choose to use Company-level settings for a study

Manage CSM

Create CSM request

Edit, send for processing any CSM request

Cancel processing, Delete, Archive only created by me
CSM Requests

("View CSM" privilege is required to access CSM requests
page)

Manage Catalogs

Create, import, edit, edit details, copy and delete Cata-
logs

("View Catalogs" privilege is required to access Catalogs
page)

Access Company Critical Processes and Data
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Manage Critical Pro-
cesses and Data

Access Company Critical Processes and Data

Edit, delete, import, mark as critical Company Ciritical
Processes and Data

Access Study Critical Processes and Data

Edit, delete, import, mark as critical Study Critical Pro-
cesses and Data

Manage Custom Cal-
culations

Create, monitor and manage customer-provided metrics,
KRIs and QTLs

("View Metrics", "View KRIs" and "View QTLs" privileges
are required to access relevant pages)

Manage Groups

Access User Groups page in the Study Settings hub

Create, edit and delete User Groups

Manage Risks

Edit risk name (a short risk identifier e.g. RISK_XXX)

Manage Study Proto-
col

Upload and clear Study Protocol Data

Change Vital Timelines

Change Target Number of Patients

Enable Subject Profile module

("View Study Protocol" privilege is required to access
Study Protocol page in the Study Settings hub)

Manual Study Data
Upload

Upload study data via browser (one or multiple files) on
the Study Data page in the Study Settings hub

Release RACT Drafts

Release RACT Working Draft

Retire Studies

Retire Studies

Review & Close Miti-
gations

Review, Close, Promote active Mitigation Actions

Review & Sign Sub-
ject Profiles

Leave a Review for a Subject

("View Subject Profiles Dashboard" privilege is required
to access Subjects page)

Save CSM Request
Study Data for Down-
load

Set up creation of .csv file with the Study Data that was
fetched to a CSM Request

(When creating a new CSM Request, a setting "Save
Study Data for Download" is available. If selected, any
User with access to the CSM Request will be able to
download study data that was fetched to a CSM Request)

("View CSM" privilege is required to access CSM requests
page)

("Manage CSM" privilege is required to create CSM re-
quests)

Set up Studies

Create New Study on the Studies List page

Access Studies Wizard page

Set up Study Access
& Visibility

Access Configuration hub (Company Settings)

Access Study Access page
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Assign existing studies to users

Unretire Studies

Unretire Study on the Study card

View CSM

Access Centralized Statistical Monitoring page

Access CSM Request Details, CSM Request Results and
CSM Request Summary pages

Download data files from CSM Requests

View Catalogs

Access Catalogs List page

Access Catalog details page

Export Catalogs

View KRI Wiki

Access KRI Wiki in the Help dropdown

View KRIs

Access KRI page

Access Risk Indicator Details page

View Metrics

Access Metrics page

Access Metric Details page

View QTLs

Access QTL page

Access QTL Details page

View Reports

Access Datasources and Reports pages

View and download a Datasource template

View and print a Report

View Retired Studies

Filter Retired studies on the Studies List page

View Retired studies cards

View Retired Studies
Data

View Retired Study Data in Read-Only Mode

("View Retired Studies" privilege is required to access re-
tired studies on the Studies List page)

View Sites

Access Sites page

Access Site Details page

View Sites Data In-
consistency Report

Access Sites Data Inconsistency Report

View Sites Inconsistency Score on the Sites List page

View Study Dash-
board

Access Dashboard page

View Study Protocol

Access Study Protocol page in the Study Settings hub

View Subject Profiles
Dashboard

Access Subjects page

Access Subject Profile page

Access Subject Profile reviews

View Tickets

Access Tickets page

Access Ticket Details page

Subscribe to or unsubscribe from a ticket

View User Manage-
ment

Access Configuration hub (Company Settings)

View User Management page
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Roles

The Roles give the User access to different levels of
functionality of the system. It presents the information

according to the business needs.

1. Go to Settings in the menu bar (If you do not see
this function, you do not have Administrator rights)
and click Company Settings to enter the
ConfigurationHub.

2. Click Roles. Here all roles are listed with privileges
assigned.

3. Click the drop-down sign to expand and select

privileges. The number of selected privileges is

shown.
Role Mame Privileges
Test Role I privilege selected. | s Expand

Is this the default role? ;

Add a New Role

f

1. Click + Add a New Role (see the picture above.)

2. Enter a new role name, then select Privileges.
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Export Roles

Click Export Roles, and a .csv file is created with
MyRBQM User Role, Default and Privileges header. It also
creates a row for each of the existing Roles for the

company.

e The first column holds the Name of the Role.

e The second column holds a True/False, depending
on whether the Role is default or not.

e The third has the comma-separated list of Privileges
this Roles has (as they appear in the list of

Privileges).
NOTE: Do not open exported file in Excel!
Import Roles

Click Import Roles, this imports an existing .csv file. If a
Role in the .csv file and an already existing Role have the

same name, the existing Role should be renamed.
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@ MyRBQM® Portal (O Studies > Risk Management £ Settings o ® %
ConfigurationHub
Config rst and y rsint

> Overview

Roles

% Company Management

% User Management X Import Roles || & Export Roles |

? Study Access

Role Name Privileges
? Roles Auditor 12 privileges sefected. v Expand
ser's session timeout

Audit Trail

Auditors and inspectors may require full transparency of all
actions taken during the management of a study.
Additionally, users may need to track changes made within
the MyRBQM® Portal throughout the study lifecycle.

For this purpose, the MyRBQM® Portal records all actions
performed during the study in the form of an audit trail.
The audit trail begins with the creation of a company and

extends to the latest study working draft.

The audit trail in the MyRBQM® Portal is presented at two
levels: Company and Study. Portal administrators can

access both levels via the Audit Manager.

To access the Company Audit Trail, click Settings —

Company Audit in the header menu.
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To access the Study Audit Trail, navigate to the relevant
study and select Settings — Study Audit (as shown

below).

@ MyRBQM?® Portal (™) demo1001~

Dashboard & Risk Management~  |& Monitoring~ &3 Oversight = [l Analysis ~ 1

Study Audit Manager Company Settings

Study Settings

View, verify, and export study audit information
Company Audit

2 Study Audit

Study Wizard

NOTE: The Study Audit can only be accessed from the

Settings dropdown menu after a study has been opened.
Each entry includes the following information:

e Date: the date and time when the change was
requested

e Action: the type of change that was performed

e Context: a link to the item the change was
performed with

¢ Requester: who triggered the action (user via the
UI or API, or the system) - see details below

¢ Rationale for change

¢ OIld and New Values (To view, expand a row by

clicking on it.)

To export the Audit Trail for offline review in .csv format,

click Download as CSV. The downloaded file includes all
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existing audit entries. You can filter the entries by time

period before downloading.

To navigate to the Audit Entry page, click the square

arrow icon at the end of each row (as shown below).

@MyRBQM@PortaI @® a0 v o ® John Smith =

@ Dashboard & Risk Management~ & Monitoring~ &3 Oversight = [} Analysis ~ 22 Settings -

Study Audit Manager —
o)

View, verify, and export study audit information

Date Action Context Requester Rationale for change
Dec 05, 2025 20:07:27 UTC Update study critical processes £ John Smith Updated after the meeting on —
04.12.2025
Dec 05, 2025 20:00:54 UTC CloseTicket TICKET 187426 & John Smith "
Dec 05, 2025 18:44:06 UTC Update Compliance & Data & John Smith
Quality Issue Status
Old Value New Value
Created - Type: dataQualityIssue

id:
$oid: "0APGOGGRE0ALOE0A0B0AAR0G"
DataImportId: null
TimeCreated:

$date: 2025-12-85718:44:06.9227
TimeUpdated:

In addition to the fields listed above, the Audit Entry page
includes a Request and Response Details section, where

you can find:

¢ Request Details: Information about the specific
action and its parameters that was requested by a
user or in some other way (API Request)

e System Response Details: The system’s reply to
the request, including any returned data or error

messages (API Response)
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Each audit entry page has a unique ID and can be shared

with other users by sharing the page link.
Types of Requesters in Audit Trial

Each audit entry in the Audit Trail includes a requester — a

person or system that triggered the action.

Audit Manager

d export study audit information

Date Action Requester Rationale for change

Aug 06, 2025 15:12:42 UTC UpdateTicket Anna Sergina

Below are the definitions of each requester type:

Requester displayed
in Audit Trail

Meaning

User name (Global

Action performed by a Cyntegrity

Administrator) employee: initial company setup or
editing of company configuration

User name Action performed by a user from
the company in MyRBQM

System Action performed automatically by

the system (e.g., ticket creation)

Company (via API)

Action performed via the Integra-
tion API

User Name (blocked) or
(deleted)

Action performed by a user who is
currently blocked or deleted

Internal user ID, if
available (user not
found)

User not found in the MyRBQM user
database
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The user name is displayed according to the following

priority:

1. If the user’s name is defined in the portal, it is
displayed.

2. If the user’s name is not available, the email address
is displayed (if available).

3. If neither the user’s name nor email address is
available, the GUID (user’s internal ID) is displayed,
followed by “(user not found)”.

4. If none of the above information is available, “User

not found” is displayed.

Notifications

There are two types of Notifications in MyRBQM:

e UI Notifications are records visible in the list in the
User Interface.

e Some periodic emails (they are missed notification
emails of different periodicity) contain information
about notifications, but they don’t appear at the
same time as UI Notifications. They are sent much
later and contain information only about unseen (not

browsed) UI Notifications.

UI Notifications:

228 of 236

-- MyRBQM® Portal User Manual --



@Cyn‘regriﬂg Platform Version 9.3.2
2026

0 MyRBQM?POﬂ’al D Studies % Risk Management 1 Settings ‘ @ &

Notificatio

nlList

tions in one convenient list

Total number of Ul
Notifications

‘ Your Notifications

u 4 TICKET_4001: The ticket was updated.

[ #mceer_soon e ek was e

Ul Notifications by u # TICKET_4001: The tickst was updated.
type

u # TICKET_4001; The ticket was updated. List of Ul Notifications (all or for a selected Study)

[ 4o oo e ket vasupses

Ul Notifications by Studies

u # TICKET_4001: The ticket was updated.

# TICKET_4001: The ticket was updated.

Emails:

List of all emails in the MyRBQM® Portal:

The Daily Missed Notifications email is sent every day at
*Daily. Parameters: “threshold”: 20, “cap”: 40. That
means:

If a number of missed notifications is less than
“threshold”, the email template used is
"MissedNotificationsMail".
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If a number of missed notifications is less than “cap”,
more than “threshold”, the email template used is
"MissedNotificationsShortMail".

If a number of missed notifications is more than “cap”,
the email template used is "Capped Missed
Notifications Email” and then there is just “cap”

number notifications in the email.

NOTE: Missed Notifications emails are sent to a user
who is subscribed to notification emails in their user

profile and is the recipient of a certain notification.
Threshold and cap details:

e The Weekly Missed Notifications Email is sent at
*Weekly. Parameters: threshold: 40, cap: 60.

e The Monthly Missed Notifications Email is sent
at *Monthly. Parameters: threshold: 60, cap: 80.

Other special emails:

e The Notifications Email about unconfirmed
users is sent every Week.

e The periodic New Users Email is sent every Week.

e There are also Fatal Logs, Log Collection
Overview, and Error Queue emails for Admins.

e User Account Emails sent immediately to a user

owning an account (or invited person).
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On user confirmation:

e Onset user password by somebody else than the

user
e On reset user password

e On update user profile by somebody else than the

user
e On new user invited to the company
e On new user invited to MyRBQM® Portal

e On new user reinvited to MyRBQM® Portal

NOTE: Emails configured at study level are changed

for that concrete study, only.

Warning emails about due mitigations are sent *Weekly. It
is sent to the mitigation designee (which is user or group)
and CC (only for overdue): to the notified group, which is

by default, System Administrators.

Mitigation is considered due if it is marked due in the

next 7 days.

Warning emails about overdue mitigations are sent every
day (Daily). Recipients are the same as for due
mitigations. Mitigation is considered overdue if it is
marked due more than 24 hours ago. Due/overdue

mitigation emails include the mitigations which are
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respectively due/overdue right at the moment of

sending.

UI Notifications lifecycle:

Notification is marked as seen only if a recipient opens
the list of notifications containing that notification in
MyRBQM® Portal User Interface.

Designee can be a user or a group (all users in that group).

Ticket subscribers by default include a ticket designee and
a ticket creator (if that creator is a user and not the
system). They also may include users who subscribed after

the ticket was created.
UI Notification is created immediately if:

e A mitigation is activated/reviewed/closed - for its
designee & associated ticket subscribers

e A mitigation is created/deleted - for subscribers of
the associated ticket

e A user is subscribed/unsubscribed to a ticket - to the
subscribed user

e A ticket is created - for a designee

e A ticket is activated/closed - for subscribers of the
ticket

e For a ticket's Root Cause Analysis is
created/closed/reopened - for subscribers of the
ticket
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e A ticket is assigned - to a new assignee (another

name - a new designee & ticket subscribers)
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Cyntegrity is a leading Risk-Based Quality Management
(RBQM) company, which offers specialized services with
proprietary software for efficient RB(Q)M of clinical trials.
Cyntegrity’s mission is to offer high quality analytics that is
more predictive than retrospective and provides the ability
to integrate knowledge from previous trials with
contextual, real-world data to reduce patient risk and to

optimize preventive care.

Cyntegrity offers expertise, technology and experience to
make the transition to data-driven RBM fast and
comfortable. We are happy to work closely together with

our customers through this transformation.
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Contact Details

Cyntegrity Germany GmbH
Headquarters:
Altenhdferallee 3 D- 60438 Frankfurt (Main), Germany

Operations Office:
Minstererstr. 49

D-65719 Hofheim, Germany
Email: post@cyntegrity.com
Phone: +49 6192 47 01 13 50
Web: cyntegrity.com
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