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1.HALOPV / PROHALO Signals module user
manual

User Manual - Release 4.X (4.X first released March 2023)

This software and related documentation are provided under a license agreement containing restrictions on
use and disclosure and are protected by intellectual property laws. Except as expressly permitted in your
license agreement or allowed by law, you may not use, copy, reproduce, translate, broadcast, modify, license,
transmit, distribute, exhibit, perform, publish, or display any part, in any form, or by any means. Reverse
engineering, disassembly, or decompilation of this software, unless required by law for interoperability, is
prohibited.

The information contained herein is subject to change without notice and is not warranted to be error-free. If
you find any errors, please report them to us in writing.

2.Preface

The latest product information including release notes for HALOPV and multi-tenant HALOPV (branded as
PROHALOQ) is available at

https://insife.com/halopv

Insife Support:

Insife Support team can be reached out at Support@insife.com
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3.Introduction

3.1. Purpose of this document

This User Manual describes the Signals module features of HALOPV. It is intended as a module guide, which
should be considered one of the general manuals. You will find a manual for each Module separately on
https://insife.com/halopv-user-guides-tutorials.

The overall guide for using general features is available online on General features (insife.com)

3.2. Modules of HALOPV

At the time of writing this manual, the HALOPV Modules comprise:

e  Aggregate Reporting Module

e Agreements Module

e Clinical Trials Module

e  Complaints Module

e Data Collection Programs Module

e Device Incidents Processing Module

e  Entities Module

e ICSRs (Medicine and Vaccine Incidents) Module

e Literature Monitoring Module

e Labelling (Dictionaries and terms) Module

e Medical Information and Communications Module
e  Pharmacovigilance System Master File (PSMF) Module
e  Products Module

e Quality Module

e  Requirements Intelligence Module

e Risks Module

e  Signals Module

e  Submissions Module

Besides the modules, you will also find a separate manual for application administration and user
administration in Admin Guide (insife.com)

3.3. About HALOPV (incl. PROHALO)

HALOPV is a cloud-based system. Internet connectivity is required. You can use your computer, tablet, or
smartphone to access the system. Your organization should have provided you with the correct link to allow
you to access your instance of HALOPV/PROHALO.
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4. Navigating the Signals module

Once you log into HALOPV with your user credentials, on the left Menu, you will find the list of Modules to
which your user has access. Otherwise, please refer to our General Features user manual. If you can log in but
do not have access to the Module, please consult section 4.2.

The Signals module will appear if your user profile has access to the Module.

Signals

[ Defecti Medicin

Figure 1 Left menu, Signals is available for users with the appropriate access role

4.1. Module Main Screen
The Main screen displays the list of process workflows available in the Module Labelling — including the

Functionality Menu.

= 16 a06-2023 1115106 0T (+0%00) Qusescn USERNAME

Signals

Available workflows Functionality menu

k&2 Data run overview

Figure 2 The standard list of Workflows and Functionality Menu items for the Signalsmodule

Click on a workflow or functionality to access it.

4.2. User roles relevant for the Module

Users must be assigned roles to access the relevant modules. Furthermore, user roles can allow access or
editing rights for a record when it is in a specific workflow task step. Please consult the table below for
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standard user roles that are provided with the system. Other user roles may have been configured by your
administrator. For a description on how to administer users and user roles, please refer to the Admin Guide

(insife.com)

User role Description

Signals Module Provides access to the Signals Module in the
navigation.

Signals processing Main processing role for the Module. The role can

create records and assign a due date.

Signals reviewer Users with this role can review the information/data
available in the relevant workflow step.

Table 1 Default User roles for the Signals module
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5.Standard Workflows

The Module comes pre-configured with several standard workflows. These are described in the following
sections, including tasks and associated actions.

It is important to note that the workflows may be configured to local requirements in your HALOPV /
PROHALO setup. Hence the workflows may look different from the standards, and some workflows and menus
might not be available to the user view.

Users can access the record worklist by clicking on one of the available workflows. Clicking on a workflow
takes you to the records worklist. See Figure 2 The standard list of Workflows and Functionality Menu items
for the Labelling module and 3.

The Records worklist may have different columns, depending on the selected workflow. However, the principle
is the same for all workflows. The standard list displays the Record ID, Title of the Record, the Type, Current
task, Overall Due date (the date the task is due to comply with set timelines), etc.

Clicking on the “Record ID” or “Requirement Title” takes you to the individual record. See Figure 3 When
clicking on a workflow, the following screen displays the Process and workflow description (if configured) as
well as a worklist of records, where the Record ID and title can be clicked to access the record.

Signals / Signal data run Records

Process and workflow description
= The Si uration of a set o o the runs. Example, a substance, product or grouping. Then, the data run can capture a siide of 7
o informatior . slice" and repeat over al o eque verse s

Records open v. completed

Completed records? In workfiow records? Nulifed records? Assigned to others? =X o |[ & | swen || Avosssin
Records
a-- =2
-7of
Record ID Title / Identifier Type Current Task Organization Assigned to Priority Keywords  Lastupdated | Overall Due Date
SIG-RUN-8345596 Allvaccines - Configure data run filters Root organization - - - 08-AUG-2023 15:04
SIG-RUN-8339984 IDAP substance test Configure data run filters Root organization - - 1-JUL-2023 11:17
SIG-RUN-8345618 signal - Configure data run fiters Root organization - - 04-JUL-2023 09:38

SIG-RUN-8344673 test trine - Configure data run filters Root organization - - 22-JUN-2023 12:40

SIG-RUN-8344658 Fatal Child Run - Configure data run filters Root organization - - 05-JUN-202

SIG-RUN-8340061 All groups Configure data run filters Root organization 22-MAY-2023 22:01

SIG-RUN-8339999 New - Configure data run filters Root organization - - - 16-MAY-2023 15:25

Figure 3 When clicking on a workflow, the following screen displays the Process and workflow description (if configured) as
well as a worklist of records, where the Record ID and title can be clicked to access the record.

End users can update interactive reports such as this worklist, using the Actions button. Please consult the
User Guide - Interactive Reports.

Please note that access to Records is restricted to the user role assigned to you, e.g., if you have read-only
access to the current workflow, the user cannot create or nullify records. Still, it might have the roles to access
and execute the task(s) assigned within the Record.

5.1. Signal data run workflow

Configure data run filters ) DEC data run Populate Drug Freq. tables» Generate automatic signal alerts » Populate data run table ) Kick-off next run
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The purpose of the Signal data run workflow is to allow for configuration of a set of filters that make up the
criteria for which ICSR and device data should go into the runs. Example, a substance, product or grouping.
Then, the data run can capture a slide of information in a specific time "slice" and repeat over time to create
chronology of frequencies of adverse events.

The workflow consists of two task steps:

- Configure data run filters (5.1.1)

- DEC data run (5.1.2)

- Populate Drug Freq. tables (5.1.3)

- Generate automatic signal alerts (5.1.4)
- Populate data run table (5.1.5)

- Kick-off next run (5.1.6)

The following sections will explain the tasks in further detail:

5.1.1. Configure data run filters (Step 1)

The task step instructions are shown in the application on the left side of the screen in yellow highlight. Please
follow the task instruction for further information about the step.

Task instructions (as shown in the application):

A signal is information arising from one or multiple sources which suggest a new potentially causal association,
or a new aspect of a known association, between an intervention and an event or set of related events, either
adverse or beneficial, that is judged to be of sufficient likelihood to justify verificatory action.

The Configure data run filters task allows you to set a number of criteria for which you are going to monitor for
any potential causal association

As with any other task in the application, you must have the corresponding role assigned to process the record
in the task step. The first task step contains three actions:

5.1.1.1. Action: Data query configuration form

The first form in the configuration is a series of filters. These are ordered in tabs.

Data, products and studies tab

Dates, products and studies  Drug and Event details  Device and device events Patient Medical history ~ PADER configuration ~Summary tabulation products St reporting vaules

[ ————

Here, you can set filters as per table below:
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Case type

Options are based on a configurable list of values (default is E2BR3 values)

Keywords to include,
Keywords to exclude

Options (multiselect) are based on configured keywords set on the ICSR /
device case records. Include invalid cases is a shortcut to a commonly used
keyword for tagging invalid cases.

Start of cumulative period

Defines the first data where signal run will commence from (can be used or
else can be defined by Period — Start date and end date as the first data
slice

Period — Start date

Defines the start date of the first data slice

Period — End date

Defines the end date of the first data slice

Data lock point

If Yes, then the latest completed revision will be included (if within the
period), if no, then latest current revision will be included also if in
workflow

Substance group(s)

Options (multiselect) are based on all available substance groups in the
Products module

Substance(s)

Options (multiselect) are based on all available substances in the Products
module

Product group(s)

Options (multiselect) are based on all available product groups/families in
the Products module

Product(s)

Options (multiselect) are based on all available medicinal products in the
Products module

Licenses to display on report

Not in use for Signals

Study

Options (multiselect) are based on all available Clinical Studies in the
Clinical Studies module. Furthermore, clicking the Re-select studies for
products selected above allows for shortlisting the studies for which the
products selected are included in their configuration. Include blinded
products option is not applicable for Signals

Drug and event details tab

Clear selection .

Dates, products and studies | Drug and Event details | Device and device

Event seriousness

PADER configuration  Summary tabulation products ~ Set reporting values  Document templates  Document snippets

Event MedDRA queries

lymphatic disorder

BEEEE

Here, you can set drug and event filters as per table below:

Event causality (reported,
determined, worst case)

Options are based on a configurable list of values.

MedDRA Term collection

Options (multiselect) are based on all available MedDRA term collections
created in the Labelling (Dictionaries and Terms module)

Role of product

Options are based on a configurable list value (default is E2BR3 values)

Event listedness

Options are based on a configurable list value

Datasheet

The above listedness can be specified to a specific datasheet (default is
ignore)

Event seriousness

Options include event seriousness’s as well as non-serious events (based
on E2BR3)

Device and device events details tab
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Clear selection
Dates, products and studies  Drug and Event details Device and device events | Patient ~PADER configuration  Summary tabulation products  Set reporting values  Document templates ~ Document snippets

Event seriousness IMDRF queries

MORE term collecto

Deatt Calibration
Una
Here, you can set device and device event filters as per table below:
Event seriousness Options include event classifications (based on EU MIR)
IMDRF Queries Options (multiselect) are based on all available IMDRF term collections in
the Labelling (Dictionaries and Terms) module
Patient tab
Patient determined death cause(s) MedDRA queries
Blood and lymphatic disorder | @ |
NG foer ]
Cardiac events
Dt
ot
Dates, products and studies ~ Drug and Event details =~ Device and device events ~ Patient ~ PADER configuration ~ Summary tabulation products ~ Set reporting values ~Document templates  Document snippets
Patient characteristics Patient medical history MedDRA queries
[ > |
Patient reported death cause(s) MedDRA queries
st st [ |
Blue Lips
e ]
Cardiac events
Here, you can set device and device event filters as per table below:
Patient sex Options (multiselect) are based on a configurable list of values (default is
E2BR3)
Patient age groups Options (multiselect) are based on a configurable list of values (default is
E2BR3)
Patient medical history Options (multiselect) are based on all available MedDRA term collections
MedDRA queries created in the Labelling (Dictionaries and Terms module)
Patient reported death Options (multiselect) are based on all available MedDRA term collections
cause(s) MedDRA queries created in the Labelling (Dictionaries and Terms module)
Patient determined death Options (multiselect) are based on all available MedDRA term collections
cause(s) MedDRA queries created in the Labelling (Dictionaries and Terms module)

Further tabs on the configuration form are not used for Signals.

Then you can click Save and then Return to get back to the data run.

5.1.1.2. Action: Setup task scheduler form
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The second form in the configuration is a series of filters for scheduling. These are ordered in tabs.

Schedule configuration tab

Schedule configuration = Generated schedule

Schedule configuration

Periods

Specify start date

Record (3) will initiate every

Period end (when schedule stops)

Repeat

Process and Workflow

Specified day(s) in the period to schedule

Specified month(s) in the period to sehedule

Specified year(s) in the period to schedule

Specified weekdays(s) in the period to schedule

Scheduler Record Details  Record Contents

Options

Schedlule new record every time?

No

nitiate the

nly records not in

heduled together with the main

Here, you can set scheduling details filters as per table below:

Specify start date

The first date you want to schedule a data run (slice). This is mandatory.

Record(s) will initiate every

Options are based on list of values (configurable) (daily, weekly, monthly
etc.)

Period end (when schedule
stops)

The last date you want to schedule a data run (slice). This must be filled in
as the schedule would else create an infinite amount of schedules

Specific day(s) in the period to
schedule

This option is only available if “Record(s) will initiate every” is set to other.
Options (multiselect) include all weekdays

Specific month(s) in the
period to schedule

This option is only available if “Record(s) will initiate every” is set to other.
Options (multiselect) include all months

Specific year(s) in the period
to schedule

This option is only available if “Record(s) will initiate every” is set to other.
Options (multiselect) include all years

Specific weekdays(s) in the
period to schedule

This option is only available if “Record(s) will initiate every” is set to other.
Options (multiselect) include all days in the month

Schedule new record every
time?

Currently always set to No

Also schedule child records?
(Restart workflow)

Keep unticked for Signals. Allow for also reopening subordinate records
associated to the data run, which will not be desirable

Process and workflow tab

Schedule configuration

Process and Workflow

r
Schedule Core Process

Signals

" Workfiow to tigge
Signal detection - Data runs

Generated schedule = Process and Workflow

Scheduler Record Details ~ Record Contents

Workflow task

Here, you can set which workflow and task to initiate as per table below:

Schedule Core Process

This is currently always set to Signals

Workflow to trigger

This is currently always set to the workflow of the data run

Workflow task

Options include the workflow tasks that have been configured for the data
run workflow. To achieve automatic operations, the correct selection is
normally “Case series data run”
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Organizational entity

Options include all entities that you as a user have access to. It will per
default be the entity of the user setting it up

Record contents tab

Schedule configuration ~ Generated schedule  Process and Workflow ~ Scheduler Record Details ~ Record Contents.

Record Contents

Existing data

Record date scope / period

Update record start

This section is supported by aggregated reporting forms only

t-and @ Match to previous scheduling
perio

Match to current scheduling

Here, you can set the logic for the scheduling dates, as per table below:

Existing data

Is currently not enabled

Record date scope / period

Please select “Match to previous scheduling period” in order to schedule
record in sequential periods as is required for Signals data slices.

Other tabs are not used for Signals.

Once the data has been populated, first click the “Create” button then click “Activate/update schedule” to set
the list of dates for automatic scheduling. Then you can click Return to get back to the data run.

5.1.1.3. Action: Signals alert configuration form

The third form in the configuration is a set of filters for setting up when Signal alerts should be raised

automatically.

Signal alerts configuration

Suppression configuration

Suppress alerts when existing alert is
Suppress alerts until date

Tresholds configuration

PRR Threshold POR Threshold

CHI-squared Threshold EBOS Threshold

Minimum amount of events
1

Here, you can set the configurations, as per table below:

Suppression configuration

Options include setting a date until when no automatic alerts will be
created. A tickmark can further specify that new Signal alerts will be
suppressed if an alert on the drug-event combination has already exists

Threshold configuration

Options include setting decimal number for either one or multiple
statistical methods, including PRR, ROR, CHI-squared and EBOS5.
Furthermore, minimum amount of events can be set in combination with
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the threshold, to only allow alerts to be generated if both threshold and
number of drug-event-combinations are fulfilled

Save the form. Then you can click Return to get back to the data run.

5.1.1.4. Action: View data query run

The View data query run is a pop-up window that in dashboards and reports show all the signal data run data
that has been generated by the automators that are described in the sections: 5.1.2, 5.1.3, 5.1.4, 5.1.5 and
5.1.6.

The view allows comparing frequencies with the cumulative data. The following screenshot shows the detailed
contents:

3 Dataguery run - Prsonal - Microsoft Edge Substance group dropdown = @) X
3 hitpsy/junowsdev.insife.cloud:80] . Jp269_run_revisif - 269! 1=1208301791 19K8mOTPUMBStghSbeCDavxrUT_ypnUeMz_FiDhR_tawdCaUdwWzo. A
S Using the Select run allows you to single one

Ve ey (i dropdown allows you to go substance group only in the

Select data query run to disp back to a given data run page

sooctrn Sunsance oo
26 (01-JAN-2020 TO 31-MAY-2023) - -
Query run summary Save reportto Excel attachment Q
a
" o ETT—
Period Source. ROR Fatals SADRs. ADRs Alert terms IMEs Child cases. Run Revision | =
i)
By Chronology o
By Chronology
m Chronological view that
2
shows all the data runs and %
— a0
counts of events - sae
P
oHr
A
.
® /4
o oz o oo s omw oo os s oo om o2 ow  om  os o o ow  ow oo o1 o2 o om o5 o
Periodls)

Patient gender counts Patient gender by age group

Patient age group counts

Patient sex Patient sex by age group counts
By Age Group Gender By Age Group
» - G e
- / \
Vi
isery - ¢ 1 / \ e
P | 4 u Fore
AN ) Oter / blank
i 10 RS p
0 ” i
o s 0 w w40
# Events by SOC
soc
Drug events by SOC, red is
SAE, green is AE
\ e
0 2 © 0 « 0
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Drug-event combination frequencies

Q- Bl e o
[ siostore oo ame 2

Substance Oroup

Active Ingredient

Product Name. - Dec Dec Count

Count | Comulative
e ook ipepetiibes Juipaioectpepetsibec HP_Produci0] 201 HP_Formo e g
A s e O, 4 r 08 AP | DA SO DA DT o .
Not oded

Drug-event combination frequencies
Not coded . .

display by substance groups. Filters,
feresded highlights and columns can be setup in the
Not coded Actions menu. Signal alerts can be opened
— by clicking “Open alert” or created by
v clicking on “Create alert”.
Not coded Not coded Typhoid fever 2
Not coded Not oded Not coded %

Drug-event combination line listing

Search: All Text Columns

B rrevve o

Substance Group Name.

CaseMasterld CaseNumber Case Source

.8
o

0 = 8340103 DK-INSIFE-23DK000. Spontaneous Report
= 8339971 DKCINSIFE-23DK0817. Spontaneous Repo
= 8340112 0k-22-05-2023-psp Spontaneous Repo

O = 8344378 DKCINSIFE-TESTINGT. Report from study
= 8304371 dicinsife-22:05-2023 Spontaneous

O = 8329951 DKNSIFE-15052023 Spontaneous
= 8340112 0k-22-05-2023-psp Spontaneous Repo

O = 8320970 DKINSIFE-23DK000, Spontaneous Repol
= 8340112 0k-22-05-2023-p5p Spontaneous Report

O = 8340112 dk-22-05-2023-psp. Spontaneous Report
= 8340103 DK-INSIFE-23DK000 Spontaneous Report
= 8344825 DKCNAPPMUNDI-GE Spontaneous Report

O = 8344825 DKCNAPPMUNDI-GE. Spontaneous Report
= 8344825 DK-NAPPMUNDI-GE. Spontansous Report

>ded. Comments. Category. sou

Unclassifiabie: HAL

HAL

This is my DEC fem

Hello world

Certain
Unikely
‘Conditional/Unclassified
Probable/Lkely

Unassessable/Unciassifiable
Consistent

No adverse event

Related to Isted adverse event

Case Inital Receipt Date  Case Latest Receipt Date  Case Study Type

Drug-event combination line listing shows
all drug-events on a grid listing. Filters,

highlights and columns can be setup in the

Actions menu.

25-sep-2022 25-sep-2022
25-5€p-2022 25-5EP2022
15-MAY-2023 10-mAY-2023
10-DEC-2020 17-869-2020
10-DEC-2020 17-sep-2020
10-DEC-2020 17-8€9-2020

Comments can be entered for each row, by
double clicking on the Comments cell in the
row. The Category for the row can be
selected from a drop down list

(configurable list of values)

Case Study ld

- ARRRERRRN

Case Study Eudract

Ror
Cumulative 'S

114 HALOPV

114 HALOPY

1 HaLoey
1 HALOPY
1 HaLoeY
1 HALOPY

m HALoeY

m ALY

M HALoPY

98 HALOPV

Event Soc
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(10028395)
(10029208)
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Nervous s

(10026205)
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(0021681)
(10021881
(10021681
(1002104)
Not caded
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child
Count

s

Event Higt
Gastroint
Bone diso,
Headaches
Headaches
Headaches
Headaches
Headaches
Infections.
Bacterial |
Bacterial |

Gastroint

Fatal
Count

Event Hit
Gastroi
Bone rel
Headac
Headac.
Headac
Headac.
Headac
Urinary
Salmon...
saimon.

Upper g.

Event Alert

Event Pt

Abdom

Save report o Excel atachment Q)

EventAlways  Create

Bonepain -

Headache

Headache

Headache

Serious List alert areiti

;

:

u

:

u

u
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Save report 1o Excel attachment

B Reset

Headache (10010211)

Headache -

Headache -

Kidney 1.
Typhoid
Typhoid

Gastric

Notcoded -

Notcoded | -

Notcoded | -

When a user wants to save the grid / listing to the data run record, you can click on the Save report to Excel

Save report to Excel attachment Q

attachment button.
Actions menu and select Download.

5.1.2. DEC data run (Step 2)

. In case you would like to download the listing, please go to the

This task is an automated calculation of the dataset based on the configured filters, please refer to 5.1.1.1.

The task will automatically complete when done and the record will proceed to the next task once data

extraction is done.

5.1.3. Populate Drug Freq. tables (Step 3)

This task is an automated calculation of the dataset based on the extracted data in the previous step, the drug
frequencies tables are holding the statistical information related to the data slice as well as cumulative data

throughout all slices.
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The task will automatically complete when done and the record will proceed to the next task once data
statistical calculations are done.

5.1.4. Generate automatic signal alerts (Step 4)

This task is an automated assessment calculation based on the frequency table in the previous step, the alerts
are using the configuration explained in 5.1.1.3 to determine if any new alert should be created for the data
slice If an alert is created, it will appear as a record in the Signal alerts workflow, see 5.2 .

The task will automatically complete when done and the record will proceed to the next task once alert
calculations are done.

5.1.5. Populate data run tables (Step 5)

This task is an automated calculation of the dataset based on the extracted data in the previous steps, the data
run table is a high-level summary of the data run, including some counts of how many events were identified
and the worst-case statistical scores.

The task will automatically complete when done and the record will proceed to the next task once calculations
are done.

5.1.6. Kick-off next run (Step 6)

This task is an automated.

The task will automatically step that will assess and either re-initiate or schedule the record in the workflow in
a new revision when relevant, based on the configuration in 5.1.1.2. As it is automatically progressing, it will
complete the workflow without any human interaction.

Note: The Signal data run will create a new revision for each data run (slice) of information it generates. You
can review all the data slices in the

5.2. Signal alerts workflow

Review and Analyze alert

The purpose of the workflow is to review and analyze the Signal alert that was opened.
The workflow consists of a single step:
- Review and Analyze alert (5.2.1)

The following sections will explain the task in further detail:

5.2.1. Review and Analyze alert (Step 1)
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The task step instructions are shown in the application on the left side of the screen in yellow highlight. Please
follow the task instruction for further information about the step.

Task instructions (as shown in the application):

The Signal alert should be analyzed and considered for further activities. Use the notes to add context to your
analysis

As with any other task in the application, you must have the corresponding role assigned in order to be able to
process the record in the task step. The first task step contains two actions:

5.2.1.1. Action: Signal alert and registration details form

The form is a series of data points that can be captured. Provided the Signal alert was created from the Signal
alert automation (5.1.1.3) or manually created from the view data query run screen (5.1.1.4), data will
automatically have been added where possible.

Signal

Product name Event PT

TEST product Nausea

Date of detection Indication Reviewer
08-Aug-2023 "Ventilation" pneumonitis ~ Peter Pallesen ~

Source

HALOPV

Description

Data run reference (if relevant)
Run Master ID Run Revision
8345444 Revision 8 "

ROR at time of detection PRR at time of detection View Data Run

Here, you can enter the data, as per table below:

Product name Product, substance or substance group name

Event PT The Preferred Term from MedDRA in question

Date of detection Option to add date

Indication Option to select a Preferred Term

Reviewer Option to select a user in HALOPV

Source If data source is HALOPV, system will default to HALOPV. Other text can be
entered

Description Data can be entered

Data run reference Run Master ID, Run revision, ROR at time of detection, PRR of time of
detection can only be set automatically. The view data run button allows
for the user to jump to the View data query page of relevance, see 5.1.1.4

Then you can click Save, then Return to get back to the Signal alert record.

N.B. The data provided in this form will be retained if a user chooses to promote a Signal alert to a Signal, in
the Signal registration and processing workflow, see 5.3.
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5.2.1.2. Action: Task relocation (Move to Signal Registration and Processing)

This action allows for promoting a Signal alert into an actual Signal. This should only be done if the assessor of
the Signal alert is considering it relevant to initiate a Signal process.

Change workflow X

Please confirm task ion (Signal ion and

Select the new workflow task

Signal Registration and ing > Signal

Reason for moving to Signal

The reason provided will be added to the record Notes field

=3

5.3. Signal registration and processing

Signal registration Signal validation and prioritization Signal assessment ) Signal/risk action confirmation ) Action/information exchange

The purpose of the workflow is to process Signals according to the EU GVP Module IX guidelines.
The workflow consists of five task steps:

- Signal registration (5.3.1)

- Signal validation and prioritization (5.3.2)
- Signal assessment (5.3.3)

- Signal/risk action confirmation (5.3.4)

- Action/information exchange (5.3.5)

The following sections will explain the tasks in further detail:

5.3.1. Signal registration (Step 1)

The task step instructions are shown in the application on the left side of the screen in yellow highlight. Please
follow the task instruction for further information about the step.

Task instructions (as shown in the application):

Registration of a Signal with documentation of Terms and product details in the Signal alert and registration
Form.

As with any other task in the application, you must have the corresponding role assigned to process the record
in the task step. The first task step contains one action:

5.3.1.1. Action: Signal alert and registration details form

The form is a series of data points that can be captured and it is the same form as used for the Signal alert
registration, see 5.2.1.1. Provided the Signal was promoted from a Signal alert, data will automatically have
been added where possible.
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Signal

Product name EventPT
TEST product Nausea

Date of detection Indication Reviewer
08-Aug-2023 "Ventilation" pneumonitis ~ Peter Pallesen ~

Source

HALOPV

Description

Data run reference (if relevant)

Run Master ID Run Revision
8345444 Revision 8 -
ROR at time of detection PRR at time of detection

Here, you can enter the data, as per table below:

Product name Product, substance or substance group name

Event PT The Preferred Term from MedDRA in question

Date of detection Option to add date

Indication Option to select a Preferred Term

Reviewer Option to select a user in HALOPV

Source If data source is HALOPV, system will default to HALOPV. Other text can be
entered

Description Data can be entered

Data run reference Run Master ID, Run revision, ROR at time of detection, PRR of time of
detection can only be set automatically. The view data run button allows
for the user to jump to the View data query page of relevance, see 5.1.1.4

Then you can click Save, then Return to get back to the Signal record. Once the signal has been registered, and
if relevant, supporting attachments have been added, then click Complete task.

N.B. For more information about the Signal alert process, see 5.2.

5.3.2. Signal validation and prioritization (Step 2)

The task step instructions are shown in the application on the left side of the screen in yellow highlight. Please
follow the task instruction for further information about the step.

Task instructions (as shown in the application):

Validation includes analysis of the data supporting the detected signal in order to verify that the available
documentation contains sufficient evidence demonstrating the existence of a new potentially causal
association, or a new aspect of a known association, and therefore justifies further analysis of the signal.

Prioritization of Validated Signals can be done at the same time as Validation. Prioritization should take place
as soon as possible, no later than 2 calendar days after Validation (24hrs if Signal is a potential ESI.)

Validation and prioritization is documented in the “Signal Validation and Prioritization Form” with rationale.
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As with any other task in the application, you must have the corresponding role assigned to process the record
in the task step. The task step contains three additional action to be performed:

5.3.2.1. Action: Signal prioritization form

The form is a series of data points that can be captured for signal validation and prioritization. The form is
dynamic, l.e. will expand with options and fields depending on your choices. The form also consists of two
tabs, each one explained in the below:

Signal Validation tab

Signal Validation | Early Natification

0 O

Prieritization Rationale

PETERTEST

Here, you can enter the data, as per table below:

Signal validated?

Option Yes/No

Date of validation

Option to add date

Prioritization

Option to select value from list of values (configurable)

Date of prioritization

Option to add date

Reviewer

Option to select a user in HALOPV

Due date for Signal
Confirmation

Option to add a user defined date for when the signal must be confirmed.
If added, it will overwrite the due date of the record in the workflow. If left
blank, as standard due date based on workflow task configuration will be
used

Validation/non-validation
rationale

Option to add text about the reasoning of the validation decision

Prioritization rationale

Option to add text about the reasoning of the prioritization decision

Early Notification tab

Signal Validation | Early Notification

Early Notification

Here, you can enter the data, as per table below:

Emerging Safety Issues (ESI)

Option to select Yes, No, NA, Unknown

Urgent Safety Measures
(USM)

Option to select Yes, No, NA, Unknown

Urgent Safety Restrictions
(USR)

Option to select Yes, No, NA, Unknown
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Early Notification of validated | Option to select Yes, No, NA, Unknown
signal to Partners

Then you can click Save, then Return to get back to the Signal record. Once the signal has been assessed for
validation and prioritization, and if relevant, supporting attachments have been added, then click Complete
task. If the signal has not been found to be validated, then you can use the following action to refute the Signal
record.

5.3.2.2. Action: Task relocation (Refuted signal)

This action is intended to remove the Signal from its workflow and place it under Refuted signals. The signal
record and its’ contents will not be deleted, but placed in a non-active workflow, where it can reside for
documentation purposes. Please see 5.4 for more information.

Change workflow %

Please con

tion (Retute signai)

Refuted signals » Log refuted signal

%

When relocating the record to a new workflow/task a reasoning must be provided (mandatory). Click Confirm
to execute the relocation or Return to cancel.

5.3.2.3. Action: End workflow

This action is intended to complete the workflow, without following the pre-designated tasks of the Signal
workflow. This could be for instances where expedited investigations have been happening outside the normal
process, or if very urgent activities warrant a completion of the signal process at once.

Complete_wt x

‘ Complate workflow

When ending the workflow/task, no data is deleted, but the record will proceed to a completed state. Click
Complete workflow to complete or Cancel to cancel.

Once the signal has been validated / prioritized, and if relevant, supporting attachments have been added,
then click Complete task.

5.3.3. Signal assessment (Step 3)

The task step instructions are shown in the application on the left side of the screen in yellow highlight. Please
follow the task instruction for further information about the step.
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Task instructions (as shown in the application):

Further evaluation of a validated signal taking into account all available evidence to determine whether there
are new risks causally associated with the active substance or medicinal product or whether known risks have
changed. This review may include non-clinical and clinical data and should be as comprehensive as possible
regarding the sources of information.

Document Signal Assessment in Signal Assessment Form.

As with any other task in the application, you must have the corresponding role assigned to process the record
in the task step. The task step contains one additional action in addition to previous steps:

5.3.3.1. Action: Signal assessment form

The form is a series of data points that can be captured specific to the signal assessment.

Details = Record information

Assessment Notes

Here, you can enter the data, as per table below:

Assessment recommendation | Option to select from a list of values (configurable)

Assessor Option to select a user in HALOPV

Assessment completion date Option to add date

Assessment notes Option to enter text

Date of decision Option to add date (this is the date that will be officially stamped for the
activity)

Then you can click Save, then Return to get back to the Signal record. Once the signal has been assessed, and if
relevant, supporting attachments have been added, then click Complete task.

5.3.4. Signal/risk action confirmation (Step 4)

The task step instructions are shown in the application on the left side of the screen in yellow highlight. Please
follow the task instruction for further information about the step.

Task instructions (as shown in the application):

Safety Governance decides that new or changed risks is a "Confirmed Signal" or "Not-Confirmed (Refuted)
Signal".

Update Signal Assessment Report (SAR), as needed and Approve SAR.

Create, Review and Approve SMT and ESC Minutes.
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Signal Closed = Date of Approval of Governance Meeting Minutes in which the Confirmed / Not-Confirmed
decision was made. Status changes from "Ongoing" to “Closed”.

As with any other task in the application, you must have the corresponding role assigned to process the record
in the task step. The task step contains one additional action in addition to previous steps:

5.3.4.1. Action: Signal confirmation form

The form is a series of data points that can be captured for signal confirmation. The form is further explained
in the below:

Signal confirmation and closure

Date of confirmation

Date of closure.

Notes

Here, you can enter the data, as per table below:

Signal confirmed? Option Yes/No

Date of confirmation Option to add date

Signal assessment report Option Yes/No/NA

completed?

SMT/ESC meeting minutes Option Yes/No/NA

completed?

Signal closed date Option to add date. This is the date of Approval of Governance Meeting
Minutes in which the Confirmed / Not-Confirmed decision was made.

Notes Option to add text

Save and return to the Signal record.

Once done, and if relevant, supporting attachments have been added, then click Complete task.

5.3.5. Action/information exchange (Step 5)

The task step instructions are shown in the application on the left side of the screen in yellow highlight. Please
follow the task instruction for further information about the step.

Task instructions (as shown in the application):

Following Signal Confirmation create Safety Actions & Information Exchange for risks approved as “Confirmed
Signals” together with Target Completion Dates for action tracking in the Risks and Labeling Module.
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Some actions may not be applicable depending on markets and partnerships.

As with any other task in the application, you must have the corresponding role assigned to process the record
in the task step. There are no new preset actions defined for this step.

Once all activities are completed and documented, e.g. by attaching evidences or establishing further links to

Add Related record &

activities are created by adding new related records using this button .. _ or linking already
established records to this Signal record, please click Complete task. The Signal is now completed.

5.4. Refuted signals

Log refuted signal

The purpose of the workflow is to maintain a log of any signal that did not get validated/prioritized or assessed
with the conclusion that it should remain a Signal

The workflow consists of on task step:
- Log refuted signal (5.4.1)

The following sections will explain the task in further detail:

5.4.1. Log refuted signal (Step 1)

The task step instructions are shown in the application on the left side of the screen in yellow highlight. Please
follow the task instruction for further information about the step.

Task instructions (as shown in the application):

Refuted signals do not require any additional actions

As with any other task in the application, you must have the corresponding role assigned in order to be able to
process the record in the task step.

For the task, the only activity to perform is to click Complete task, provided you would like to complete the
refuted signal record

6. Functionalities

The following functionalities are available for the Signals module:
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6.1. Data run overview

2 Data run overview

On the Signals module front page, the Data run overview functionality action is available

Clicking this opens a new window, where all conducted signal data runs are visualized with a number of
columns and associated counts, as well as the worst-case statistical scores. The data on this screen is based on
the dataset created by the automator described in 5.1.5. There is an associated graph that shows the current
and up to 12 previous data runs (slices), and split by a red graph (SAE) and green graph (AE).

X signal data ru

oft Edge - a

@ https//halode /halo/r/halo/signal-data-run-ov =13924: NVTYSTIAM x-2GUuafiAOIN mel20! DHKg £
Signals, quantative data run overview -
=
E Rowtext contains ‘amoif [
Prodsctme nvemgegent | cumentperoa Sowce PR Guneny | Fawis | SaEs | AEs | PHTS | MALF [ER—— P
1-JAN-202 JUN-2023 > 3
® <
@ @ ot et

The exact columns shown on the screen can be modified by clicking the Actions button and adjusting the
Columns.

Clicking Review will open the data run record that corresponds to the row on the screen.

Page 23 of 23



	1. HALOPV / PROHALO Signals module user manual
	2. Preface
	3. Introduction
	3.1. Purpose of this document
	3.2. Modules of HALOPV
	3.3. About HALOPV (incl. PROHALO)

	4. Navigating the Signals module
	4.1. Module Main Screen
	4.2. User roles relevant for the Module

	5. Standard Workflows
	5.1. Signal data run workflow
	5.1.1. Configure data run filters (Step 1)
	5.1.1.1. Action: Data query configuration form
	5.1.1.2. Action: Setup task scheduler form
	5.1.1.3. Action: Signals alert configuration form
	5.1.1.4. Action: View data query run
	5.1.2. DEC data run (Step 2)
	5.1.3. Populate Drug Freq. tables (Step 3)
	5.1.4. Generate automatic signal alerts (Step 4)
	5.1.5. Populate data run tables (Step 5)
	5.1.6. Kick-off next run (Step 6)

	5.2. Signal alerts workflow
	5.2.1. Review and Analyze alert (Step 1)
	5.2.1.1. Action: Signal alert and registration details form
	5.2.1.2. Action: Task relocation (Move to Signal Registration and Processing)

	5.3. Signal registration and processing
	5.3.1. Signal registration (Step 1)
	5.3.1.1. Action: Signal alert and registration details form
	5.3.2. Signal validation and prioritization (Step 2)
	5.3.2.1. Action: Signal prioritization form
	5.3.2.2. Action: Task relocation (Refuted signal)
	5.3.2.3. Action: End workflow
	5.3.3. Signal assessment (Step 3)
	5.3.3.1. Action: Signal assessment form
	5.3.4. Signal/risk action confirmation (Step 4)
	5.3.4.1. Action: Signal confirmation form
	5.3.5. Action/information exchange (Step 5)

	5.4. Refuted signals
	5.4.1. Log refuted signal (Step 1)


	6. Functionalities
	6.1. Data run overview


