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1.0penClinica Support

Contact Clinical Data Systems (CDS) Production Support for any OpenClinica
related queries.

By e-mail: cds support@imperial.ac.uk
By phone: +44 (0)207 5942614
Links to the OpenClinica training modules can also be found on the Website:

https://www.imperial.ac.uk/clinical-trials-unit/clinical-data-systems/cds-
openclinica/training-openclinica-40/

2.Study Database Access

Upon successful completion of the OpenClinica role(s) based training, a user can
request an OpenClinica account by completing the OpenClinica User Activation
Form (UAF) accompanied by the relevant training certificate to your Regional
Manager.

The form requires approval by the Study Manager. Once the form has been
completed and sent to CDS Production Support, the requested role will be created in
OpenClinica.

You will receive a time sensitive email from OpenClinica inviting you to the study,
which includes details of the URL and a link to setup your password. You will have
14 days to click on the link to activate your account. If the time passes and the link
becomes inactive, contact the CDS Production Support team and they will send you
the invitation again. Please try to complete process in a timely manner.

URL: https://imperial.openclinica.io/OpenClinica

OpenClinica is a cloud-based system which is accessible via one URL to access all
studies you are assigned to.

Once your account has been activated, enter the unique username and password to
gain access to OpenClinica.
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Username and password are personal and must not be shared or transferred to
other persons.

2.1 Password Management

If you forget or enter an incorrect password more than twice you need to click on the
“‘Don’t remember your password?” link on the login page and answer the questions
provided, the answers are based on those set up when you first logged in.

OpenClinica will send an automatic email to the registered email address (provided
on the UAF) with a link to reset the password. This does not affect the QR code or
the MFA login details.

For forgotten log in details please contact the CDS Production Support who will be
able to resend you the invitation.

3.Using Multi Factor Authentication (MFA) to log into OpenClinica

1. Firstly, install Google Authenticator on your mobile device. You will be
required to use this app each time you sign in to OpenClinica.

< Q
Google
Authenticator
Google LLC

What's new ¢ >

Last updated 23 Apr 2020

* Added the ability to transfer accounts to a
different device; e.g. when switching phones
* Refreshed the look and feel of the app

Rate this app

Tell others what you think

<G * SR * D * N ¢

Write a review

Developer contact v

1 @) <
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2. Open OpenClinica webpage
(https://imperial.openclinica.io/OpenClinica/MainMenu) on your computer and
login to your account with your existing username and password. Open the
Google Authenticator on your mobile phone and scan the QR code
displayed on the next page.

¢ Clinica

You are required to set-up multi-factor authentication.

This extra security measure keeps your account safe if someone discovers your
username and password. To get started, please follow the steps below. Then, each
time you log in you will need to access the authentication app and enter the code it
displays.
Step 1: Install one of the following applications on your mobile device:

© Google Authenticator (recommended) - (Android - i0S)

o FreeQTP - (Android - 105)

Step 2: Open the application and scan the barcode:

Unable to scan?

Step 3: Enter the one-time code provided by the application in the box below and
click Log In to finish the setup.

@ | one-time code
LOG IN >

3. You will be provided with a 6-digit code on your mobile device after scanning
the QR code on the computer screen.

4. Enter the 6-digit code into the field on the OpenClinica login page and click on
“Login”.
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¢ Clinica

You are required to set-up multi-factor authentication.

This extra security measure keeps your account safe if someone discovers your
username and password. To get started, please follow the steps below. Then, each
time you log in you will need to access the authentication app and enter the code it

displays.

Step 1: Install one of the following applications on your mobile device:
¢ (Google Authenticator (recommended) - (Android - i05)
o FreeQTP - (Android - 105)

Step 2: Open the application and scan the barcode:

Unable to scan?

click Log In to finish the setup.

& | 569333

LOG IN >

If you are unable to scan a QR Code

Step 3: Enter the one-time code provided by the application in the box below and

5. For users that are unable to scan the QR code, click on “Unable to scan” link
on OpenClinica webpage after entering your username and password. This

will provide 32-key code.
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¢ Clinica

You are required to set-up multi-factor authentication.

This extra security measure keeps your account safe if someone discovers your
username and password. To get started, please follow the steps below. Then, each
time you log in you will need to access the authentication app and enter the code it
displays.

Step 1: Install one of the following applications on your mobile device:
©  Google Authenticator {recommended) - (Android - i0S)
©  FreeQTP - (Android - 105)

Step 2: Open the application and enter the key

M42U K53C GYYF ENJX GNZT E6KI IN2T GODW

Scan barcode?
o Type: Time-based
o Algorithm: SHA1
o Digits: 6
o Interval: 30

Step 3: Enter the one-time code provided by the application in the box below and
click Log In to finish the setup.

5 One-time code

LOG IN >

6. On the mobile app (Google Authenticator), select “Enter a setup key” and
enter the 32-key code provided in the step above. This will generate a 6-digit
code that will need to be entered into the field on the OpenClinica login page
and click on “Log in”.

7. The scanning of the QR code (or entering the 32-digit key code) is a one-time
step.

Once this is setup, the account is saved on Google Authenticator app and the 6-digit
codes are generated automatically without the need for a QR Code or a key code
each time you try to login.
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Clinica

'JEE'I"'IE!mE orema

Password

Don't remember your password?

LOG IN >

Once these details are entered, click “LOG IN”. The system will then display another
screen in which to enter your one time code, this is generated by the Google
Authenticator app on your smartphone. You will be required to download the Google
Authenticator app to retrieve this code before you can access your study. Enter the
code that appears in the authenticator app into the and click “LOG IN”

Clinica

Use your mobile device to open the
authentication app that you previously
configured to access this site and enter the
code it displays.

One-time code

CAMCEL LOG IN >
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The system will then display a HOME screen which is dependent on your user role.
Monitor role will have a different home screen to Data Entry, Cl and PI roles
(Participant Matrix home screen will be displayed). The HOME screen showing this
study information {Title, CI, Site etc.)

Clinica User Training (OCTraining) |[TESEENVIfONMENt | Change | Design | Share | Settings (Data Manager) ~*

Enter Participant ID Home Participant Matrix Queries Study AuditLog Tasks <~

AeseMessagss » Participant Matrix for User Training

Quick Access v oD Show More || Select An Event v| Add New Participant
M )
Y Queries Participant D Screening  Baseline Visit Visit 1 Visit2 Visit3 Pregnancy  Actions
Apply Filter Clear Filter
Instructi ’
e DR1-001 x2 2 a x B
Other Inf -
erino DR1-002 ® ) 0] c] 0 c] a x B
Study:
User Training DR1-003 a o P a a - B
Status:
available OCTraining-001 Q x [
SFICEEE OCTraining-002 @ o o ] ® c] a x B
22-Mar-2021
End Date: OCTraining-003 ® (O] ® O I} Q x [
31-Dec-2031
0OCTraining-004 o (O] ® @ (C] Q x B
Icon Key v OCTraining-005 (©] C} o ] Q@ I} a x B
Statuses OCTraining-006 /] (O] (O] ® @ (C] Q x B
o Mot
arte raining- x =
Started OCTraining-007 ® 0 (O] ® @ ® Q =
= Mot

It is good practice to log out once you have finished using the OpenClinica
application. This is particularly important if you are not using your own computer.

After a set period of inactivity (1 hour by default) you will be automatically logged out
of the system.

To log out click on the 'Sign Out' button in the navigation bar at the top right hand
side of the page.
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My Studies
My Profile
Support

Privacy Policy

Sign Out

4.General Data Entry Guidelines

Data entry must be completed for ALL subjects. To adhere to Good Clinical
Practice (GCP):

e Data entry for a completed visit should be performed within 14 business days.
e Data queries should be answered within 14 business days

e Data entry must only be completed by authorised personnel who have
received trial-specific and OpenClinica training and are competent in eCRF
completion

e Avoid using abbreviations in text fields (other than NA - Not Applicable, ND -
Not Done, NK - Not Known and UNK - Unknown) and acronyms, unless
they are approved medical abbreviations known to be acceptable.

e Avoid using abbreviations that are ambiguous or could be interpreted
differently.

¢ Anywhere on the eCRF that 'other (specify)’ is selected, there is usually an
entry in the space provided describing what 'other' means.

e Subject identifiers should not be used anywhere on the eCRF, such as
subject’s name, initials, address, hospital number etc., in order to maintain the
confidentiality of the subject.

4.1 General data entry guidelines for PANTHER in OpenClinica

1. Browser — Google Chrome

e When using OpenClinica, Google Chrome is the preferred browser option set
by the manufacturer, if possible, please use this browser during data entry.
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2. Common formatting
1. Dates and Time

Enter date by choosing from the manual calendar, the format is year/month/day i.e.,
yyyy-mm-dd for example 13t August 1999 is 1999-08-13.

Enter time in a 24-hour clock format i.e., HH:MM e.g., 3:25pm would be entered as
15:25

2. Values

For values with decimal points, you may need to round the value up or down. To do
this:

Decide which is the last number to keep.
Leave it the same if the next number is less than 5 (called rounding down) OR
Increase it by 1 if the next number is 5 or more (called rounding up)
Example 1: To round a value up or down to the nearest whole number
e 72.26 would be rounded down to 72 (as the next number is less than 5)
e 72.53 would be rounded up to 73 (as the next number is 5 or more)
e 72.81 would be rounded up to 73 (as the next number is 5 or more)
Example 2: To round a value up or down to 2 decimal points
e 72.2638 would be rounded down to 72.26 (as the next number is less than 5)

e 72.2684 would be rounded up to 72.27 (as the next number is 5 or more)

4.2 Study Home Page

After login and selecting the study, you will be directed to the respective eCRF. Here
you find the ‘Navigation Bar’ and an overview about the status of the study which is
the ‘Participant Matrix’. The ‘Icon Key’ can also be found.

PANTHER eCRF Completion Guidelines template Version 1.0
Ref: SOP_DMO013 Case Report Form Design
SOP_TEM_DMO018 v1.0 Effective 12-JUL-2022 Page 14 of 107



PANTHER

Clinica User Training (OCTraining) |TestEmvironment | Change | Design | Share | Semings (Data Manager) ~

Enter Participant ID Home Participant Matrix Queries Study AuditLog Tasks ~

Alerts&Messages * Pgrticipant Matrix for User Training

Participant Matrix

T ow participant Navigator Bar
Participant ID Screening  Baseline Visig Jia Visit2 Visit3 Pregnancy  Actions

Apply Filter Clear Filter

Quick Access - Do Show More

My Queries

Instructions 4

DR1-001 x2 x2 a x B
Other Info b
1-002 @ o [C] @ @ @ Q x B
Study: |COI‘I K BEV
User Training DR1.003 a [ o [ a x B
Status:
available OCTraining-001 Q x B
SET R OCTraining-002 a o] @ ® ® o] a x B
22-Mar-2021
End Date: OCTraining-003 @ 0] @ @ o] Q = B
31-Dec-20p1
QCTraining-004 L] @ @ @ ] aQ x B
Icon Ke > OCTraining-005 @ o] [C] @ @ C] Q x B
Statuses QOCTraining-006 a ] @ @ @ ] aQ x B
O Not
Started OCTraining-007 ® (] @ ® o @ Q x B
Not

4.3 Navigation Toolbar

Study Audit Log  Tasks ~

The Navigation toolbar provides access to some additional task features:

Home: Use to navigate to the Home page designed for your study. which can be
the Welcome screen, Participant Matrix, or Source Data Verification screen
(depending on role)

Participant ::.Matrix: This screen displays the Participant’s general information,
Events, and Forms.

Queries: Displays query statuses information on your study
Study Audit Log: Displays audit trail history for each participant in the study

Tasks: Also lists associated tasks
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4.4 Adding a Participant

Participants can be added automatically this will be dependent on the chosen
method of creation for your study.

1: Click on ‘Tasks’ in the Navigation Bar and then select ‘Add Participant’

To add a participant automatically:

—

. Set the Method of Creation field to System-generated (see above).

2. From the Tasks menu, select Add Participant, or on the Participant
Matrix screen, click Add New Participant above the matrix.

3. Click the Add button in the Add New Participant screen to generate a

Participant ID.

Add New Participant

ParticipantID *  ID will be generated on Add

5.Removing/ Restoring Participant Data

Data Manager and CI or Pl user roles only - If you want to REMOVE a participant
from the study, open the Participant Matrix and remove the subject by selecting the

(E ) icon in the Actions column.

Do Show More |[Select An Event v| Add New ParTTSea
Participant ID Screening Baseline Visit Wisit 1 Visit2 Visit3 nancy Actions

Apply Filter Clear Filter

DR1-001 #] X2 x2 O,@:
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You will be redirected to the screen ‘Remove Participant from Study’ — Click
‘Remove Study Participant’ to confirm you want to delete the subject from the
eCRF.

This action can be undone by clicking on the Restore icon ( ).

6.Participant Information
6.1 Participant Matrix

The ‘Participant Matrix’ displays a table for allparticipant subjects) and their data
entry status in the Study (per site). One participant per row, with the Study
Participant ID in the first column. The other columns are for Visit events.

You can view, enter, and change data for participants. Each cell in the matrix shows
an icon that identifies the status of the CRF for the participant.

Move the cursor over an icon in the matrix to view and access participants data and
to access actions you can perform for that CRF. Refer to the Icon Key in the sidebar
for icon descriptions and see about the Event Status for more details.

This layout provides the visit-based events for subjects showing the overall statuses,
definitions of each status is found in the icon key section , bottom left of the screen.
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Clinica

Quick Affess -

My QUETES

Instructions L

Other info -

Sudy:
PAMNTHER

Site:
LIET

Status:
Avduaie

Start Date:
A

End Date:
MIA

lgon Key -

EF i st

PANTHER: UK1 (U1) [TESDERNAMGRIIENY | Change 7] [Datn Ervry - See] =

P 0 8

Alerts & Medsages »

Participant Matrix for UK1
W ™ |50 v Show More || Select An Event w| Add Mew Barticipant

Baseline (24
fr?m“m ;‘a:;dmnlsahm m:am} 2%2:?;1.“: Administration Dey 1 R et
1K1 001 a o & ] o [0 !
UK1-002 ] @ @ g @ ® @
LK 1003 L @ £ @ @ 5 L
LK 1004 o o & ® @ ® @
LB -005 ] @ @ L ]
LK1-006 o o ® @ ] @ @
LK 1007 4] B G @ @ 3 G
UK1-008 o @ @ @ o Lo &
[ — = = - o o m

Hama Participant Matriz  Add Participant Querias Tasks

6.2 Icon Key

Below displays the icon definitions which show the status of an Event:

Status/Action Icon Description

Not Started M The Event has not been started.

Not Scheduled ® The Event has not been scheduled.

Scheduled [\ The Event has been scheduled, but no data has
been entered.

Data Entry A user has started to enter data. If the Event is in

Started ‘data entry started’, you can’t go back to previous
Status.

Stopped o The Participant has temporarily stopped
participating in the study. this status can be
selected from the dropdown menu on the ‘Update
Event’ screen when the current status is data entry
started.
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Skipped

The user has decided not to complete the Event.
Any data that has been entered can still be viewed
and/or exported. You can select this setting from
the dropdown menu on the Update Event screen
when the current status is scheduled.

Completed

A user has completed data entry for at least one
Form in the Event. If further changes are needed in
that Form, you are required to provide a reason for
change.

Signed

e

The Study Event has been signed off. This icon
appears in addition to the status. When the
Investigator signs the casebook for a Participant,
the OpenClinica system automatically sets the
status for all Study Events for that Participant to
‘signed.’ After an Event status is ‘Signed,” any
changes to the CRF automatically change the Event
status back to ‘Completed.’

Locked

The Study Event has been locked. No data can be
added, and the Event cannot be removed. This icon
appears in addition to the status. This is performed
by the Data Manager role.

Note: You can set the status for a Study to ‘frozen’ or
‘locked,” and while that does not change the status
of any Events in the Study, it does prevent users
from changing data.

Archived

The Study Event has been archived. This icon
appears in addition to the status. This is performed
in Study Designer.

Removed

[

The Study Event has been removed for a
participant.

6.3 Events

A (Study) Event (visit) is the timepoint in the study where data has to be entered in
the eCRF. The following events are defined for PANTHER study:

e Pre Randomisation

¢ Randomisation PANTHER A; Randomisation PANTHER AB; Randomisation
PANTHER B; Randomisation PANTHER C; Randomisation PANTHER CD;
Randomisation PANTHER D

PANTHER eCRF Completion Guidelines template Version 1.0
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Baseline (24 hours pre randomisation)

Day 0 (post randomisation)

Administration

Day 1; Day 2; Day 3; Day 4; Day 5; Day 6; Day 7; Day 8; Day 9; Day 10; Day
11; Day 12; Day 13; Day 14; Day 15; Day 16; Day 17; Day 18; Day 19; Day
20; Day 21; Day 22; Day 23; Day 24; Day 25; Day 26; Day 27; Day 28
Discharge ICU

Discharge Hospital

Day 90

Day 180

Day 365

To view or Edit data for a participant

Click the icon for a scheduled, data entry started, or completed Event and
select View/Enter to view the Participant Details screen

_ View Home Participant Matrix Add Participant Queries Tasks ~

Alert

Quick Access -

M ™ 50 v| Show More |Select An Event v| Add New Participant
MY Serics Baseline (24
Participant Pre Day 0 (post
Recent hours pre Administration Day 1 Day2 Day3 )
UK1-026 D Randomisation randamisation] randomisation)

Instructions ’
UK1-001 a (O] a o o (0]
Other Info -

Clinica PANTHER: UK1 (UK1) [TESEERVEORMBNE | Change Q

s&Messages »  Participant Matrix for UK1

Study: UK1-002 a G Participant: UK1.001 v o e
PANTHER Event: Baseline (24 hours pre randomisation)

e PRI 9 19.aug-2025 ® G
1.} ; ) . scheduled

i UK1-004 ® Q (O] ®

Q View

Status:

Avallable UK1.005 a o} 7 Edit C o

Start Date: UK1.006 ) 7 X Remove o ®
N/A

6.4 Adding a Study Event
PANTHER eCRF Completion Guidelines template Version 1.0
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Once the patient ID has been generated, the patient visits can be added. Visits are
added by clicking ‘Add New’ on the right-hand side of the Participant page. This
generates the ‘Add Visits’ pop-up window.

Home Participant Matrix  Add Participant Queries Tasks ~

Participant UK1-025 UK1.028 Audi Log | Showing Active Records
nd All | C pse Al
General Information -
.......
Participant 1D UK1-025 Status Available First Name Mobile
Study Name PANTHER Site Name UK1 Participate Status Email
Visits -
1 visit added x
0 . [ *Baricitinib 3 N
: A ation A ation

Add Visits

Participant ID: PANTHER-011

* Visit Name

-Select- Vv

* Start Date

09-May-2025 i3] Show advanced options

<+ Add another visit

Add visits

The drop-down list can be seen below, the list is chronological, and you can select
which visit you want to add from this.

When the visits have been added they can be seen on the participant page, starting
with the first at the bottom moving up in a chronological order. The order can be
flipped with the first at the top by clicking ‘Sort by Date’ on the top left-hand side.

This means that the first visit ‘Screening (Diagnostic and Fluid)’ will now be at the top
of the page.
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Add Visits X

Participant ID: PANTHER-011

* Visit Name
-Select- v
Baseline (24 hours pre randomisation) (Non-repeating) a
Day 0 (post randomisation) (Non-repeating) ’

Day 1 (Non-repeating)
Day 2 (Non-repeating)

Day 3 (Non-repeating)

Add visits

When the visits have been added they can be seen on the participant page, starting
with the first at the bottom moving up in a chronological order. The order can be
flipped with the first at the top by clicking ‘Sort by Date’ on the top left-hand side.
This means that the first visit will now be at the top of the page.

Visits -
1= Sort by Date Search form or visit name Q
a
L *Consent [%  contactDetails [ *Hospital [% *Demography B *Equality and [9 *Baseline Data (]
pre randomisatio... Admission Diversity
19-Aug-2025 v Y Y
: 19-Aug-25 by
*Lab Parameters - [ *Samples Baseline [ *Co-Enrolment 0
24hrs prior to...
Pre Randomisation & +pae0 o1 visit O *Pre B “Eligibility - O *Enigibility - [ *Eligibility - [ *nitial consent [

18-Aug-2025 Sandomisation... I:Iatlorm S’imvastatin B’aricitinib

D 19-AugR5 DY

*Phenotyping Schedule (]
Randomisation...

19-Aug-25 by.

It is advised that only visits that are being completed at that moment should be
added as any that are not needed can be removed however it can be
problematic for the Pl and CI sign off later on.

6.5 Scheduling a Study Event
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If you want to enter data, you have to schedule the respective Event. This is done in
the ‘Participant Matrix’. Please click on the Event you want to schedule. A window
pops up and then click on ‘Schedule’.

Clinica PANTHER: UK1 (UK1)  [TESEERVIRGHSent g 7]
— View Home Participant Matrix Add Participant Quaries Tasks ~
Nerts&Messages »  Participant Matrix for UK1
Quick Access - %« ™ |50 v Show More | Select An Event v} Add New Partic pant
My Querics MQ‘V . "

Recent :;'“C'P‘ﬂ( pre hours pre DayO(post  \irinistration Day 1 Day2 Day3
UK1-026 Randomisation - s cmisation) =700 isation)
Instructions ’
UK1-001 o [+ o o Q C e
Other Info - P © © o a ® o
¥1-002 C
Study: U X2
PANTHER
1003 ] § Participant: UK1-002 © o
Si@: Event: Baseline (24 hours pre randomisation)
UK? UK1-004 ® { © o
Status: not scheduled
Available UK1-005 o 1 > )
© Schedule
Start Date: UK1-006 o e o v - o) (O]
N/A

The ‘Schedule Study Event’ screen appears.

Alerts & Messages » Schedule S‘I‘udy Event

Quick Access -
My Queries
Recent Participant ID: UK1-002
UK1-026
Study Event Definition: [Baseline (24 hours pre randomisation) (Non-repeating) > | *
Instructions v
Start Date/Time: | 20-Aug-2025 | £ 8 (DD-MMM-YYYY HH:MM)
Info »

End Date/Time: | | i 5 (DD-MMM-YYYY HH:MM)

Leave blank if n/a.

= Schedule another event.
= Schedule another event.
= Schedule another event.

= Schedule another event.

Proceed to Enter Data
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e Complete the screen details:
e Study Event/Definition: Select the respective event from the drop-down list.

o Start Date/Time: Default date is the current date when Event is scheduled in
the eCRF or enter date required. This field is optional.

¢ End Date/Time: Enter date, this field is optional.

e Then click ‘Proceed to Enter Data’ Now the respective event has been
scheduled and you may start the data entry.

6.6 Removing an Event

If an Event has been entered in error, you can remove that event or form (examples
below are shown for an Event).

To remove the event Click the Remove button in the three dots menu on
the Participant Details screen. This is replaced with the Restore button.

IF Sort by Date Search form or visit name Q
Pre Randomisation Date of Visit *Pre )
13-Aug-2025 . Tandomlsatlon. -
13-Aug-25 by flala (1) 14-Aug-25 by flala (1)
*Eligibility - | Q View 2
Platform
# Edit
13-Aug-25 by flala (1)
® Remove
*Eligibility - | )
Baricitinib i Clear

v

49 LT T P | —— T
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Alerts & Messages *

Quick Access »

Instructions hd

Confirm REMOVAL of
this event. Data in
forms in this removed
event will be retained
and viewable on the
forms, but not
included in any
extracted data sets.
This removed event
can be restored at any
time. All queries
associated with this
event and its forms
will be automatically
closed.

If this event or
participant is currently
signed, the signature
will be invalidated by
this action.

Remove Event from Study

Event Definition Name:
Visit#:

Date Started:

Date Ended:

Status:

Event CRFs

CRF Name Version
Physical Exam 1
Vital Signs 1

Exam
1
01-Nov-2021

completed

Status
data entry complete

data entry complete

Remove Event from Study

Note: If an Event is removed after being signed, the signature is invalidated, and if
restored, the form must be signed again.

6.7 Restore an Event

If you have removed an Event you want to restore, click the Restore button in the
three dot Event Actions menu on the Participant Details screen. This is replaced
with the Remove button.
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Alerts & Messages *

Quick Access »

Instructions -

Confirm restoration of
this event. Data
associated with the
forms in this event will
be restored to this
participant's record.

If this event or
participant is currently
signed, the signature
will be invalidated by
this action.

Info +

Restore Event from Study

Event Definition Name:
Visit#:

Date Started:

Date Ended:

Status:

Event CRFs

CRF Name

Physical Exam

Vital Signs

Restore Event to Study

Version

1
1

Exam
1

01-Nov-2021

completed

Status

data entry complete

data entry complete

Please note: If an Event is removed after being signed, the signature is invalidated,

and if restored, the Form must be signed again. When data was entered on the Form
prior to the Event being removed, The event this form is in has been
removed appears at the top of the Form.

7.Entering Data

7.1 Data Entry Directly into a Form

wn
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Clinica PAMTHER: UK1 (Uk1) [TESEERVIRGOMEnt | Change (7]

m View Homa Participant Matrix  Add Participant Queries Tasks ~

It

Paricipant ID | UK1-025 Status Ayailabie First Mame Mobile
StudyMame FAMTHER  Site Mame LK1 Participate Email
Status
Visits -

Sort by Date Search form or visit name (O il Mew

Pre Randomisation *Date of Visit M *pre

19-Aug-2035 Randomisation...

*Eligibility - Q View
Platform
# Edit

Alternatively
e Click on the pen icon to enter or edit data in the form.

e Click on the magnifier to view data in the form.

Enter Participant |ID

° stopped Vital Signs Search here Q
™ Skipped
Actions Form Status 7| LastUpdate 7| Updated By T| ¢

= Completed
1 Signed x A& data entry started 15-Jun-2022 1
- Locked -

) Result 1-1 of 1 (filtered from 3 total) Show |10 ~ perpage < ‘ 1 ‘ >
=1 Archived A ¢

When you select the ‘Pen Icon’, the CRF form opens and you can start to enter data.
Please fill in the entire form. When you have finished entering data, you can close
the CRF Form and continue to enter data later or select ‘Next’ or ‘Complete’

If you forget to enter data in at least one mandatory field, when you click ‘Complete’,
you will receive an error message alert.
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Ethnicity

(O White:

() Mixed Race:

(O) Asian or Asian British:
(O Black or Black British:

() Other

This field is required

D*

€ Back Close

+ Complete

Return to Beginning

7.2 Navigating Between Forms

If you click Next, the system will automatically move you to the next page in the
event form when it finishes saving the data. If you click Back you will go back to the
previous section of the CRF. Closing the form saves all changes made.

Does the patient require a pregnancy test? [
) Yes
@ nNo

all changes saved.

© e close

S Return to Beginning

Go to End -1

7.3 Marking the CRF Complete

The CRF must be marked complete, after finishing data entry for the complete CRF.
When all sections (of an event) are complete, select ‘Complete’.
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NOTE: Please only mark the form as ‘Complete’ when all the missing data has been
entered. A query will only be raised when the form is marked as complete, so make
sure you are happy with all the data before clicking complete.

All changas saved.

4 Back Close

S Return to Beginning Go to End =

This will change the status of the CRF from ‘Data Entry Started’ to ‘Complete’
. The Status of the CRF will remain complete, even if the data is changed afterwards.

7.4 Changes made to a CRF Form after being marked Complete

If you make any changes to the data after it has been marked complete, an alert
occurs and you will be required to enter a note indicating the reason for change at
the bottom of the form.

Complete both fields

What is the patient's gender? EhE
() Male

() Female

(O) Prefer to self-describe

() Prefer not to disclose

This field is required
Please enter a reason for change at bottom of page. \

Is patient's gender the same as the sex assigned at birth? @]

(®) Yes
() No

() Prefer not to disclose

/

Looks like you've made some updates. Please tell us why:

Enter a reason for your changes [ | Apply toall

What is the patient's gender?*

All changes saved
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The Rights group roles that can perform data entry in OpenClinica are:

e Data Entry - Study
e Cl

o Pl

e Data Entry - Site

7.5 Specific Field Types: Mandatory Fields

All mandatory fields will need to be completed — these fields will remain shaded with
a pink background after the form has been submitted until they are completed. If any
data are permanently missing because it is not done, unknown or not applicable, the
site must click on the comment bubble icon and add an ‘annotation’ in order to
indicate this Although this site should make every effort to complete mandatory fields
wherever possible.

-
What is the patient's gender? @
O Male

() Female

() Prefer to self-describe
(O Prefer not to disclose

This field is required

N

Pink shaded fields indicate this is mandatory and

are required to be complete
An annotation is added to a field to make a note and keep track of workflow.

View All History

Annotations m Add Annotation

No History

Add a new annotation
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7.6 Specific Field Types: Empty Non Mandatory fields

If for any reason a field is blank for any of the regular fields, within this field will be a
comment bubble icon and add an annotation.

7.7 Specific Field Types: Date Fields

All date parts of the DATE field must be completed wherever possible, but there may
be instances where this may not occur. Some dates are set up to allow partial dates
to be entered. Where a date field is unknown this should be entered on the system.
Your study requirements will have pre-defined date formats where applicable on the
CRF forms.

7.8 Specific Field Types: Auto Calculate

You may see a field that does not have an area for you to enter data, but instead is a
blank greyed out space. This is an auto calculated field i.e. either a mapping field
from another entered field or a calculated field. When you enter the information, the
system will take some of the information recorded and uses a formula to calculate a
response for that field. You do not have to do anything except enter the data in the
provided fields and submit.

Was vital signs performed? O | Height o Weight O
(®) Yes )

1.6 80

() No

ody Mass Index o
E25

= o A o A leoeiion N o)

BMI automatically populated by OpenClinica system.
Data Entered and Saved - BMI has been calculated from entered height and weight.

7.9 Study Event Repeats

Repeating Events are used for entering multiple records of data into the same form
i.e. Adverse Events.

When you first access a repeating form, you will see an empty summary. Click the
Add New button to access the questions and create one form for entry.
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Adverse Event
Adverse Event Form /

Search here Q

Actions Form Status 1| Last Update 1| Updated By Tl

No matching records found

Result 0-0 of 0 (filtered from 1 total) Show 10 » perpage < 1 b

Once you have completed the questions on the form, click the Complete button to
save the data.

The saved record will then appear on the summary entries.

Adverse Event

Adverse Event Form Search here Q
Actions Form Status T| LastUpdate || Updated By 7|
S Q x & completed 07-Apr-2021 [ I |
S Q x & completed 23-Feb-2022 B |
Result 1-2 of 2 (filtered from 3 total) Show 10 » perpage < E >

Create new, additional forms by clicking on the ‘Add New’ button for additional
entries as needed.

7.10 Adding Unscheduled Events
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If an unscheduled event is required to be added; the ‘Participants Details include
an unscheduled section.

Participant OCTraining-002

General Information

Edit
Participant ID OCTraining-002 Status Available

Study Name User Training Site Name Site 1 Test

Visits
' Unscheduled

Protocol Deviations

Adverse Event

Concomitant Medications
Unblinding

Navigate to an unscheduled visit for the participant, if the subject does not have any
unscheduled visits, in the content pane, click ‘Add New’ to display a blank event at
the bottom of the page.

Unscheduled

Vital Signs Search here Q

Actions Form Status | LastUpdate 7| Updated By 1|

No data available in table

Result 0-0 of 0 Show 10 v perpage < 1 >

Physical Examination EGLEEN

7.11 Modifying Saved Data

Once data are saved into a form, data can be modified as follows:

PANTHER eCRF Completion Guidelines template Version 1.0
Ref: SOP_DMO013 Case Report Form Design
SOP_TEM_DMO018 v1.0 Effective 12-JUL-2022 Page 33 of 107



B

PANTHER

Click Edit in the three dots menu on the Participant Details screen. If you have
permission to access the Form, you can start entering or editing data.

You can access the form the same way by clicking on the field that needs modifying.
Correct the data as needed and provide a reason for change.

If you edit a form that has already been completed, you must enter a reason for
change.
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Ethnicity ¢

Hispanic/Latino
Not Hispanic/Latino

Please enter a reason for change at bottom of page]

Race ¢

White

Black/African American

Aslan

Native Hawailan/Other Pacific Islander

Other

Comorbidities ¢
Changes made to

Hypertension form.

High Cholesterol
Reason for change

should be
recorded in the
box below

Coronary Heart Disease
Stroke

Retinopathy
Neuropathy

Other

Smoking Status ¢

Current Smoker
Former Smoker
Non-Smoker

Please enter a reason for change at bottom of page.

Looks like you've made some updates. Please tell us why:

Apply to all

Ethnicity *

Smoking Status *

If your changes do not meet form requirements, such as constraints, you will see a
message alerting you that specific values have errors and must be changed.
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7.12 Signing an Event

After data entry of a CRF is completed, reviewed and all discrepancies are resolved,
a PI (person of the site having the ‘Investigator’ rights in OpenClinica) must sign the

CRF. When the PI signs an Event, they provide their approval of all CRF data for the
CREF for the participant. CRFs are eligible for signature once the Study Events are in
a “final” state i.e. (Not Scheduled, Complete, Stopped, or Skipped)

Please Note: If you update a signed form with a data update, OpenClinica will
invalidate the previous signature and update the signature listings and each form to
indicate that the form or case report book must be signed again.

To sign a study event
¢ Go to the Participant Matrix, then click the Event you want to sign.
e Select Sign from the drop-down list (Sign only appears if the event is in a
final state as stated above).

" 1[50 ~| Show More |[SelectAn Event | Add New Participant
Sign  Participant ID Eligibility & Consent Exam Treatment Daily Final Treatment Actions
U Apply Filter Clear Filter
al123 O] O} Q x
al1234 a2 =] ® Q x 1
a12345 % ] ® ©) ® oy e BE
DF-001 { Participant: a12345 x P} ® ® a x
Event: Eligibility & Consent
site001 | 30-Nov-2021 ) @ O] Q x
Results 1 -5 of 5. completed
© View
# Edit
%X Remove
< Sign

Or

e Click the View icon for the participant with an event you want to sign
e Find the Event you want to sign, and select Sign in the Actions drop-down
list

PANTHER eCRF Completion Guidelines template Version 1.0
Ref: SOP_DMO013 Case Report Form Design
SOP_TEM_DMO018 v1.0 Effective 12-JUL-2022 Page 36 of 107



PANTHER

N Show More Add New Participant
Sign  Participant ID Baseline Exam Treatment Followup  Final Treatment Actions
O Apply Filter Clear Filter
a123 /] ® ® I Q | x
OJ al1234 Q) x| &
Visits -
15 Sort by Date Search form or visit name Q
Treatment (1) *Pre-Treatment *Treatment ﬁ *Post Treatment D Pathology r“ Labs rn
S—— Evaluation Administration Evaluation
Exam (1) Exam u Vitals
01-Nov-2021 :
Q View 18-Mov-21 by rbianchi+P1{1) ¢
Baseline 4 Edit Vitals
01-Nov-2021
® Remove . .
X Sign
Adverse Event =
If all Events for a participant are in a final state (Not Scheduled, Completed,
Stopped, or Skipped), then the entire participant record can be signed.
ol Show More |[SelectAn Event  ~| Add New Participant
Sign  Participant ID Eligibility & Consent Exam Treatment Daily Final Treatment Actions
] Apply Filter Clear Filter
a123 x4 i ® O] a x
0O a1234 X2 ® Qa x |1
O  a12345 x2 ® ® O] Q x X

The Electronic signature screen appears.

Electronic signatures in OpenClinica are considered a legal signature and verification
of the attestation provided. Signatures are applied through the use of an OpenClinica
account and its associated username and password, so keep this information
secure.
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1. The Electronic Signature screen includes an attestation, your full name, a
listing of the records you are signing, and a prompt to enter your username
and password.

2. Scroll to the bottom of the page to see a list of forms in the Event and the
status of queries for each of those Forms:

3. Enter your username and password and click Submit to complete the
electronic signature process.

Alerts & Messages *

Quick Access -
My Queries

Instructions v

Info ’

Sign Event Eligibility & Consent for Participant a1234
Enter your user name and password below to signify agreement with the following statement:

"I confirm that the data for this participant are a full, accurate, and complete record of the observations recorded. | intend
for this electronic signature to be the legally binding equivalent of my written signature.”

This signature applies to the following forms in this event: Physical Exam, Vital Signs.

User Full Name: Riley Bianchi-PI

Date/Time:

(The exact date and time will be recorded by the system upon submission of the signatu
Role: Investigator

Attestation and

User Name : m

summary of what

Password : ) you are signing

Study Event

Enter User Name
and Password to
sign

Participant ID a1234

Study Event Eligibility & Consent

Location

Start Date 01-Nov-2021 Links to review
End Date/Time the data you are
Event Status completed SIinng

Last Updated by rbianchi+PI (18-Nov-2021)

CRFs In this Study Event:

CRF Name Version Status Initial Data Queries Actions
Entry

Physical 128 rbianchi+PI 0 New Q

Exam 0 Updated

4. You will be taken back to the Participant Details screen to view the Signed
icon on the event.

Final Treatment

2

04-Nov-2021

Exam

L

18-Nov-21 by rbianchi+Pl (1)
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8.Query management
8.1

Answering System Queries

Once data entry has been performed and you click the ‘Complete’ button, the
system compares the data to the system queries associated with the page. The
system creates queries automatically if you close a form that has unaddressed
errors. You can also manually create queries as needed.

There are two options to respond to this query.

1. If the data was entered incorrectly, you can modify the data. If the updated
data no longer meets the query conditions, the query will automatically close.
2. You can respond to the query with an explanation as to why the data is

correct as entered.

Query will then change to an “Updated” status.

To review data associated with a query You can either:

i View Query Only

8 View Query within record

You can access these options from the Actions column of the Queries table.

N

Summary count by status (based on table filters)

New 3
Updated

Closed -

Not Applicable

Closed Modified

Total 5
W W[50 ~ wMore & &
Participant _ Resolution Days Since
[ I T
QuerylD | Site ID ype e Days Open |\ ed
Query
4 002 23456 Query 19 19
Mew
5 002 1234567 Query 19 19
Mev
3 004 23456 Query a2 82

Event Name CRF Item Name

Headache  Other
Symptoms

Headache Other
Symptoms

Eligibility Eligibility
&

Consent

participant_is_

18_y

how_many_times_a_week

how_many_times_a_month

ears_of_age_or_older ¥

Detailed
Notes

Automatic
query for.
value not
allowed
Automatic
query for:
Value not
allowed

Check this

Assigned User Jactions

Kerry Tamm
[ktamm)

Kerry Tamm
[ktamm)

Kerry Tamm
{ktamminvadmin)
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View Query Only

View All History

Respond to query

- Automatic query for: Value changed

=1 and no reason for change provided

N

| =3 )

. A
Annotations 20 hours
./-7-\.

| W )]

N

21 hours

7N

VO )

S

21 hours

Assign to: |CDS DE UAT (Ug~| [_] Email?

2 Automatic query for: Value changed and no reason for change

Close This Query

‘ provided

#31 assigned to vokonamensah. Status: new

Value changed from "White (1] to ™"

Value changed from " to "White {1)"

Show value changes

View Query Within Record

View Al History

Queries

Respond to query

@  Automatic query for: The expected
"' range for temperature is 34-41°C,
please verify your response.

Assign to:

Annotations

. Icon - indicates an Open query.

rb (rbianchi+crcv| [ ] Email?

I
> Automatic query for: The expected range for temperature is 34-
41°C, please verify your response.

#1 assigned to rblanchi+cre. Status: new

Value changed from = to *78"

Show value changes
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If data is changed, they will be prompted to enter a reason for change.

8.1.1 Answering System Queries: Modifying Data

Open a Form.

Click the Query Bubble in the field you want to create a query for.

Select the query you want to respond to and/or update.

If you need to change information in a form, close the Query widget, and make

changes to the Form manually. You must provide a Reason for Change before

completing the Form (Optional).

¢ Inthe Respond to query field, enter text explaining the query response.

e Select a user from the drop-down list next to Assign to. If you want to email that
user to notify them about the query, check the box next to Email. When a query
notification email is sent, it includes the Query ID for easy access (Optional)

e Click the Update button to add the response and leave the query open.

View All History
queries  [EXZ0

Please check date )
Assign to: \" ] Email? Update

Annotations

Respond to query

Date Confirmed

RB O Please check date

Just now

Show value changes

8.1.2 Answering System Queries: Providing an Explanation

If the data is correct as entered, you can respond by providing more details either by
responding to the query and/or updating the field, and the query status will change.
Click the ‘Update’ button.
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Icon - indicates an Updated query.

Query status is now changed to Updated.

Race and Ethnicity

(®) White

(O Black or African American

(O Asian

(7)) Native Hawaiian or Other Pacific Islander
(O) American Indian/Alaskan Native

() other

8.1.3 Answering Queries: Other Query Types

Manual Queries are entered by OpenClinica users that have permission rights, for
example, a Monitor. Therefore, they do not open as an automatic query when the
page is saved but may appear at any time during the conduct of the study. You have
the same options to respond — to change the data or to provide an explanation. You
will be required to respond to each of these queries.

9.Study Specific Guidelines
Please refer to section 6.3 Events for the schedule of visits for the study

9.1 Schedule Pre-randomisation Event

When entering data in this visit, it is important that each form is completed in order
before the patient is randomised. If they are not completed in sequential order the
randomisation may not be successful.

9.2 Date of Visit form
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Date of Visit

Q

o Enter the date the screening completed.
e Screening should be completed on the same day as randomisation.

Click on ‘Close’ or ‘Complete’ to save the data.

9.3 Pre-Randomisation form

UK1-025: Pre Randomisation Data

Month and Year of Birth o* Age @)
~ o
L=
What is the patient's sex? O*
() Male
() Female
Chest X-Ray
Was a chest x-ray done? o*
() Yes
) No
Site Name- O
S_UK1_8541(TEST)
Site ID- O
UK

e Enter participant’s Month & Year of Birth
e The Age is auto populated on the system once the Month & Year of Birth
and Date of Visit has been entered.
e Enter the sex of participant.
If Participant is Female —
¢ Indicate Yes or No whether a pregnancy test has been completed
during this hospital admission
e |f No — Patient cannot be randomised and you would need to contact
the study team
e |If Yes - Enter Date of Pregnancy Test
e Select Result of Pregnancy Test — If Positive is selected this should be
confirmed.
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¢ |Indicate Yes or No whether a Chest x-ray was done

e |If Yes — Select the category of chest x-ray

¢ |f No - Patient cannot be randomised and you would need to contact the
study team

o If category of chest x-ray is ‘Unilateral’ or ‘Normal’ — Patient cannot be
randomised, and you would need to contact the study team

e Site Name & Site ID — is Read only and mapped from site details initially
entered.

9.4 Eligibility — Platform form

UK1-147: Eligibility - Platform

Inclusion Criteria

Critically ill patients in hospital and the following: - O*
a) Acute respiratory distress syndrome (ARDS)*

() Yes () No

Ry

*ARDS as defined by O*
(i) @ known acute clinical insult or new or worsening respiratory dysfunction, and

(ii) receiving respiratory support via invasive mechanical ventilation or non-invasive ventilation including continuous

positive airway pressure, or high-flow nasal oxygen =30L/min and

(iii) Within the same 24-hour time period:

* bilateral opacities on chest imaging not fully explained by effusions, lobar/lung collapse/atelectasis, or nodules, and

* respiratory failure not fully explained by cardiac failure, fluid overload, pulmonary embolism, acute airways disease,

or interstitial lung disease and,

* Pa02/FiO2 ratio <40 kPa from arterial blood gases, or SpO2/Fi02 <315 from pulse oximetry where Sp02 <97.

() Yes () No

The patient must meet the definition of ARDS prior to randomisation. Each criterion
must be met within the same 24hrs. The date and time that the criteria is met should
be entered.

All points on the eligibility form must be completed for correct randomisation

(YES, must be selected for ALL Inclusion Criteria for patient to be eligible for
randomisation)

Please make sure to fill in all of the data on the form or a query will be raised

¢ Indicate Yes or No for all inclusion criteria. If any is answered No,
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participant should be excluded and will be added to the screening log.

Exclusion Criteria

>48 hours from diagnosis of ARDS O*
) Yes () No

Planned withdrawal of que-sustammg treatment within the next 24 hours [®] *

() Yes () No

Previous enrolment in the PANTHER trial in the last 12 months [®)] *

() Yes () No

Declined consent O*

() Yes () No

¢ Indicate Yes or No for all exclusion criteria. If any is answered Yes, the
participant has failed the exclusion and should be confirmed.

At the bottom of the form there is a ‘Final eligibility check’
If the answer to this question is ‘No’, please specify which criteria was violated

Participant will not be eligible to participate in the study and cannot proceed with
randomisation.

Click on ‘Close’ or ‘Complete’ to save the data.

9.5 Eligibility — Simvastatin form

UK1-025: Eligibility - Simvastatin

Inclusion Criteria

Is the site participating in this intervention? [®]
(®) Yes
O

) No

All points on the eligibility form must be completed for correct randomisation
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Simavastatin - Exclusion Criteria

Aged <18 years (]
() Yes (@) No

Creatine kinase =10 times the upper limit of the normal range O *

(> ves () No

Liver transaminases >8 times the upper limit of the normal range ok

(O Yes (O No

Currently receiving ongoing treatment with any of the following: itraconazole, ketoconazole, HIV protease [k
inhibitors, nefazodone, cyclosporine, amiodarone®, verapamil, or diltiazem.
*for amiodarone, if more than one dose is given reduce simvastatin to 20mg daily

() Yes () No

Severe renal impairment (eGFR < 30mL/min and not receiving renal replacement therapy). O *

() Yes () No

Current or recent treatment (within 2 weeks) with statins O *

() Yes () No

Physician decision that a statin is required for proven indication o*

(O Yes (O No

Contraindication to enteral drug administration, e.g., patients with mechanical bowel obstruction. Patients (O *
with high gastric aspirates due to an ileus are not excluded

() Yes () No

Known hypersensitivity to simvastatin -
() Yes () No

|
Any other medical condition or treatment that, at the clinical discretion of the investigator, is considered not (O *|

¢ Indicate Yes or No for all exclusion criteria. If any is answered Yes,
participant has failed the exclusion and should be confirmed
Click on ‘Close’ or ‘Complete’ to save the data.

9.6 Eligibility — Baricitinib form

UK1-025: Eligibility - Baricitinib

Inclusion Criteria

Is the site participating in this intervention? O *

) Yes
) No

All points on the eligibility form must be completed for correct randomisation
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Baricitinib - Exclusion Criteria

Aged <18 years )

() Yes (®) No

Neutrophil count less than (0.5%10%/L) at the time of the eligibility assessment O

() Yes () No

Liver transaminases =8 times the upper limit of the normal range O*

(O Yes () No

Currently receiving ongoing immunosuppressants (high-dose corticosteroids, T-cell-targeted or B-cell- ok
targeted therapies, interferon, or JAK inhibitors)

() Yes () No

Severe renal impairment (eGFR < 15mL/min) or receiving renal replacement therapy ok

() Yes () No

Known active tuberculosis infection or, if known, latent TB treated for less than 4 weeks with appropriate ok
anti-tuberculosis therapy per local guidelines.

() Yes () No

Known hypersensitivity to baricitinib ok

() Yes () No

Known herpes zoster virus, hepatitis B virus, hepatitis C virus or human immunodeficiency virus (HIV) ok

() Yes () No

Any other medical condition or treatment that, at the clinical discretion of the investigator, is considered not (O *
in the participants best interest to start treatment with the IMP based on the approved version of the IMP
sSmPC.

() Yes () No

¢ Indicate Yes or No for all exclusion criteria. If any is answered Yes, participant
has failed the exclusion and should be confirmed.

Click on ‘Close’ or ‘Complete’ to save the data.

9.7 Initial Consent

Refer to your Human Research Ethics Committee (HREC)/Institution Review Board

(IRB) approval to determine the consent practices you should follow. In most jurisdictions to
participate in the study, agreement must be obtained. Only patients who meet all inclusion
criteria and none of the exclusion criteria will be randomised.
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UK1-147: Initial Consent

Has consent been obtained before randomisation? oO*
If No selected, delayed consent option will appear.

O Yes

() No

e Indicate Yes or No whether consent was obtained.
o |f the answer ‘Yes’ a detailed consent will be obtained in Consent 2 at the
baseline visit.

UK1-147: Initial Consent

Has consent been obtained before randomisation? (@]
If No selected, delayed consent option will appear.

() Yes
(® No

Confirm if delayed consent is allowed in the country? OF

() Yes
() No

e |If the answer is ‘No’ you should indicate whether delayed consent is
allowed for your country.

Click on ‘Close’ or ‘Complete’ to save the data.

9.8 Phenotyping form

Patients will be stratified into different subphenotype strata prior to randomisation
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UK1-147: Phenotyping

Was phenotyping completed?

(®) Yes

() No

Device type?

() Randox
() Ella

() Other

Date the subphenotyping was completed

Time the subphenotyping was completed

Bicarbonate - lowest in prior 24 hrs

sTNFr1 Collected

O Yes

IL-6 Collected

() Yes

) No () No

¢ Indicate Yes or No whether phenotyping was completed, a patient cannot be
randomised without phenotyping. If phenotyping is not possible, please select ‘no’
and the following options will appear:-

Was phenotyping completed?
~ Yes If ‘other’ is selected a text box will appear to capture

@ . other reasons not listed here.

Reason for not completing phenotype

If one of these options is selected, the patient will not be
randomised and considered a screen failure. These
incidences will be monitored throughout the trial

() Test failed

() Kit expired

() Software outage

() Needs engineer visit
() Other

Select the device type for the device that is used: Randox, Ella, Other

Enter the date & time subphenotyping was completed

Enter the lowest Bicarbonate value in mmol/L

Answer the question whether the sTNFr1 was collected then enter the sTNFr1
value in ng/ml
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¢ Answer the question whether the IL-6 was collected then enter the IL-6 value in
pg/ml

¢ Initial subphenotypes will be hyper- and hypo-inflammatory subphenotypes
described in ARDS. The determination of the subphenotype of the participant will
be dependent on the sTNFr1 and IL-6 values.

Note — the patient subphenotype will not be displayed on the database.

9.9 Schedule Randomisation Event form

UK1-156: Schedule Randomisation Event

Is the participant ready to schedule the Randomisation Events [®]
() Yes
() No

e Ensure all the Pre-Randomisation CRF forms have been completed and in
sequential order otherwise you will not be able to complete the Schedule
Randomisation Event form

e Once all the Pre Randomisation forms have been completed - Indicate Yes or
No whether the patient is ready to schedule the Randomisation Event. If Yes,
the patient is ready to be randomised into one of the Randomisation Events.

e If No, the patient is not ready to be randomised and does not meet the criteria.

9.10 Randomisation Eligibility
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UK1-156: Randomisation Eligibility (PANTHER AB)

Confirm the participant details and eligibility in order to randomise this

participant.

Study Name: PANTHER Participant ID UK1-156

Gender Male Age @]
36

Site ID- o)

UK

Randomise

Country O

United Kingdom

Is the participant eligible for randomisation? ok

() Yes

O No

e The Randomisation Eligibility form will automatically appear once the
schedule randomisation event form has been completed.

e For information only one of the following forms will appear: - Randomisation
PANTHER A; Randomisation PANTHER AB; Randomisation PANTHER B;
Randomisation PANTHER C; Randomisation PANTHER CD; Randomisation
PANTHER D.

Note - This is part of the automated randomisation, and no further action is
required with this information.

e Confirm that the patient details and eligibility to the study is correct before
randomising participant. The Study Name, Participant ID, Gender, Age and
Site ID are auto populated and read only fields mapped from the Pre-
Randomisation form previously completed.

Randomise

e Country - This is an auto populated and read only field which is mapped from
the Pre-Randomisation form.

e Indicate Yes or No whether the patient is eligible for randomisation.

e |If Yes — Select 'Randomise' radio button if participant is eligible, once done,
the following messages will appear: -

Please check the allocated Study Treatment in the Randomisation
Assignment form
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Please note the randomisation assignment will take 5 seconds to load and
appeatr.

e Click 'Complete' to randomise the participant. If the patient is not ready to be
randomised click ‘Close’ to save changes only.

9.11 Randomisation Assignment

UK1-156: Randomisation Assignment (PANTHER AB)

Participant details:

Study Name: PANTHER Participant ID UK1-156
Gender Male Age o
36
Allocation:
Study Treatment @]
Baricitinib
*
Date of Randomisation
~
L
*
Time of Randomisation (o)

This form details the allocated study treatment for the participant and will
automatically appear.

Participant details

e The Study Name, Participant ID, Gender, Age and Site ID are auto-populated
and read only fields mapped from the Pre-Randomisation form previously
completed.

Allocation

e Study Treatment - Treatment allocation to which the patient is randomised using
the Sealed Envelope automated online system.

¢ Enter the Date of Randomisation*

e Enter the Time of Randomisation*

*There are restrictions to these fields to ensure that the current date and time is entered. A time in the

past nor a time in the future can be randomised. Please ensure that when you randomise the patient
you are able to start the treatment as soon as possible
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9.12 Consent

Type of consent o
@ Patient

() Personal (surrogate/next of kin/carer)

Professional (Independent doctor/authorised/legal representative)

(O) No consent to use ANY of the data

Date of Consent

~
~s
Are there any requirements to the consent O
(®) Yes
() No
Details (@5

|:| No consent to follow up at 3, and 6 months

|:| No consent to allow already collected data (including 12mths after inclusion) to be used
[ ] No consent to contact GP/Primary Care Physician/Family Doctor

|:| I would like to be informed of the PANTHER study results when these are available

¢ Indicate Yes or No whether consent was obtained

o If Yes, Choose the type of consent from the list:

e All consents must be included, if a professional consent is obtained and a
retrospective consent obtained from the patient later, ensure both consent
forms are added. To add more consents use the ‘+’ symbol at the bottom.

e Ensure ‘are there any requirements to the consent’ is selected as yes if
requested on the consent form, such as:-

e If on the consent form the patient/family/professional is happy to
receive the trial results ensure this option is selected in the
‘requirements to consent’.

Click on ‘Close’ or ‘Complete’ to save the data.

9.13 Contact Details
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UK1-025: Contact Details

Telephone number:

Email address:

Postal address:

e If consent is received for follow up, please complete the contact details form in
the database to enable the patient to be contacted.

e Enter the patient’s telephone number, email address and postal address for
contact purposes.

Click on ‘Close’ or ‘Complete’ to save the data.

9.14 Hospital Admission
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UK1-154: Hospital Admission

0

*
Hospital Admission Date Hospital Admission time )

Q

0
0

ICU Admission Date ICU Admission time

~
wr

Did the patient have a confirmed or suspected infection? oO*
() Confirmed

( Suspected but not confirmed

() Infection not suspected

Clinical Frailty Score O *| Confirmed SARS-CoV-2 positive in this admission (O *
- Very Fit () Yes

- Well (O No

- Managing Well

- Vulnerable

- Mildly Frail

- Moderately Frail
- Severely Frail

L~ o kW=

- Extremely Frail

Was the patient a non-operative or operative patient? Oo*

() Non-operative
() Operative

e Enter the Date & Time Patient was admitted to hospital

e Enter the Date & Time Patient was admitted to ICU

¢ Indicate whether the patient has a confirmed or suspected infection
If the patient has a confirmed or suspected infection please indicate the source of
infection by completing the Reason for ICU Admission section.

Reason for ICU Admission

Source of Infection

e Select from the list what was the source of the suspected or confirmed
infection

e |f Other please provide details

e |f an infection is suspected but not confirmed please select the source of the
suspected infection and for the microbiology test select ‘not confirmed’ from
the list

¢ |f an infection was confirmed, please select the positive microbiology test/s
that identified the infectious pathogen - Select all that apply.
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e Select the result for Clinical Frailty Score, if test was not performed select

‘Not Done’

¢ Indicate Yes or No whether the patient had a confirmed SARS-CoV-2 positive

in this admission

e Select whether the patient was a non-operative or operative patient

If Non-Operative — Select which
diagnostic category from list
Non-Operative: Cardiovascular
Non-Operative: Respiratory

Non- Operative: Gastrointestinal
Non-operative: Neurologic
Non-operative Sepsis

Non-operative: Trauma

Non-operative: Metabolic
Non-operative: Hematologic
Non-operative: Renal and Genitourinary
Non-operative: Musculoskeletal/ Skin
disease

Non-operative: Other Medical Diseases
Non-operative: Undefined/ Unknown

If Operative - Select which diagnostic
category from list

Post Operative: Cardiovascular
Post-Operative: Respiratory

Post- Operative: Gastrointestinal
Post-operative: Neurologic
Post-operative Sepsis

Post-operative: Trauma

Post-operative: Metabolic
Post-operative: Hematologic
Post-operative: Renal and Genitourinary
Post-operative: Musculoskeletal/ Skin
disease

Post-operative: Other Medical Diseases
Post-operative: Undefined/ Unknown

Click on ‘Close’ or ‘Complete’ to save the data.

9.15 Demography
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UA0-028: Demography

Demography

What is the patient's gender? (O *| What is the patient's sexual orientation:- O*
Yy

Man () Asexual

) Non-binary

/
.
™
.

YO YOHY YY) «
L W N N R

) Bi/bisexual
Woman ) Gay or lesbian
Prefer to self-describe ) Queer

Prefer not to say ) Straight/heterosexual

(YYOCYOYO)
(RN R W R

Don't Know ) Pansexual
) ldentifies in another way
) Prefer not to say
) Don't Know
Country O

Ethnic Group or Background

How would you describe your national identity? (select all that apply) O*
() British

() English

() Welsh

() Scottish

() Northern Irish
() Other

() Prefer not to say

Ethnicity UK © *| Ethnicity US O *| race o*
() White: () Hispanic or Latino: () White
() Mixed Race: () Not Hispanic or Latino: () Black or African American
() Asian or Aslan British: () Other () Aslan
() Black or Black British: () Prefer not to disclose () Native Hawaiian or Other Pacific
() Other Islander
() Prefer not to say I':::] American Indian/Alaskan Native
() Other

() Prefer not to disclose

e Enter the participant’s demography data. A ‘don’t know’ option is available if the
data cannot be obtained.

Ethnic Group or Background

e For UK sites — Select from the Ethnicity UK categories

e For US sites —Select from the Ethnicity US and Race categories

e |f Other is selected for any of the questions, a ‘Please specify’ field will
automatically appear for you to complete.
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Click on ‘Close’ or ‘Complete’ to save the data.

9.16 Equality and Diversity

| UK1-156: Equality and Diversity

Religion

What is the patient's religion, if any - OF

() No religion

() Buddhist

':_) Christian (including Church of England, Catholic, Protestant, and all other Christian
denominations)

() Hindu

() Jewish

() Muslim

) Sikh

() Any other religion (specify, if you wish)

() Prefer notto say

) Don't Know

Marriage/Civil Partnership

Is the patient currently? ok
() Cohabiting or living with a partner
() Divorced or civil partnership dissolved

) Married or in a civil partnership

) Separated

() single

() widowed or a surviving partner from a civil partnership

) Other (specify, if you wish)

) Prefer not to say

() Don't Know v

Enter the patient Equality & Diversity data if known, if this information is not known,
please select the ‘don’t know’ option.

Religion
e State patient’s religion
e If Any Other Religion is selected this can be specified if they wish to disclose.

Marriage/Civil Partnership
e State patient’s marital status

Parental leave
e Select type of parental leave patient has taken over the past 12 months

Caring responsibilities
¢ Indicate whether the patient has any caring responsibilities
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e |[f yes, indicate types of responsibility

Socioeconomic background

¢ Indicate the occupation of the patient’s main household earner when patient was

aged 14

Indicate if patient has a disability

Indicate whether the patient has any physical or mental health conditions lasting
12 months or expected to last longer than 12 months.
Click on ‘Close’ or ‘Complete’ to save the data.

9.17 Baseline Data

UK1-156: Baseline

Results closest prior to inclusion in the study

() Not Done

Type of Respiratory Support [okd
() CPAP/NIV
O My
() HFNC =30L/min
*
Respiratory support start date o
~
L=
*
FiQ2 (%) FiD2 (%) ]
() Not Done
*
Occlusion Pressure (Pocc) Occlusion Pressure (Pocc) o

() Not Done

Airway occlusion pressure in the first 100 ms (P0.1) (O

*
Airway occlusion pressure in the first 100 ms (P0.1) O

ARDS Risk Factors

() 1, viral infection

() 2, Bacteral infection

() 3, Fungal/other infection

() 4, Trauma associated

() 5, Burns associated

D*

Test Results: Closest result to time of inclusion. If a test was not done, please

select ‘Not Done’

¢ Indicate type of Respiratory support the patient is receiving
e Enter date Respiratory support started
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If CPAP/NIV is selected:
e For Mode of Ventilation — Select the ventilation mode listed: CPAP

e CPAP: Continuous positive airway pressure (non-invasive ventilation [NIV])*

*Please note that BiPAP is listed as an IMV

If IMV is selected:
e For Mode of Ventilation — Select one of the ventilation listed:-

A/C: Assist control (also known as V/C or AC/VC)

SIMV (Vol): Synchronized intermittent mandatory ventilation (volume)
SIMV (Pressure): Synchronized intermittent mandatory ventilation-pressure
PRVC: Pressure regulated volume control

APRV: Airway pressure release ventilation

PCV: Pressure control ventilation (also known as P/C or AC/PC)

PSV: Pressure support ventilation

VSV: Volume support ventilation

HFO: High frequency oscillation

Jet: Jet ventilation

BiPAP: Bilevel positive airway pressure (non-invasive ventilation [NIV])
PAV: Proportional assist ventilation

NAVA: Neurally adjusted ventilatory assist

ASV: Adaptive Support Ventilation

If HEFNC 230L/min is selected:
o For Mode of Ventilation — Select the ventilation listed: HFNC (Optiflow);

HFNC: High-flow nasal cannula (or Optiflow)

Enter the results closest to randomisation for each test, if a test was not
performed select ‘Not Done’ for that test. Please note that different tests
will appear depending on the type of ventilation that has been selected.

Tidal volume

In many forms of mechanical ventilation, a predetermined volume of gas, or tidal
volume, is delivered with each ventilator breath. Record in mL. This will appear if
CPAP/NIV or IMV has been selected.

Total Respiratory Rate value
Total respiratory rate (breaths per minute), enter the highest respiratory rate. This
will appear if CPAP/NIV or IMV has been selected.

Minute Volume
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This value will be auto calculated from the tidal volume and Total Respiratory Rate
results are entered. Please note this result will only appear when type of respiratory
support has been selected as either CPAP/NIV or IMV.

Predicted Tidal Volume

This value will be auto calculated from the predicted body weight and height. Please
note this result will only appear when type of respiratory support has been selected
as either CPAP/NIV or IMV.

PEEP

Positive End Expiratory Pressure (measured in centimetres of H,O, cmH,0). PEEP
provides a pressure at the end of exhalation to help improve oxygenation. This will
appear if CPAP/NIV or IMV has been selected.

Plateau Pressure
Will appear only when IMV option is selected, please enter value in cmH20

FiO2
Enter the percentage of oxygen delivered when the arterial blood gas was obtained.
This value should only be obtained from the ABG, (%) value

Mean Airway Pressure

The airway pressure measured at the airway opening during the administration of
positive airway pressure, averaged over an entire ventilatory cycle, please enter in
cmH20

Occlusion Pressure

Enter Occlusion Pressure (Pocc) value

This is the negative pressure generated during a single inspiratory effort (or up to 5
s) following an end-expiratory airway occlusion.

The Pocc value represents the magnitude of the swing in airway pressure. It is the
magnitude of the swing that should be entered into the database. Larger negative
integers representing a larger change in airway pressure between inspiration and
expiration, while values closer to 0 represent smaller changes in airway pressure.

Enter the Pocc value obtained in the morning. If multiple values are available, take
the Pocc and/or p0.1 value closest to 10 a.m. Ensure the respiratory support setting
values entered coincide with the settings the patient was on when the Pocc/p0.1
values were obtained.

Airway Occlusion Pressure
Enter the first 100 ms (P0.1) value
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This is the negative pressure generated during a single inspiratory effort (or up to 5
s) following an end-expiratory airway occlusion.

The Pocc value will always be a negative integer and represents the magnitude of
the swing in airway pressure. It is the magnitude of the swing that should be entered
into the database. Larger negative integers representing a larger change in airway
pressure between inspiration and expiration, while values closer to 0 represent
smaller changes in airway pressure.

Enter the Pocc value obtained in the morning. If multiple values are available, take
the Pocc and/or p0.1 value closest to 10 a.m. Ensure the respiratory support setting
values entered coincide with the settings the patient was on when the Pocc/p0.1
values were obtained.

Inspiratory Positive Airway Pressure (IPAP)
Record the set Inspiratory Positive Airway Pressure in cmH»0.

ARDS Risk Factors
Select one the ARDS Risk Factors - if ‘Other’ is selected you will be required to
specify in the text field provided.

Vital Signs
e Enter the patient’s height in cm

Enter the patient’s weight in kg at ICU admission

BMI will be auto-calculated and populated by the system

Enter the patient’s temperature, selecting degrees C or Fahrenheit F
Enter the lowest Systolic blood pressure value

Enter the Diastolic blood pressure value

Enter the lowest Heart Rate value

Normal Ranges for some vital signs parameters on the form are listed below:

Parameter Low range | High range
Height (cm) 130 200
Weight (kg) 40.0 250.0
Temperature (°C) 36.0 38.0
Temperature (°F) 80.0 100.0
Heart Rate (bpm) 0 300
BP Systolic mmHg 90 150
BP Systolic mmHg (lowest) 0 150
BP Diastolic mmHg 45 90
BP Diastolic mmHg (lowest) 0 130
PaCO?

Partial pressure of carbon dioxide in arterial blood, select the correct units either kPa
or mmHg and enter the value.
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Enter the pH (arterial) value, select either pH or H ions (nmol/L)

Mean Arterial Pressure (MAP)
Enter the value in mmHg

Vasopressors/Inotropes

Indicate Yes or No whether the patient received vasopressors/inotropes at the time
of randomisation, if yes, select which Vasopressor/Inotrope was received.

Then indicate Yes or No to confirm the selection in next question, then you will be
required to enter the result, note for some drugs we require the highest value. If the
highest dose has not been requested, please enter the dose closest to
randomisation.

RRT
Indicate Yes or No whether the patient received Renal Replacement Therapy at the
time of randomisation.

Continuous Neuromuscular Blocking Agent
Indicate Yes or No whether the patient received continuous Neuromuscular Blocking
Agent.

Prone position
Indicate Yes or No whether the patient has been in prone position in the last 24hrs,
if Yes, state the amount of many hours.

ECMO
Indicate Yes or No whether the patient is receiving or has received ECMO in the last
24hrs.

Steroid Treatment
Indicate Yes or No whether the patient has received any steroid in the 24hrs prior to
randomisation, Enter the total daily dose and route of administration.

Comorbidities
Indicate whether the patient has any past medical history for the following conditions
listed Hypertension, Obesity, Diabetes, Congestive heart failure. Alcohol Abuse and
Active Smoking.
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Note: There must be documented evidence that the condition existed or that the
patient received therapy for the condition in the six months prior to admission to
ICU.

Click on ‘Close’ or ‘Complete’ to save the data.

9.18 Lab Parameters - 24hrs prior to Randomisation

UK1-156: Lab Parameters - 24hrs prior to
randomisation Please ensure the worst/most
abnormal values are entered

Lab Parameters - 24hrs prior to randomisation

» Laboratory Results:

White Blood Count (WBC): (] White Blood Count Units: [okd
[] Not Done ) 1, x10M970

() 2, x10M3/uL
Haematocrit (HCT): O | Result (%): oF
[] Not Done
C Reactive Protein (CRP): o Result (mg/L): oF
[] Not Done
Absolute neutrophils (NEUT): j] Result (x10°/L): o
[] Not Done

*

Lymphocytes (LYM): © | Result (x10°/L): o
[] Not Done
Albumin (ALB): O | Albumin (ALB) units: o
[] Not Done O 1,8/l

O 2. grdL

\

Creatinine (CRFATY: [ep] Creatinine (CRFAT) LInits: [e9] *‘

Enter the worst/abnormal results received in the 24hrs prior to randomisation.
For each test, please confirm whether the sample was taken

Record each test result

If a specific test was not performed or the result was affected, please select
"Not Done," which appears next to each test name

Click on ‘Close’ or ‘Complete’ to save the data.

9.19 Samples Baseline
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UK1-156: Samples Baseline

Which sampling tier is the site participating in? o*
() Tiero
() Tier1
() Tier2
() Tier3
() Tier 4

Sampling Tier Document

e Select the sampling tier your site will be participating in, this can be selected per
patient. Site can access the Sampling Tier Document by clicking the link on the
form and selecting > manuals > sample manual.

Where aliquots are collected for a sample, ensure that the number of aliquots are
selected and each aliquot ID is added by clicking the + button,

Tier O
No samples will appear as this refers to the stratification sample only which is
used and discarded.

Tier 1
¢ Indicate Yes or No whether the following samples were collected:
Li Heparin; Serum; EDTA; PAXgene; Nasal swab; Tracheal Aspirate

If Answer is ‘Yes’ for any of the samples enter the Sample ID; Number of
aliquots collected; the aliquot ID and the Date & Time sample was collected.

Tier 2
¢ Indicate Yes or No whether the following samples were collected:
Li Heparin; Serum; EDTA; PAXgene; Nasal swab; Tracheal Aspirate

e |If Answer is ‘Yes’ for any of the samples enter the Sample ID; Number of aliquots
collected; the aliquot ID and the Date & Time sample was collected.

Tier 3

¢ Indicate Yes or No whether the following samples were collected:
Li Heparin; Serum; EDTA; CPT Heparin; PAXgene; Nasal swab; Tracheal
Aspirate.

e |If Answer is ‘Yes’ for any of the samples enter the Sample ID; Number of aliquots
collected; the aliquot ID and the Date & Time sample was collected.
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Tier 4

Indicate Yes or No whether the following samples were collected:
Li Heparin; Serum; EDTA; CPT Heparin; PAXgene; Nasal swab; Tracheal

Aspirate; BAL

If Answer is ‘Yes’ for any of the samples enter the Sample ID; Number of aliquots
collected; the aliquot ID and the Date & Time sample was collected.

Next, answer the remaining questions on the form

Indicate Yes, No or Not Applicable whether the samples were placed directly in
-80 freezer for storage. If not applicable, please select.

Indicate Yes, No or Not Applicable whether the samples were placed directly in
-20 freezer for storage. If not applicable, please select.

Any further information that should be known please enter in the ‘Comments’ field
provided.

Click on ‘Close’ or ‘Complete’ to save the data

9.20 Co-Enrolment

UK1-142: Co-Enrolment

Was the patient co-enrolled in any other clinical research studies? o
() Yes
) No

¢ Indicate Yes or No whether the patient is co-enrolled in any other clinical
research studies
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UK1-142: Co-Enrolment
Was the patient co-enrolled in any other clinical research studies? [®)
(®) Yes
() No
* *
Study Name / Acronym 9 Participant ID for the study co-enrolled o
*
Trial Intervention (if known) O Date of enrolment in the study co-enrolled? O
~
L=
+

If answer is ‘Yes’ please complete all the remaining questions on the form
e Study Name/Acronym of study
e Participant ID for the study co-enrolled
e Trial Intervention (if known)
e Date of enrolment in the study co-enrolled
o |If participant is enrolled on additional studies click ‘+’ and enter details.

Click on ‘Close’ or ‘Complete’ to save the data

9.21 GCS and Delirium

UK1-156: GCS and Delirium

Glasgow Coma Scale

» If patient is sedated, please record the last known GCS before sedation.

Glasgow Coma Scale Complete? O*

) Yes

(O No

e Indicate whether the Glasgow Coma Scale was Completed
If Yes,

e Select the Eye opening score
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Select the Verbal response score
Select the Motor response score

e The Total GCS Score will be auto-calculated from the scores provided from the
Eye opening; Verbal response and Motor response scores.

e Please note: the Total GCS Score will not show if any of the three scores are
blank.
Enter the Delirium screening tool or if not complete select ‘not known’
If ICDSC Score is selected — Enter the Highest ICDSC for day and Highest
ICDSC for night

e |f CAM-ICU is selected — Enter the Highest CAM-ICU for day and Highest CAM-
ICU for night

Click on ‘Close’ or ‘Complete’ to save the data

9.22 Daily data Day 0 to Day 6

This form should be used to record Daily Data from Randomisation Day 0 to Day 6
And must be completed for each day the patient is in ICU.

UK1-156: Daily Data (Day 0 to Day6)

Please enter the values recorded closest to 8:00 AM

Patient Status ok
() Continuing in the trial

(_) Died - Please complete the death form

(7)) ICU Discharge - Please complete the discharge form

() withdrawn - Please complete the withdrawn form

e This form should be used to record Daily Data from Randomisation Day 0 to
Day 6.
The values should be recorded closest to 8am on this day as possible.
Complete the Patient Status

If patient status is Continuing in the trial please complete the remaining

questions on the form

e Enter the date of visit day — day 0 will be the day of randomisation (short day),
and day 1 will be the day after randomisation.
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¢ Indicate Yes or No whether the patient is receiving respiratory support, If Yes,
please select type of respiratory support

If O2 therapy is selected:
Select one of the following modes of O2 therapy:-
o FM: Face mask
o NP: Nasal Prongs
o TM: Trach mask
o T-piece

If CPAP/NIV is selected:
Select CPAP
*Please note that BiPAP is listed as an IMV

If IMV is selected:
Select from the following:-
e A/C: Assist control (also known as V/C or AC/VC)
SIMV (Vol): Synchronized intermittent mandatory ventilation (volume)
SIMV (Pressure): Synchronized intermittent mandatory ventilation-pressure
PRVC: Pressure regulated volume control
APRV: Airway pressure release ventilation
PCV: Pressure control ventilation (also known as P/C or AC/PC)
PSV: Pressure support ventilation
VSV: Volume support ventilation
HFO: High frequency oscillation
Jet: Jet ventilation
BiPAP: Bilevel positive airway pressure (non-invasive ventilation [NIV])
PAV: Proportional assist ventilation
NAVA: Neurally adjusted ventilatory assist
ASV: Adaptive Support Ventilation

If HFNC 230L/min is selected:
Select HFNC (Optiflow)

Enter the results closest to 8am for each test, if a test was not performed
select ‘Not Done’ for that test.

PaO;
Arterial pressure of Oxygen, select the preferred units:- kPa, mmHg.

FiO2
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Enter the percentage of oxygen delivered when the arterial blood gas was obtained.
This value should only be obtained from the ABG, (%) value

Flow rate L/min
Enter the flow rate, the volume of gas/air delivered per minute, this option will only
appear for HFNC

Mean airway pressure

The airway pressure measured at the airway opening during the administration of
positive airway pressure, averaged over an entire ventilatory cycle, please enter in
cmH,0

Inspiratory positive airway pressure (IPAP)
Record the set Inspiratory Positive Airway Pressure in cmH20.

Absolute neutrophils
Enter the absolute neutrophils result in x10°/L

Bicarbonate
Select the units either mmol/L or mEg/L and enter the lowest/worst result for this test

Continuous Neuromuscular Blocking Agent
Indicate Yes or No whether the patient received continuous Neuromuscular Blocking
Agent.

ECMO
Indicate Yes or No whether the patient is receiving or has received ECMO in the last
24hrs.

Steroid Treatment
Indicate Yes or No whether the patient has received any steroid in the 24hrs prior to
randomisation, Enter the total daily dose and route of administration.

SOFA Score

e Please note, the total SOFA score may not appear at the bottom but will
be calculated.

o Enter the Mean Arterial Pressure (MAP), if test was not performed select ‘Not
Done’

e Please Note: - if MAP score is greater or equal to 70 then the Cardiovascular
Score will be 0 and if less than 70 then the Cardiovascular Score will be 1
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Cardiovascular

¢ Indicate Yes which one or No whether the patient is receiving vasopressors
or inotropes, if yes, select which Vasopressors/Inotropes was received.
e You will be required to choose which one from the following:
o Highest Dopamine (mcg/kg/min) value.
o Highest Dobutamine (mcg/kg/min) value
o Highest Adrenaline (mcg/kg/min) value - Please Note: This value is not
accounted for in the calculation, e.g. If MAP Score and this value are added it
will take the score of MAP into account.
o Highest Noradrenaline (mcg/kg/min) value
o Highest dose Epinephrine (mcg/kg/min) value - Please Note: This value
is not accounted for in the calculation, e.g. If MAP Score and this value are
added it will take the score of MAP into account.
¢ Indicate Yes or No whether the patient received Vasopressin, Levosimendan;
Milrinone.

Respiration
e P/F Ratio (PaO,/FiO;) — This is auto-calculated and read only so will be

calculated when the Pa0O2 & FiO2 are entered.

Coaqulation
o Enter the Lowest Platelets (x10"9/L) value, if test was not performed select

‘Not Done’

e Lowest Platelets (x10"9/L) Score — This is auto-calculated and read only so
will be calculated when the Lowest Platelets (x10*9/L) is entered

Liver
o Enter the Highest Bilirubin (umol/L) Value, if test was not performed select
‘Not Done’

e Highest Bilirubin (umol/L) Score — This is auto-calculated and read only so will
be calculated when the Highest Bilirubin (umol/L) value is entered.

Renal
¢ Indicate Yes or No whether the patient is receiving Renal Replacement
Therapy.
If Yes

Renal Score — This is auto-calculated and read only so will be calculated
when Yes is selected.

If No, Enter Highest Creatinine Result and Total Urine Output (ml/d):
Renal Score — This is auto-calculated and read only so will be calculated
when Highest Creatinine Result and Total Urine Output is entered.
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Glasgow Coma Scale

e GCS Score — This is read only and mapped from the GCS and Delirium form
e Total GCS Score — This is a read only field.

Total SOFA Score
e Total SOFA Score — This is auto-calculated and read only so will be
calculated from the Respiration, Coagulation, Liver & Cardiovascular scores
are entered. Please note this may not be displayed on the form but will be
calculated.

For the remaining Patient Status questions

If patient died, ensure a Death form has been completed.
If patient has been discharged from ICU — Please complete the discharge form.
If patient withdrew - Please complete the study withdrawal form.

Click on ‘Close’ or ‘Complete’ to save the data

9.23 Simvastatin — Administration

Please note: This visit should be added only if the patient is assigned to this treatment

UK1-156: Simvastatin Administration

Day 0 (First day of treatment)

Has Simvastatin been administered? oOF
() Yes
() No

e Indicate Yes or No whether Simvastatin has been administered on first day of
treatment (Day 0). Please complete for each day (up to Day 28)
If Yes
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e Enter the Date of Administration

o Enter the Time of Administration

e Enter the Creatinine kinase (CK) result (U/L), if test was not performed
select ‘Not Done’

e Enter the Alanine aminotransferase (ALT) result (U/L), if test was not
performed select ‘Not Done’

e Enter the Aspartate aminotransferase (AST) result (U/L), if test was not
performed select ‘Not Done’

e Select the Reason Simvastatin was not administered for each day (up to Day
28)

e [f Patient died - ensure a Death form has been completed.

e |f patient has been discharged from ICU — ensure the discharge form has
been completed.

o |f patient withdrew - ensure the study withdrawal form has been completed.

*Please note: You can enter data for each day of treatment and can click
‘Close’ on the form for that day if not all data has been entered.

Click on ‘Close’ to come back to the form later and ‘Complete’ once the data is
complete and ready to be saved.

9.24 Baricitinib — Administration

Please note: This visit should be added only if the patient is assigned to this treatment

UK1-156: Baricitinib Administration

Day O (First day of treatment)

Has Baricitinib been administered? ok
O Yes
:. No

e Indicate Yes or No whether Baricitinib has been administered on first day of
treatment (Day 0). Please complete for each day (up to Day 10)
If Yes
e Enter the Date of Administration
o Enter the Time of Administration
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e Select the Reason Baricitinib was not administered for each day (up to Day
10)

e |f Patient died - ensure a Death from has been completed.

o |If patient has been discharged from ICU — ensure the discharge form has
been completed

o If patient withdrew - ensure the study withdrawal form has been completed.

Click on ‘Close’ to come back to the form later and ‘Complete’ once the data is
complete and ready to be saved

9.25 Samples D2

UK1-156: Samples Day 2

Which sampling tier is the site participating in? O*
() Tiero
() Tier1
() Tier2
() Tier3
() Tier4

Sampling Tier Document

This form should be completed at Day 2 visit
Select the sampling tier your site will be participating in. Site can access the
Sampling Tier Document by clicking the link on the form also.

e Tier 0 - No samples will appear on the form.

e Tier 1 - No samples will appear on the form.

Tier 2
e Indicate Yes or No whether the following samples were collected:
Li Heparin; Serum; EDTA; PAXgene; Tracheal Aspirate.

e If Answer is ‘Yes’ for any of the samples enter the Sample ID; Number of aliquots
collected; the aliquot ID and the Date & Time sample was collected.

Tier 3
¢ Indicate Yes or No whether the following samples were collected:
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Li Heparin; Serum; EDTA; PAXgene; CPT Heparin; Tracheal Aspirate.

e |If Answer is ‘Yes’ for any of the samples enter the Sample ID; Number of aliquots
collected; the aliquot ID and the Date & Time sample was collected.

Tier 4
¢ Indicate Yes or No whether the following samples were collected:
Li Heparin; Serum; EDTA; CPT Heparin; PAXgene; Tracheal Aspirate; BAL

e |If Answer is ‘Yes’ for any of the samples enter the Sample ID; Number of aliquots
collected; the aliquot ID and the Date & Time sample was collected.

Next answer the remaining questions on the form:

¢ Indicate whether the samples were placed directly in -80 freezer for storage. If
not applicable, please select.

¢ Indicate whether the samples were placed directly in -20 freezer for storage. If
not applicable, please select.

e Any further information that should be known please enter in the comments field.

Click on ‘Close’ or ‘Complete’ to save the data.

9.26 Samples D6

UK1-156: Samples Day 6

Which sampling tier is the site participating in? o*
() Tiero
() Tier1
() Tier2
() Tier3
(O Tier4

Sampling Tier Document

This form should be completed at Day 6 visit
Select the sampling tier your site will be participating in. Site personnel can
access the Sampling Tier Document by clicking the link on the form also.

e Tier 0 - No samples will appear on the form
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e Tier 1 - No samples will appear on the form

Tier 2
¢ Indicate Yes or No whether the following samples were collected:
Li Heparin; Serum; EDTA; PAXgene; Tracheal Aspirate

e |If Answer is ‘Yes’ for any of the samples enter the Sample ID; Number of aliquots
collected; the aliquot ID and the Date & Time sample was collected.

Tier 3
¢ Indicate Yes or No whether the following samples were collected:
Li Heparin; Serum; EDTA; PAXgene; Tracheal Aspirate

e |If Answer is ‘Yes’ for any of the samples enter the Sample ID; Number of aliquots
collected; the aliquot ID and the Date & Time sample was collected.

Tier 4
¢ Indicate Yes or No whether the following samples were collected:
Li Heparin; Serum; EDTA; PAXgene; Tracheal Aspirate; CPT Heparin

e If Answer is ‘Yes’ for any of the samples enter the Sample ID; Number of aliquots
collected; the aliquot ID and the Date & Time sample was collected.

Next answer the remaining questions on the form:

¢ Indicate whether the samples were placed directly in -80 freezer for storage. If
not applicable, please select.

¢ Indicate whether the samples were placed directly in -20 freezer for storage. If
not applicable, please select.

e Any further information that should be known please enter in the comments field.

Click on ‘Close’ or ‘Complete’ to save the data

9.27 Daily data day 7

This form should be used to record Daily Data for Day 7
And must be completed when the patient is in ICU.
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UK1-156: Daily Data (Day 7)

Please enter the values recorded closest to 8:00 AM

Patient Status oF
() Continuing in the trial
() Died - Please complete the death form

() ICU Discharge - Please complete the discharge form

() withdrawn - Please complete the withdrawn form

This form should be used to record Daily Data at Day 7 Visit, Any values entered on
this form should be those that were done closest to time 8:00 am
e Complete the Patient Status
If patient status is Continuing in the trial, please complete the remaining
questions on the form
e Enter the date of visit day
¢ Indicate Yes or No whether the patient is receiving respiratory support, If Yes,
please select type of respiratory support

If O2 Therapy is selected:
e Select one of the following modes of O2 therapy:-
o FM: Face mask
o NP: Nasal Prongs
o TM: Trach mask
o T-piece

If CPAP/NIV is selected:
e Select the Mode of ventilation: CPAP
*Please note that BiPAP is listed as an IMV

If IMV is selected:
Select from the following:-
e AJ/C: Assist control (also known as V/C or AC/VC)
SIMV (Vol): Synchronized intermittent mandatory ventilation (volume)
SIMV (Pressure): Synchronized intermittent mandatory ventilation-pressure
PRVC: Pressure regulated volume control
APRYV: Airway pressure release ventilation
PCV: Pressure control ventilation (also known as P/C or AC/PC)
PSV: Pressure support ventilation
VSV: Volume support ventilation
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HFO: High frequency oscillation

Jet: Jet ventilation

BiPAP: Bilevel positive airway pressure (non-invasive ventilation [NIV])
PAV: Proportional assist ventilation

NAVA: Neurally adjusted ventilatory assist

ASV: Adaptive Support Ventilation

If HENC 230L/min is selected:
e Select the Mode of ventilation: HFNC (Optiflow)

Enter the results closest to 8am for each test, if a test was not performed
select ‘Not Done’ for that test.

PaO
Arterial pressure of Oxygen, select the preferred units:- kPa, mmHg.

FiO2
Enter the percentage of oxygen delivered when the arterial blood gas was obtained.
This value should only be obtained from the ABG, (%) value

PaO2/FiO2 ratio
This is an automatically calculated field derived from PaO2/FiO2

Flow rate L/min
Enter the flow rate, the volume of gas/air delivered per minute, this option will only
appear for HFNC

Mean airway pressure

The airway pressure measured at the airway opening during the administration of
positive airway pressure, averaged over an entire ventilatory cycle, please enter in
cmH,0

Inspiratory positive airway pressure (IPAP)
Record the set Inspiratory Positive Airway Pressure in cmH20.

Absolute neutrophils
Enter the absolute neutrophils result in x109/L

Bicarbonate
Select the units either mmol/L or mEg/L and enter the lowest/worst result for this test

Steroid Treatment
Indicate Yes or No whether the patient has received any steroid in the 24hrs prior to
randomisation. Enter the total daily dose and route of administration.

PANTHER eCRF Completion Guidelines template Version 1.0
Ref: SOP_DMO013 Case Report Form Design
SOP_TEM_DMO018 v1.0 Effective 12-JUL-2022 Page 78 of 107



B

PANTHER

Is the patient receiving any vasopressors or inotropes?
¢ Indicate Yes which one or No whether the patient is receiving vasopressors
or inotropes, if yes, select which Vasopressors/Inotropes was received.
e you will be required to choose which one from the following:
o Highest Dopamine (mcg/kg/min) value.
o Highest Dobutamine (mcg/kg/min) value
o Highest Adrenaline (mcg/kg/min) value - Please Note: This value is not
accounted for in the calculation, e.g. If MAP Score and this value are added it
will take the score of MAP into account.
o Highest Noradrenaline (mcg/kg/min) value
o Highest dose Epinephrine (mcg/kg/min) value
¢ Indicate Yes or No whether the patient received Vasopressin, Levosimendan,;

Milrinone.
Renal
¢ Indicate Yes or No whether the patient is receiving Renal Replacement
Therapy.

¢ Indicate Yes or No whether the patient received continuous Neuromuscular
Blocking Agent.

¢ Indicate Yes or No whether the patient received Extracorporeal Membrane
Oxygenation (ECMO)

MMST, Maximal Inspiratory pressure and hand grip
e Enter the results for each test, if a test was not performed select ‘Not Done’
for that test
e Enter Hand grip strength dynamometry kg of force value
Enter Maximal inspiratory pressure cmH20 value
Select the grade (0-5) for Manual Muscle Strength Testing (MMST)

For the remaining Patient Status questions

If Patient died, ensure a Death form has been completed.
If patient has been discharged from ICU — Please complete the discharge form.
If patient withdrew - Please complete the study withdrawal form.

Click on ‘Close’ or ‘Complete’ to save the data

9.28 Daily data Day 8 to Day 28

This form should be used to record Daily Data for Day 8 to Day 28 and must be
completed when the patient is in ICU.
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UK1-156: Daily Data (Day 8 to Day 28)

Please enter the values recorded closest to 8:00 AM

Patient Status O *
(") Continuing in the trial
() Died - Please complete the death form

() ICU Discharge - Please complete the discharge form

() withdrawn - Please complete the withdrawn form

This form should be used to record Daily Data at Day 8 through to Day 28 Visit, any
values entered on this form should be those that were done closest to time 8:00 am

e Complete the Patient Status

If patient status is Continuing in the trial please complete the remaining

questions on the form

e Enter the date of visit day

¢ Indicate Yes or No whether the patient is receiving respiratory support, If Yes,
please select type of respiratory support

If O2 Therapy is selected:
e Select one of the following modes of O2 therapy:-
o FM: Face mask
o NP: Nasal Prongs
o TM: Trach mask
o T-piece

If CPAP/NIV is selected:
e Select the Mode of ventilation: CPAP
*Please note that BiPAP is listed as an IMV

If IMV is selected:
Select from the following:-
e AJ/C: Assist control (also known as V/C or AC/VC)
SIMV (Vol): Synchronized intermittent mandatory ventilation (volume)
SIMV (Pressure): Synchronized intermittent mandatory ventilation-pressure
PRVC: Pressure regulated volume control
APRV: Airway pressure release ventilation
PCV: Pressure control ventilation (also known as P/C or AC/PC)
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PSV: Pressure support ventilation

VSV: Volume support ventilation

HFO: High frequency oscillation

Jet: Jet ventilation

BiPAP: Bilevel positive airway pressure (non-invasive ventilation [NIV])
PAV: Proportional assist ventilation

NAVA: Neurally adjusted ventilatory assist

ASV: Adaptive Support Ventilation

If HENC 230L/min is selected:
e Select the Mode of ventilation: HFNC (Optiflow)

Enter the results closest to 8am for each test, if a test was not performed
select ‘Not Done’ for that test.

PaO
Arterial pressure of Oxygen, select the preferred units:- kPa, mmHg.

FiO2
Enter the percentage of oxygen delivered when the arterial blood gas was obtained.
This value should only be obtained from the ABG, (%) value

PaO2/FiO2 ratio
This is an automatically calculated field derived from PaO2/FiO2

Flow rate L/min
Enter the flow rate, the volume of gas/air delivered per minute, this option will only
appear for HFNC

Mean airway pressure

The airway pressure measured at the airway opening during the administration of
positive airway pressure, averaged over an entire ventilatory cycle, please enter in
cmH,0

Inspiratory positive airway pressure (IPAP)
Record the set Inspiratory Positive Airway Pressure in cmH»0.

Absolute neutrophils
Enter the absolute neutrophils result in x109/L

Is the patient receiving vasopressors or inotropes

Indicate Yes or No whether the patient is receiving vasopressors or inotropes.

Is the patient receiving Renal Replacement Therapy

Indicate Yes or No whether the patient is receiving Renal Replacement Therapy.
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Did the patient receive continuous Neuromuscular Blocking Agent.

Indicate Yes or No whether the patient is received continuous Neuromuscular

Blocking Agent.

Did the patient receive Extracorporeal Membrane Oxygenation (ECMO)

Indicate Yes or No whether the patient is receiving Extracorporeal Membrane
Oxygenation (ECMO).

Click on ‘Close’ or ‘Complete’ to save the data

9.29 Discharge from ICU

Intensive Care Unit Outcome

UK1-156: Discharge from ICU

care.

Please note that a move to High Dependency Unit (HDU) should not be regarded as a discharge
from the Critical Care environment. An ICU transfer is not considered a discharge from critical

Has the patient been discharged from the Intensive Care Unit O*
() Yes
@) No

* *
Hand grip strength O | Hand grip strength O 7| Maximal inspiratory {2 | Maximal inspiratory o
dynamometry dynamometry pressure pressure

- _ cm H20

(_) Not Done () Not Done
Manual Muscle Strength Testing (MMST) (O | Manual Muscle Strength Testing (MMST) O*
() Not Done () Grade 0: No muscle activation/paralysis

() Grade 1: Visible muscle contraction but
without movement of the limb

() Grade 2: Movement of the limb with full
range of motion hut not against the
force of gravity

() Grade 3: Movement of the limb against
gravity with a full range of motion but
not when resistance is applied

() Grade 4: Movement of a limb against
some resistance with a full range of
motion

() Grade 5: Full movement and range of
maotion against full resistance/normal

This form should be completed if the patient is being discharged from ICU, it should
not be used if the patient is transferring to another critical care environment e.g. High

Dependency Unit

Intensive Care Unit Outcome
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e Indicate Yes or No whether the patient has been discharged from the
Intensive Care Unit
Enter the Date of First Intensive Care Unit Discharge (if applicable)

o Enter the Time of First Intensive Care Unit Discharge (24 hour clock) (if
applicable)

e Enter the results for each test, if a test was not performed select ‘Not Done’
for that test

e Enter Hand grip strength dynamometry value kg of force
Enter Maximal inspiratory pressure value cmH20
Select the grade (0-5) for Manual Muscle Strength Testing (MMST)

Length of ICU Stay

e Length of ICU Stay — this is auto-calculated from the date entered for ICU
Admission on the hospital admission form

Click on ‘Close’ or ‘Complete’ to save the data

9.30 MOCA

=1

UAO0-028: MONTREAL COGNITIVE ASSESSMENT/MoCA

Was the questionnaire completed? [®)]
() Yes -

(O Not Done

¢ Indicate Yes, or Not Done whether the questionnaire was completed.

e If Not Done — Select Reason it was not done

MONTREAL COGNITIVE ASSESSMENT/MoCA

Answer ALL questions

Memory/Attention — Was this completed

Indicate Yes, or No whether Memory/Attention was completed
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Verbal Fluency - If 0-2 words select 0 points; If 3-5 words select 1 point; If 6-9
words select 2 points; If 10-13 words select 3 points; If 14 words or more select 4
points

Select the score given for this question (0 - 4) or select ‘Not Done’

Orientation

Select the score given for this question (0 - 6) or select ‘Not Done’

Memory

Select the score given for this question (0 - 5) or select ‘Not Done’

Total Score

Read-only field. The total score is automatically calculated by the system according
to the scores given in previous questions.

Click on ‘Close’ or ‘Complete’ to save the data.

9.31 Discharge from Hospital

UK1-156: Discharge from Hospital

Hospital Outcome

Hospital discharge is the first date that the patient is discharged to home/community/rehab/hospice. A transfer between hospitals is not
considered as a hospital discharge

Has the patient been discharged from Hospital O*
() Yes

Hospital discharge will be the first date that the patient is discharged to
home/community/rehab/hospice. A transfer between hospitals is not considered as a
hospital discharge.

Hospital Outcome

¢ Indicate Yes or No whether the patient been discharged from Hospital
e |If Yes, Enter the date of first hospital discharge (if applicable)
e Enter Time of First Hospital Discharge (if applicable)

Length of Stay
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Length of Hospital Stay — this is auto-calculated from the date entered for Hospital
Admission on the Hospital Admission form

Click on ‘Close’ or ‘Complete’ to save the data.

9.32 Short Physical Performance Battery

Please note: This form may be hidden/not required depending on your jurisdiction

UAO0-028: Short Physical Performance Battery

Was the test completed? [®)]
() Yes
() No

e To complete the questionnaire please click the Actions tab these are the 3
dots located on the right side of form and then select Edit

[

Q View
# Edit F

v\m

or

SHORT PHYSICAL PERFORMANCE BATTERY

Answer ALL questions

Indicate Yes, or No whether the test was completed if Yes, complete the
remaining questions

Chair Stand Test

Select the score given for this question (0 - 4)

Balance Test

Select the score given for this question (0 - 4)
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Gait Speed Test
Select the score given for this question (0 - 4)

Click on ‘Close’ or ‘Complete’ to save the data.

9.33 Safety Outcomes

UK1-156: Safety Outcomes

Kinase more than 10 or Aspartate
times the upper limit

of normal

Transaminase more
than 8 times the
upper limit of normal

Has the patient experienced any of the following safety outcomes during their hospital stay ok
() Yes
() No
Elevated Creatine (O *| Alanine Transaminase (O *| severe (O *| severe neutropenia, (O *

thrombocytopenia,
out of keeping with

clinical disease

Clinicians should report any
significant drop in platelet
count out of keeping with

out of keeping with

clinical disease

Clinicians should report any
significant drop in neutrophil
count out of keeping with
clinical disease. In all cases of
neutrophils <0.5 x109 cells/L

aspergillosis requiring
treatment

() Yes
O No

) Yes clinical disease. In all cases of these must be reported as a
— platelets <20 x109 cells/L these | safaty outcome
Yy No must be reported as a safety
— outcome N
() Yes
[\___,:' Yes [:'_':] No
(O No
Serious infection O *| venous O *| stroke O *| Mmyocardial infarction (O *
defined as a positive thromboembolism —
’ () Yes O Yes
blood cultures ) Yes —
() — =
requiring treatment — (_) No (_) No
and pulmonary () No

Ischaemic bowel (O *| Gastrointestinal perforation

() Yes
O No

() Yes
O No

O *| clinically important
gastrointestinal (Gl) bleeding.
Defined as overt bleeding on GI

endoscopy, developing as a

S P, P R

e Indicate Yes or No whether the patient has experienced any of the following

safety outcomes during their hospital stay.

e Indicate Yes or No for question Elevated Creatine Kinase was more than

10 times the upper limit of normal

o if Yes Enter the description of the event and Date of occurrence
e Indicate Yes or No if event was ongoing, If no, enter the end date of the event
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e Indicate Yes or No for question Alanine Transaminase or Aspartate
Transaminase was more than 8 times the upper limit of normal more
than 10 times the upper limit of normal.

e If Yes Enter the description of the event and Date of occurrence

e Indicate Yes or No if event was ongoing, If No, enter the end date of the event

e Indicate Yes or No for question Severe thrombocytopenia, out of keeping
with clinical disease.

o If Yes Enter the description of the event and Date of occurrence

e Indicate Yes or No if event was ongoing, If No, enter the end date of the event

e Indicate Yes or No for question Severe neutropenia, out of keeping with
clinical disease.

o If Yes Enter the description of the event and Date of occurrence

e Indicate Yes or No if event was ongoing, If No, enter the end date of the
event.

e Indicate Yes or No for question Serious infection defined as a positive
blood cultures requiring treatment and pulmonary aspergillosis
requiring treatment.

o If Yes Enter the description of the event and Date of occurrence

e Indicate Yes or No if event was ongoing, If No, enter the end date of the
event.

e Indicate Yes or No for question Venous thromboembolism

e If Yes Enter the description of the event and Date of occurrence

e Indicate Yes or No if event was ongoing, If No. enter the end date of the
event.

e Indicate Yes or No for question Stroke

e If Yes Enter the description of the event and Date of occurrence

e Indicate Yes or No if event was ongoing, If No, enter the end date of the
event.

e Indicate Yes or No for question Myocardial infarction

o If Yes Enter the description of the event and Date of occurrence

e Indicate Yes or No if event was ongoing, If No, enter the end date of the
event.

e Indicate Yes or No for question Ischaemic bowel

o |If Yes Enter the description of the event and Date of occurrence

e Indicate Yes or No if event was ongoing, If No, enter the end date of the
event.
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e Indicate Yes or No for question Gastrointestinal perforation
e If Yes Enter the description of the event and Date of occurrence
e Indicate Yes or No if event was ongoing, If No, enter the end date of the event

e Indicate Yes or No for question Clinically important gastrointestinal (Gl)
bleeding. Defined as overt bleeding on Gl endoscopy, developing as a
complication in the ICU and accompanied by 1 or more of the following
features within 24 hours
- Spontaneous drop of systolic, mean arterial pressure or diastolic blood
pressure of 20mmHg or more
- Start of vasopressor or a 20% increase in vasopressor dose
- Decrease in haemoglobin of at least 2 g/dI
- Transfusion of 2 units of packed RBC or more

e If Yes Enter the description of the event and Date of occurrence

o Indicate Yes or No if event was ongoing, If No, enter the end date of the event

Click on ‘Close’ or ‘Complete’ to save the data.

9.34 Follow Up data - Day 90

Cl

UK1-156: Follow Up Day 90 q

Is the patient alive 90 days after randomisation? okd
() Yes
() No

() Not known

¢ Indicate Yes, No or Unknown whether the patient is alive 90 days after
randomisation

e If Yes, Enter date this was confirmed.

¢ If No, Enter date patient died.

Click on ‘Close’ or ‘Complete’ to save the data.

9.35 EQ-5D-5L
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UK1-167: EQ-5D-5L

Was the questionnaire completed? e
() Yes

() NotDone

Impacts of Events [ I
Scale [
= Q i
Q View r
Short Physical [ or
Performance... s Edit\ br

e To complete the questionnaire please click the Actions tab these are the 3
dots located on the right side of form and then select Edit

e Please note that Quality of Life (QoL)/ health related questionnaires may be
completed centrally in your jurisdiction.

¢ |f the patient has died please select ‘not done’ and ‘unable to contact patient’.
¢ Indicate Yes, or Not Done whether the questionnaire was completed
e |If Not Done — Select Reason it was not done
e Enter the Date the questionnaire was completed
EQ-5D-5L

This Questionnaire should be completed within +14 Days of Follow Up Visit.
Answer ALL questions.

MOBILITY

Select the option that the patient has described/selected

SELF-CARE

Select the option that the patient has described/selected

USUAL ACTIVITIES

Select the option that the patient has described/selected
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PAIN/ DISCOMFORT

Select the option that the patient has described/selected

ANXIETY/ DEPRESSION

Select the option that the patient has described/selected

We would like to know how good or bad your health is TODAY. Please
indicate on the scale (0-100) to indicate how your health is TODAY.

Enter the number that the patient has stated

Click on ‘Close’ or ‘Complete’ to save the data.
9.36 Hospital Anxiety and Depression Scale (HADS)

UK1-167: Hospital Anxiety and Depression Scale (HADS)

Was the guestionnaire completed? (o]
() Yes

() NotDone

e To complete the questionnaire please click the Actions tab these are the 3
dots located on the right side of form and then select Edit

s [ I L
[ Q View ]
# Edit \ br

e Please note that Quality of Life (QoL)/ health related questionnaires may be
completed centrally in your jurisdiction.

¢ If the patient has died, please select ‘not done’ and ‘unable to contact patient’.
Indicate Yes, or Not Done whether the questionnaire was completed
If Not Done — Select Reason it was not done
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e Enter the Date the questionnaire was completed

Hospital Anxiety and Depression Scale (HADS)

This Questionnaire should be completed within +14 Days of Follow Up Visit.

Answer ALL questions

| feel tense or 'wound up':
Select the option that the patient has described/selected

| still enjoy the things | used to enjoy:
Select the option that the patient has described/selected

| get a sort of frightened feeling as if something awful is about to happen:

Select the option that the patient has described/selected

| can laugh and see the funny side of things:
Select the option that the patient has described/selected

Worrying thoughts go through my mind:
Select the option that the patient has described/selected

| feel cheerful:
Select the option that the patient has described/selected

| can sit at ease and feel relaxed:
Select the option that the patient has described/selected

| feel as if | am slowed down:
Select the option that the patient has described/selected

| get a sort of frightened feeling like 'butterflies' in the stomach:

Select the option that the patient has described/selected

| have lost interest in my appearance:
Select the option that the patient has described/selected

| feel restless as | have to be on the move:
Select the option that the patient has described/selected

| look forward with enjoyment to things:
Select the option that the patient has described/selected

| get sudden feelings of panic:
Select the option that the patient has described/selected

| can enjoy a good book or radio or TV program:
Select the option that the patient has described/selected
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Total Score: Depression

Read-only field. The total sum of all Depression Questions is automatically
calculated by the system according to the scores given in previous questions.

Total Score: Anxiety

Read-only field. The total sum of all Anxiety Questions is automatically calculated
by the system according to the scores given in previous questions

Total Score:

Read-only field. The total sum of all Anxiety Questions and all Depression
Questions are automatically calculated by the system according to the scores given
in previous questions

Click on ‘Close’ or ‘Complete’ to save the data.
9.37 Social and Wellbeing SF-36

UK1-167: SF-36

Was the questionnaire completed? O

(O Yes

(O NotDone

e To complete the questionnaire please click the Actions tab these are the 3
dots located on the right side of form and then select Edit

Q View B

&

# Edit I

' < I

orl

e Please note that Quality of Life (QoL)/ health related questionnaires may be
completed centrally in your jurisdiction.
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¢ |If the patient has died, please select ‘not done’ and ‘unable to contact patient’.
¢ Indicate Yes, or Not Done whether the questionnaire was completed
e |f Not Done — Select Reason it was not done
e Enter the Date the questionnaire was completed

SF-36
This Questionnaire should be completed within +14 Days of Follow Up Visit.
Answer ALL questions

During the past 4 weeks, have you had any of the following problems with
your work or other regular daily activities as a result of your physical health?

Select Yes or No that the patient has described/selected for all questions in this
section.

During the past 4 weeks, have you had any of the following problems with
your work or other regular daily activities as a result of any emotional
problems (such as feeling depressed or anxious)?

Select Yes or No that the patient has described/selected for all questions in this
section.

Welfare Benefits Question Set

Select Yes or No that the patient has described/selected for all questions in this
section.

Care Needs (adapted from Griffiths et al (2013)

Indicate Yes or No for Q. Do you receive care (depend on other people for help) to
undertake to undertake your normal activities? Is ‘Yes’ is selected answer all the
questions in this section.

Select the option that the patient has described/selected.

Click on ‘Close’ or ‘Complete’ to save the data.

9.38 Impact of Events Scale

UK1-167: Impacts of Events Scale

Was the Impacts of Events Scale completed? [

() Yes

() Not Done
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e To complete the questionnaire please click the Actions tab these are the 3

dots located on the right side of form and then select Edit

&

Q View

# Edit

—8)

or

or

orl

e Please note that Quality of Life (QoL)/ health related questionnaires may be
completed centrally in your jurisdiction.

If the patient has died, please select ‘not done’ and ‘unable to contact patient’.
Indicate Yes, or Not Done whether the questionnaire was completed

If Not Done — Select Reason it was not done.
Enter the Date the questionnaire was completed.

Impact of Events Scale

This Questionnaire should be completed within +14 Days of Follow Up Visit.

Answer ALL questions

DURING THE PAST SEVEN DAYS with respect to (the event). How much
were you distressed or bothered by these difficulties? Select the option [0 — 4]
that the patient has described/selected for each question on the form.

0 - Not at all; 1 - A little bit; 2 — Moderately; 3 - Quite a bit; 4 — Extremely]

Click on ‘Close’ or ‘Complete’ to save the data.

9.39 Follow Up data - Day 180

UK1-156: Date of Visit Follow Up (Day 180)

Date of Visit

Q

Was the patient contacted at D180?
() Yes

() Not Done
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Enter Date this visit was performed
Indicate Yes or Not Done whether the patient contacted at Day 180
e If Not Done — Select Reason it was not done.

¢ Note if the patient has died before this date, then please enter the date of death
as the date of visit, this will flag a query, please answer the query explaining that
the patient has died. Then for ‘was the patient contacted’ select ‘not done’ and

‘unable to contact patient’.

Click on ‘Close’ or ‘Complete’ to save the data.

9.40 Follow Up data - 1 year

UK1-156: Follow Up 1 Year

Is the patient alive 1 year after randomisation? OF
() Yes
O No

() Not known

¢ Indicate Yes, No or Unknown whether the patient is alive 90 days after

randomisation.
If Yes, Enter Date this was confirmed.
If No, Enter Date patient died.

9.41 Adverse Event Form

Please note: This form may be hidden/not required depending on your jurisdiction.
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UK1-025: Adverse Event Form

AE Number o
*
Adverse Event Term ]
* *
Onset Date © 7| ongoing o
o | (O Yes
O No
Please complete either Severity or Grade below as applicable for your study
Severity (O *| CTCAE Grade O*
) mid () Grade 1
() Moderate () Grade 2
() Severe () Grade 3
() Grade4
() Grade5
Expectedness O*
() Expected
() Unexpected
() Not Applicable
Relationship to Study IMP or Treatment O *| Action Taken Concerning Study IMP or Treatment O*

Section 7.9 details the location of adverse event and how to Add New.

Answer all questions on the form

e The AE number will be auto populated by the system.

e Enter the description/name of the adverse event in the “Adverse Event
Term” field and complete the rest of the form.

¢ Only one event should be reported per page

o If AE is not ongoing, enter End date and ensure Outcome has been
completed.

e If action taken is “Medication”, ensure that the medication is recorded on the
Concomitant Medication form.

e |If “Does this adverse event meet the criteria for a Serious Adverse Event?”
question is yes, complete a SAE form.

e Use the “Comments” field to record any additional information that has not
previously been recorded on the eCRF regarding this AE.

e The Medical Coding section is not applicable for site staff to complete please
leave blank.

Click on ‘Close’ or ‘Complete’ to save the data.
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9.42 Serious Adverse Event Form

UK1-025: Serious Adverse Event Form
SAE Report
* * *
SAE Number O 7| Related to AE Number £ Type of Report O *| Date of last trial o
P treatment given prior
(_) First 0 SAE
() Interim
— -
() Final ~
Was the trial treatment given at full protocol dose prior to event? O*
() Yes
O No
Why was the event serious? O *| Where did the SAE take place? (D)
. o () Hospital
(_) Resulted in death g o
— . (_) Out-Patient Clinic
() Life-threatening —
—. . ) . L () Home
(_) Required inpatient hospitalisation or g
prolongation of existing hospitalisation ) Nursing Home
() Resulted in persistent or significant (U Hospice
disability/incapacity () Other
() Resulted in congenital anomaly/birth defect
() Other medically important event
*
Briefly describe SAE _ o
=

Section 7.9 details the location of adverse events and how to Add New

Once an SAE has been added you will see a summary of the SAE on this page.

Answer all questions on the form by completing each section.

The SAE reference number will be auto-populated by the system
State whether related to an AE by entering the AE number*
*For UK Sites only — Please enter ‘0’ for AE number

Select Type of Report

Enter Date of last trial treatment given prior to SAE

Enter the Event seriousness
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e If place of SAE occurrence is Other, please specify.

e Enter a narrative description of the event that occurred in the ‘Briefly describe
SAE’ field.

¢ Only one event should be reported per page

e Enter the description/name of the event in the “Serious Adverse Event term”
field and complete the rest of the page.

e Enter Date of Notification

e Enter Date SAE started, If AE is not ongoing, enter ‘End date’ and ensure SAE
status has been completed.

e Enter the severity of SAE — Mild, Moderate or Severe

o |If SAE Status is selected as “Recovered/Resolved”, “Resolved with sequelae”
or “Fatal” enter End date.

e Enter Trial Treatment, if additional trial treatment was given click ‘“+’ details in
the ‘Trial Treatment/IMP (blinded’ section and enter details.

e Enter any Other Treatment if additional treatment was given click ‘“+’ details in
the ‘Other Treatments at Time of Event’ section and enter details.

e Enter any Protocol Required Treatment (NIMPS), if additional treatment was
given click ‘+’ details in the ‘Protocol Required Treatment (NIMPS)’ section and
enter details

e Complete ‘Other Relevant Information’ section.

Click on ‘Close’ or ‘Complete’ to save the data.

9.43 Concomitant Medications

Please note: This form may be hidden/not required depending on your jurisdiction.

Concomitant Medications

Concomitant Medications Search here Q
. CM Drug
Actions Number Name Form Status Last Updated Updated By

No data available in table

Show 10 ~ per page < |I| >

e To add a new medication, click on the ‘New’ button and a new Concomitant
Medication page (see below) will open

e Once a medication has been added you will see a summary of the
concomitant medication on this page
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UK1-156: Concomitant Medications
CM Number O
1
Drug Name o *
Start Date Format (Enter full date if known) o* Ongoing o*
O yyyy-mm-dd O Yes
O yyyy-mm (O No
O yywy
Indication ] *
“
* * * *
Dosage 2 7| units o Frequency © 7| Route of Administration o
none selected - none selected - none selected -

e Enter only one medication per line.

o If start date is unknown; use the “unknown” field to select the part of the date
that is unknown (day or month).

e Enter ‘Stop Date’ or select ‘Ongoing’ if the medication is still being taken by the
subject.

e Record the indication. If indication is an adverse event, ensure that the
description is the same as what is recorded on the AE page

o Enter ‘Dose’ If ‘Other’ provide specification. and select ‘Dose Unit’ from the list.
If unit is not in the list, select ‘Other’ and specify.

e Select frequency from the list. If not on the list, select “Other” and specify
details.

e Select Route from the list. If Route is not on the list, select “Other” and specify
details.

Click on ‘Close’ or ‘Complete’ to save the data

9.44 Protocol Deviations

Protocol Deviations
Protocol Deviations' Search here Q

Protocol
. Date Deviation/Violation o Classification of Protocol Please specify
Actions Deviation or Form Status Last Updated Updated By
Repor... Violatio Dev... outcome/measure
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To add a Protocol Deviation/Violation form, click on the ‘Add New’ button for the
Protocol Deviation page will open

UK1-025: Protocol Deviations

*
Date Deviation/Violation Reported © 7| protocol Deviation or Violation oO*

() Protocol Deviation

Q

() Protacol Violation

How was Deviation / Violation Identified? oF
() Monitoring Visit

() By Coordinating Centre

() BysSite
() Other

Classification of Protocol Deviation/Violation o

() Inclusion/exclusion criteria () Study drug administration () sampling / laboratory measurements

) Consent issue () Study visit windows () NIMP administration

() study drug prescription () Dispensing () Accountability
() Compliance () Missed study visit () Study measurements/assessments
() Device () Equipment () Prohibited medication/substance(s)
() AE/SAE reporting (O Blinding/unblinding () Randomisation
() Implementation of document priorto () License/certification/calibration/servic () Delegation log/authorisation
research approval ing (labs and equipment)
(") Dose interruptions / modifications not () Varlation in clinical management of () Withdrawal issue
specified in the protocol participant

Other

Repeated protocol deviations (of C

() Falsifying research or medical records  (—

e Enter the date the protocol deviation/violation has been reported.

e Select whether this was a protocol deviation or violation:
Deviation: a protocol deviation occurs when a process or criteria has not been
actioned in line with the approved protocol.

Violation: a protocol violation occurs when there is a consistent variation in
practice from the defined protocol. Non-compliance with the inclusion and
exclusion criteria is always classed as a significant protocol violation.

Please refer to the relevant Study Manuals or the study team for guidance.

e Select how the deviation/violation was identified, if none apply, select ‘Other’
and specify in the ‘Please specify’ box

e Select one of the classifications. Only one can be selected.

e Describe in detail the deviation/violation.

e Select how the deviation/violation was identified, if none apply, select ‘Other’
and specify in the ‘Please specify’ box

o Enter the date the deviation/violation occurred.

e Enter any Corrective Action Preventive Action that have been
taken/implemented as a response to this deviation/violation.
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e Select ‘Yes’ or ‘No’ to confirm if deviation/violation was a serious breach
question
e Select ‘Yes’ or ‘Not applicable for Study Manager Review

If multiple deviations are being entered at once, you can add another form
automatically by selecting ‘Add another Protocol Deviations’ above the ‘Close’ form
button.

Click on ‘Close’ or ‘Complete’ to save the data

9.45 Permanent Discontinuation of Study Treatment

Permanent Discontinuation of Study Treatment

Permanent Discontinuation of Study Search here Q
Treatment
Date Study
Actions Treatment Form Status Last Updated Updated By

was stopp...

No data available in table

To add a Permanent Discontinuation of Study Treatment form, click on the ‘Add
New’ button for the Permanent Discontinuation of Study Treatment page will open
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UK1-025: Permanent Discontinuation of Study
Treatment

Date Study Treatment was stopped:

yyyy-mm-dd

Q

Primary reason Study Treatment was stopped (@] e
() Participant's decision

() serious Adverse Event or unacceptable toxicities

() Severe non-compliance to this protocol as judged by the Investigator

() Confirmed disease progression

() Allergic reaction to study medication

() Investigator considers participant's health will be compromised due to adverse events or
concomitant illnesses that develop after entering the study

() Death
() other

e This form should only be completed if it is evident that a participant has
permanently discontinued Study Treatment before the end of the study

Enter date participant permanently discontinued study treatment
Select Reason for discontinuation

e If reason is due to Significant Adverse Event or unacceptable toxicities (not
captured via safety outcomes) please complete a Serious Adverse Event form.

Click on ‘Close’ or ‘Complete’ to save the data.

9.46 Withdrawal Form

Withdrawal

Withdrawal Form Search here Q
Actions  Form Status Last Updated Updated By

Mo data available in table
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To add a Withdrawal form, click on the ‘Add New’ button for the Withdrawal page will
open

Answer all questions

e This form should be also completed for patient who withdraw from the study
prior to end of study, a permanent discontinuation from study treatment form
should also be completed.

e Otherwise, this form should be completed for all patients who complete the
study.

¢ |If the participant died, please select yes, as the participant completed the
study according to the protocol

e First, confirm whether the participant completed the study. If Yes, enter the
‘Date of Completion’ and the ‘Consent’ question

Did the subject complete the study according to the protocol? [®]
(® Yes
O No
*
Date of Completion o
~
Lo
Consent o *

() withdrawal of consent to be contacted for any purposes related to the study
() Consent given to contact via telephone for follow up visits

Consent given to contact via telephone for end of study primary endpoint only
() Lost to follow up

() Other

() Not Applicable
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Did the subject complete the study according to the protocol? [®)]
() Yes
(=) No
*
Date of Withdrawal o
~
Lo
Type of Withdrawal OF

() withdrawal from study treatment only

() withdrawal from some study procedures only

() Withdrawal from all study treatment and study procedures
() Other

Primary reason for Withdrawal oF
() Screening Failure

() Adverse Event

() Subject Withdrew Consent

() Subject no longer meets study Inclusion/Exclusion Criteria

() Lost to follow-Up
() Non-Compliance
Protocol Violation
() Sponsor Decision

() Investigator Decision

() Pregnancy
() Other

Consent

() Withdrawal of consent to be contacted for any purposes related to the study

() Consent given to contact via telephone for follow up visits

e |If "No," please enter the ‘Date and Type of Withdrawal’, along with the Primary
reason for the Withdrawal.

e |If Primary Reason for Withdrawal is selected as ‘Other’, please specify details
in the box provided.

e The Consent question on the form should also be completed to confirm
participant consent.

Click on ‘Close’ or ‘Complete’ to save the data.

9.47 Pregnancy Notification
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Pregnancy Notification

Pregnancy Notification m Search here Q
Date of Has the mother
. ) Pregnancy
Actions Pregnancy given consent out o Form Status Last Updated Updated By
Confirmed f...

No data available in table

e Complete this form to report details of any pregnancy from the time of informed

consent experienced by trial participant where such reporting is required by the
trial protocol.

e To add a Pregnancy Notification form, click on the ‘Add New’ button for the
Pregnancy Notification page will open

UK1-025: Pregnancy Notification

*
Report Date o Initial or final report? (O *| Has the mother given consent for pregnancy (]

i momtoring?
yyyy-mm-dd o= | (O Initial

) Final ® Yes
O No
* *
Date of Last Menstrual Period o Date of Pregnancy Confirmed o
yyyy-mm-dd = | yyyy-mm-dd (s
*
Expected Delivery Date o Onset of Labour (for deliveries after 22 weeks o
gestation)
yyyy-mm-dd =
() Spontaneous
() Induced
- *
Pregnancy Outcome o Date of Outcome o
() Healthy baby yyyy-mm-dd =

() Induced abortion own choice

() Birth defects or requiring admission to
neonatal unit

() Therapeutic abortion requested on medical
reasons

Miscarriage
Stillbirth

00

o
m
=

ElecIEd 10U VIE

Enter Date of report

Indicate whether report is Initial or final report.

Indicate Yes or No whether the mother has given consent for pregnancy
monitoring

Enter the Date of Last Menstrual Period

e Enter the Date pregnancy was confirmed

e Enter the Date of Expected Delivery
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Indicate whether onset of Labour was Spontaneous or Induced
Select the Pregnancy Outcome from the list
Enter Date of Outcome

comments field provided.

Click on ‘Close’ or ‘Complete’ to save the data.

9.48 Death Form

Provide any additional information related to the pregnancy in the

PAB-401: Death Form

Did the patient die while on the study?

() Yes
() No

Di-

Death Form is located after ‘Visits’ tab

Adverse Event

Concomitant Medications

Serious Adverse Event

Protocol Deviations

Pregnancy Notification

Permanent Discontinuation of Study Treatment

Withdrawal

e Complete this form when a participant has died. Answer all questions
e If Participant died during the study enter the Date & Time of death.

Click on ‘Close’ or ‘Complete’ to save the data.

10.CRF Completion Queries
If you have any questions, please contact your trial management team.
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11. Version History

Version Date Author Description
Number
1.0 17-Oct-2025 | Vivienne Okona-Mensah | New document

12. Amendments

Section Amendment
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