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Introduction

The Implementation Manual functions as a resource for successful completion of electronic
case report forms (eCRFs) for the REducing Deaths due to OXidative Stress Study (The
REDOXS® Study)

The manual is formatted to provide written instruction for each electronic CRF. A webshot of
the actual web page will follow written instructions.

ECRFs are the primary mode of data capture used in the REDOXS® Study. The Study
Coordinator (SC) is expected to enter data online as soon as it becomes available. Paper CRFs
and worksheet templates are available as tools to assist in capturing the required data elements
prior to online data entry.

Please keep ALL worksheets/documents that you use as these will be referred to at the time of source
verification.

The following CRFs are the only forms that are not to be entered electronically. These must be
completed on paper and faxed to the Clinical Evaluation Research Unit (CERU) within the
specified timelines:
e Protocol Violation (within 24 hours of becoming aware of the violation for select sites*)
e Serious Adverse Events (within 48 hours of becoming aware of the event)

Taxonomies and other supporting material are found as appendices to the manual.
In the event that additional clarification is required; please contact the Project Leader (PL)

* The Project Leader will provide additional details at the time of training.
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Study Contacts

= Principal Investigator

Dr Daren Heyland

Kingston General Hospital
Angada 4, 76 Stuart Street
Kingston ON K7L 2V7

Tel: 613-549-6666 ext. 3339
Fax: 613-548-2428

Email: dkh2@queensu.ca

= Project Leader

Rupinder Dhaliwal, RD
Kingston General Hospital
Angada 4, 76 Stuart Street
Kingston ON K7L 2V7

Phone 613-549-6666 ext 3830
Cell Phone: 613-484-3830
Fax: 613-548-2428

Email dhaliwar@kgh.kari.net
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Acronyms

CERU
CRF
DOB
eCRF
ICU
MODS
PL

SC
SAE
Sl
SIRS

Clinical Evaluation Research Unit
Case Report Form

Date of Birth

Electronic Case Report Form
Intensive Care Unit

Multi-Organ Dysfunction Syndrome
Project Leader

Study Coordinator

Serious Adverse Event

Site Investigator

Systemic Inflammatory Response Syndrome
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General Guidelines

Accessing the Website

= The Clinical Evaluation Research Unit (CERU) will provide a username and password only
to authorized personnel who are participating in the REDOXS® Study.

= All authorized personnel accessing the web site must sign an electronic data capture
signature sheet provided by CERU. This sheet will be provided at the study start-up session.

= The Study Coordinator (SC) and Study Pharmacist will be responsible for notifying the
CERU Project Leader (PL) with any changes in study personnel accessing the web.

* The Web Based Data Capturing System for the REDOXS® Study can be accessed by
following the REDOXS login link on the www.criticalcarenutrition.com website, or directly at
https://ceru.hpcvl.queensu.ca/REDOXS _RCT

= All authorized study personnel must log onto the web site using their own username and
password prior to data entry.

= Your user profile and password can be changed at any time by clicking the appropriate links
on the REDOXS® home page.

Completions of Electronic Case Report Forms

= All screening, randomization, and data collection activities will be completed on the web.
Only patients meeting inclusion criteria should be entered on the web.

= The site number will be programmed for each site by CERU.

= Dates are entered using DD/MMM/YYYY format i.e. 24/Jul/2004. Single “click” on day and
choose appropriate day from the drop down box. Repeat again for month and year. By using
the drop down boxes provided you are assured proper date format is obtained.

= Enter all times using the 24-hour period format i.e. 22:37. There is no need to enter a colon
as the web application will format the time for you.

0 Midnight (24:00 hours) should be entered as 00:00

= To access eCRFs single click the appropriate link using the left side of your mouse.

= To expand a menu or taxonomy click on ‘+’ next to the title of the menu/taxonomy. To
collapse the menu or taxonomy click on ‘-

= To enter data directly into each field single click on the left side of the mouse pointer and
type information or select from the available taxonomy.

* If no data has been entered and saved on a eCRF it will be marked with a red @ on the
Patient Status Page.

= |f there is still outstanding data on an eCRF it will be marked with an amber & on the Patient
Status Page.

= |f all data fields have been completed on an eCRF it will be marked with a green & on the
Patient Status Page.

=  The RESET form button will take you back to the last saved version.

The web based data entry system has been programmed with various range checks to simplify the query
process. In the event that the values that you have entered are beyond web ranges, you will receive an input
warning. Please follow the instructions on the screen to either “view/edit” the data or to “accept” it.

If you accept data that is beyond the web ranges, you will be prompted to add a comment in the text box on the
screen.

September 21%, 2007 6



https://ceru.hpcvl.queensu.ca/REDOXS/loadSSD.do?id=12
http://www.criticalcarenutrition.com/

Edit data entered on the web

To edit previously saved information, access the appropriate eCRF, change the appropriate
field(s) and save the form. To ensure Good Clinical Practice is maintained, all changes will be
tracked and logged by the computer program. You cannot delete patients. Please contact the
PL if you have any queries regarding editing or deleting data.

Duration of Data Collection
= Alldataincluding daily data, daily nutrition data, vasopressors and concomitant
medication needs to be collected from Study day 1 and each day following until day 30
unless ICU discharge (actual) or death occurs before day 30
0 EXCEPTIONS
= Study Supplement Compliance: collect data for duration of the study
supplements (which is a maximum of 28 days from randomization).
= Microbiology: start 7 days before ICU admission until day 30, unless ICU
discharge (actual) or death occurs before day 30.
= Antibiotics: start 7 days before ICU admission and stop dates may extend
beyond ICU discharge.
= Patients with ICU stay < 5 days and transferred to ward: collect all daily data
from Study Day 1 and continue for 5 days in total = 120 hrs.

Study Day 1 is from ICU admission to the end of your 24 hr flowsheet.

Study Day 2 and subsequent days are the 24 hr period according to your flowsheet.

If a patient is re-admitted to your ICU within 48 hrs of discharge, consider this to be a
continuation of the previous stay. Restart the study supplements and continue to collect data
and consider the reason for re-admission to ICU as a Serious Adverse Event. If a patient is re-
admitted to your ICU after 48 hours of discharge, this is not considered to be a continuation of
previous stay and patient cannot be randomized to the study again.

Time frames for completion of data entry
= The screening and randomization must be entered on the web immediately to ensure that
the study supplements are started as soon as possible after ICU admission.
= The remaining web pages can be completed retrospectively but it is encouraged that a daily
paper worksheet be kept to make the data collection easier.
= Deadline for completion of data entry:
0 Within 2 months from ICU admission except for 3, 6 month follow up and SF-36.

The web based data entry system has been programmed with various checks to simplify the query process.
When proceeding with the data entry, please follow the order in which the forms appear.
This will reduce the input warnings that you will encounter.

Locking Data and Finalizing Patients

The web based data entry system has been programmed with a data locking process to help
determine when the first stage of data entry has been completed. Similarly a process has been
built into the last data entry that will finalize the patient. Refer to the section on Data Locking
and Investigator Confirmation and Finalizing Patient for more details.
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REDOXS® Study Website

The REDOXS® website will be the gateway for accessing the web application’s login page.
Users (SC or Pharmacist) will go to the website for the REDOXS® study
www.criticalcarenutrition.com or directly to https://ceru.hpcvl.queensu.cay/REDOXS RCT
» The SC will then choose the site Login option from the drop down box on the left column
of the web page to access the login page.

Regular updates and useful information regarding the REDOXS® study will also be posted on
this website so please check it regularly.

/4 Critical Care Nutrition - Microsoft Internet Explorer -8 x]

File Edit View Favorites Tools  Help | v

N

nfe

What we offer?
We are dedicated to tbg improvement in nutrition therapies
REDOXS Study Register/Login i ss the world.

_‘ International Survey 2007: Registration and Data Entry Still

Open! Update on ¢

You are invited to illurninate gaps in your current practice by participating in an

[&] httpjjcen. cissec, comjredoxs; jsessionid=0741EDI01 941 C23F79F 3E 20264079644 [T B[ [ mtemet
1 r s
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Web Login Page

= You will be provided with a username and password once your regulatory paperwork
has been completed.

= Enter username and password

= Click the “Login” button to access the web. If the login information is correct, the user will
be brought to the Welcome Home Page.

» |f you forget your password, click on ‘Forgot your password?’ tab. Enter your e-mail
address and complete the human user verification. You will be sent an e-mail with your
username and a temporary password. Please change this password when you next
login to the web system.

Login - Internet Explorer provided by Sympatico

https:/fcens.hpoyl. gueensu, cafREDOKS_RCT v‘ gj 4| X

) Favorites  Tools  Help

(& Wicrosoft Qutlook Web Access ].REDOXS Study Login x] l 4 B G- B - &= - [Ehrage-

{ « The REDOXS® Study

REducing Deaths due to OXidative Stress
— Login page

Mzintenance: Please note that the Electronic datz capture will be closed between 08:00 2nd 0%:00 Ezstern
Standard time every Fridsy for regular maintenance

Login Existing User
If you are an existing user, please enter your username and password below:

User Name

Password Forgot your password?

Getting an error message, 'Invalid Session/ Session expired'? Make sure that your browser is properly
configurad to sccept quasnsu.ca cookies. Click hars for details

Co cal Care Connections Inc. All rights Reserved.
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Welcome Home Page

Choose from one of the following options:

Screen new patients (click here to screen a new patient). Only enter patients that
meet ALL of the inclusion criteria.

Screened Patients (DO NOT use this option to screen new patients). Click on the '+
button to the left of ‘Screened patients’ to view all patients previously screened and
entered. To review or edit patient information, click on the row corresponding to the
appropriate patient.

Enrolled Patients (In progress). Click on the ‘+" button to the left of ‘In progress’ to
view patients for whom you are still collecting data. To enter, review or edit patient
information, click on the row corresponding to the appropriate patient.

Enrolled Patients (Finalized): Click on the ‘+’ button to the left of ‘Finalized patients’ to
view patients for whom all data (daily and outcomes) have been completed. To enter,
review or edit patient information, click on the row corresponding to the appropriate
patient.

Home. To return to the web home page, click on ‘Home’ on the left hand side menu.

Contact Us. On the left hand side of the menu click on ‘contact us’ to view the contact
details of the Project Leader and Technical Support

Edit User Profile. To change your personal or hospital specific information click on ‘edit
user profile’ on the left hand side menu

Change password. To change password, click on ‘change password’ on the left hand
side menu. You will be asked to enter your old password, select and confirm a new
password.

Log Out. To log out of the web system and return to the login page click on “Log out’ on
the left hand side menu

SAE (Serious Adverse Events) and Protocol Violation Forms can be downloaded
from this page and must be filled in and faxed to the PL within the specified timelines.

This page can also be accessed via the ‘Site Status’ link on the various Patient pages.
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Welcome Home Page

{= REDDXS Study ICU View - Internet Explorer provided by Sympatico |
@.\—/ - |’ https:ffceru.hpevl. queensu.ca/REDOXS ficuMain, da?id=3 V| Qﬂ 49| [ % | | £~

File Edit ‘iew Favorites Tools Help

T S H = - ns »
w @ [gglvlgmicmsoft Outlook Web Access I’REDOXS Study ICU View l \ Hil g B @ - B = v |ich Page - {0 Tools -
(. The REDOXS® Study
REducing Deaths due to OXidative Stress
P P name:Kingston
Welcome, Rupinder Admin o]
Edit
Screen New Patient | Protocol Viclation Form SAE Form

Screened patients

Enrolled patients (You have 6 patients enrolled in this study )

= In progress

To review or edit patient data, click on the row corresponding to the appropriate patient.

Screening ¥ | Enrolment # | Status | Age ‘ Gender | Height
B 3 in progress 44 176.0
5 s in progress 50 M 160.0
4 4 in progress 65 M 160.0
3 3 locked 87 M 185.0
2 2 in progress 56 = 157.0
1 1 in progress 71 F 159.0

= Finalized patients

To review patient data, click on the row corresponding to the appropriate patient.

Screening # | Enrolment # Age Gender Height
None

yright
= —
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Patient Status Page

= After clicking on a screened or enrolled patient on the Welcome Home Page you will be
directed to the Patient Status page.

= From this page you can view, enter data, or edit information for all REDOXS® study
related eCRFs.

» |f you ‘save’ any eCRF, you will be directed back to this page.

» Traffic light symbols next to each eCRF link indicate the status of each from (pending)
o If no data has been entered and saved on an eCRF it will be marked with a red &.
o If there is still outstanding data on an eCRF it will be marked with an amber & .
o If all data fields have been completed on an eCRF it will be marked with a green =

d—‘/ - |. https: ficeru. hpovl. queensu, ca/REDORS ! patientMain.do?id=51 V| EJ (| % | |

Edit View Favorites Tools Help

e [DD léMmrnsoFt Outlook Web Access [’ REDOXS Study Patient Yisw 3¢ l I B ¥ BER-B ish - |5k Page - () Tools -

{C The REDOXS® Study

REducing Deaths due to OXidative Stress

Patient Status Page Site name;First

# Input Warnings
Screening #:15 Enrolment #:11 Age:is Sex:M Height:150.0
Screening/ Baseline forms
Screening (1 of 2) & Screening (2 of 21 & Pre-Randomization @
Randomization & Patient Baseline & APACHE 11 Worksheet @
Study Supplement Timelines @  Baseline Nutrition @
= Daily data
Day Daily Study Supplement Daily Mutrition Concomitant
# | EE data Compliance Data EETETESE Medications
1 28/Nov/2007 4 Add <2 Add Add
2 29/Nov/2007 ] L]
2 30/Nov/2007 Add ]
4 01/Dec/2007 Add
= Microbiology
Accession # Date Status
456 )
sad 24/Feb/2006 "
= Antibiotics
Antibiotic Date first received Date last received Status
Cefoperazone )
Cefotetan ¥

e I e
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Screening

Screen patients admitted to your ICU daily to see if they meet the inclusion criteria or exclusion
criteria as listed below.

The screening data must be entered onto the web in a timely manner in order to randomize the
patient and start study supplements soon after ICU admission.

= Enter only patients who meet ALL the inclusion criteria.

= The site number will automatically be entered.

= The patient’s screening number will automatically be entered.
= Enter date and time of screening.

= Provide patients age (round off to the nearest age).

Inclusion Criteria

= Patient must be mechanically ventilated, = 18 years old and admitted to ICU AND

= Must have 2 or more organ failures related to their acute illness. If you have any questions
about whether the organ failure is related to the patient’s acute illness or not, please discuss
this with your Site Investigator (SI).

0 As a general guideline, if an organ failure has occurred > 72 hours prior to
admission to ICU, this is considered not to be acute. This patient may not be
appropriate for inclusion and this should be discussed this with your Sl.

o0 Organ Failures may have started before ICU admission but have to be present
in ICU. For eg. An organ failure that was present in the emergency room that has
resolved by the time ICU admission occurs, does not meet the inclusion criteria.

o Organ failures may have resolved at time of screening or randomization.

= Record ALL organ failures.
=  Provide the date DD/MMM/YYYY and time using a 24-hour clock for each individual organ
failure i.e. for respiratory failure, hypoperfusion, renal dysfunction and low platelet count.

o Date and time of onset of respiratory failure is when the PaO,/FiO, < 300
Note: Use the time the ABG was drawn. PaO,/FiO, ratio must be calculated on a
patient who is receiving mechanical ventilation i.e. intubation with mechanical
ventilation or tracheostomy with mechanical ventilation.

o Date and time of onset of hypoperfusion is the start of vasopressor / inotrope
agents i.e. norepinephrine, epinephrine, vasopressin, > 5 ug/kg/minute of
dopamine, or > 50 ug/kg/min phenylephrine for > 2 hours.

o Date and time of onset of renal dysfunction is:

e Serum creatinine* > 171 umol/L or

e Urine output* < 500mls/last 24 hours (or 80 ml/last 4 hrs if a 24 hr period
of observation is not available).
0 In patients with acute on chronic renal failure (predialysis):
e an absolute increase of > 80 umol/L from baseline or
preadmission creatinine* or
e urine output* of <500 ml/last 24 hours (or 80 ml/last 4 hrs) will be
required.
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If elevated serum creatinine used, enter date and time of laboratory report. If using decreased urine output over 24
hours or over 4 hours, enter date and time of the start (not end) of the time window. If patient qualifies for both elevated
serum creatinine or decrease urine output, enter serum creatinine date and time of laboratory report.

For chronic renal failure, baseline or preadmission creatinine is defined as the normal or pre hospitalization creatinine
for this patient. It is not the creatinine at Study Day 1 or admission to ICU value. Please check hospital records for this
information.

If a patient has chronic renal failure requiring dialysis you cannot use renal failure as inclusion criteria. The patient
should have 2 other organ failures to meet the inclusion criteria.

o Date and time of onset of low platelet count is when the platelet count < 50 mm?®
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Inclusion Criteria
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