Study Supplement Compliance

THE DURATION OF THE STUDY SUPPLEMENTS SHOULD NOT EXCEED A TOTAL OF 28 DAYS.

Study supplements will be discontinued in the event that the patient is discharged from ICU or dies before 28
days (exception: patients with ICU stay < 5 days and transferred to ward, duration of study supplements should
be 5 days in total = 120 hours).

The volumes of supplements actually received are to be collected DAILY (not retrospectively) to ensure that the
patient receives the adequate volumes of study supplements. It is encouraged that you use a daily
checklist/worksheet to record the volumes received.

The prescribed volume of Enteral Study Supplement is 480mlis/day (20 mL/hr X 24 hrs) for all

patients. The prescribed infusion rate for Parenteral Study Supplement is 240mlis/day (10

mL/hr X 24 hrs) in most cases. In rare cases, if the patient is extremely tall, the parenteral

study supplements may need to run at a faster rate. Refer to the label on the parenteral bag for

the infusion rate.

» Record the volume of Enteral/Parenteral Study supplement actually received daily in mls
from the nursing flowsheet.

= |f the volumes received are lower than that prescribed, you will be prompted if a protocol
violation or protocol deviation has occurred. Follow the prompts on the screen to proceed.

Protocol Violation for Enteral Supplements
= A protocol violation is defined as receiving < 80% of the prescribed volume in one day.
= For example, the prescribed volume is 20mls/hr x 24hrs= 480mls per day. If the volume actually received is < 80% of 480mls
(384mls per day), this is a protocol violation.

Protocol Violation for Parenteral Supplements
= Aprotocol violation is defined as receiving < 90% of the prescribed volume in one day.
= For example, the prescribed volume is 10mls/hr x 24hrs= 240mls per day. If the volume actually received is < 90% of 240mls
(216mls per day), this is a protocol violation.

All protocol violations need to be reported to the Project Leader within 24 hours of becoming aware of the
violation. Refer to form that can be downloaded from the Welcome Home Page.

=  Please refer to the Protocol Violation/Deviation section of your study binder for detailed information and instruction
regarding reporting and completing the appropriate forms.

= Every attempt should be made to make up for the deficit in the prescribed volume of study supplements. Refer to
Administration of Study Supplements section for instructions on how to do this.
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Protocol Deviation for Enteral Supplements
= A protocol deviation occurs when the volume received = 80% but <100% of the prescribed volume.
= For example, the prescribed volume is 20mls/hr x 24hrs= 480mls per day. If the volume actually received is = 80% of 480mls
(384mls per day) but is < 480 mls, this is a protocol deviation.

Protocol Deviation for Parenteral Supplements
= A protocol deviation occurs when the volume received = 90% but <100% of the prescribed volume.
= For example, the prescribed volume is 10mis/hr x 24hrs= 240mis per day. If the volume actually received is = 90% of 240mls
(216mls per day) but is < 240 mls, this is a protocol deviation.

Provide a detailed explanation in the comments box every time a Protocol Deviation occurs.

= |If the volumes received are higher than that prescribed (> 500 mls for the enteral
supplements and > 300 mls of the parenteral supplements), this will be flagged and you will
be asked to write an explanation in the text box provided.

» Record if the parenteral supplement was given via central line (C) or peripheral line (P).

o Ifthe IV access changes from peripheral to central within the same day, choose the
access used for the majority of the day and provide an explanation in the Comments
box at the bottom of the page.

= If given peripherally, record if any signs of phlebitis/extravasations by indicating with a “Yes”
or “No” and provide an explanation in the Comments box at the bottom of the page. See
below for definition of Phlebitis:
» “Inflammation of a vein, which tends to lead to the formation of a thrombus.
The symptoms are: pain, swelling, and redness along the course of the vein,
which is felt later as a hard, tender cord.”

» Click on ‘save’ to save the form and return to the patient status page, or click on ‘New Day’
to save the form and continue entering study supplement compliance data for this patient for
the next consecutive day.

= A summary of study supplement compliance for each day will be displayed at the top of the
webpage.
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Daily Nutrition Data

This page is for recording Enteral or Parenteral formulas and is separate from the Study
Supplement Forms.

Enteral Nutrition

September 21%, 2007

For each study day, indicate “Yes” or “No” to indicate if patient received enteral nutrition.
If patient is on both enteral and parenteral nutrition on the same day, click the ‘yes’
response in both places “Enteral nutrition” and “Parenteral nutrition”.
For the total energy intake received from the enteral nutrition or parenteral nutrition:
contact the ICU dietitian to obtain this information. The total calories will need to be
calculated by the dietitian daily as follows:

0 Include calories from protein

0 Include calories from other supplements.

0 Include calories from propofol if continuous infusion = 6 hrs. Do NOT include

intermittent doses of propofol.

o0 Do NOT include calories from IV solutions.

0 Do NOT include calories from the study supplements.
For the total protein intake received from the enteral formula or parenteral nutrition:
contact the ICU dietitian to obtain this information. The total protein will need to be
calculated by the dietitian daily as follows:

0 Include protein from supplements.

o0 Do NOT include the grams of protein from the study supplements.
If patient is on a combination of Enteral Nutrition and Parenteral Nutrition, please
calculate the calories received from each separately.
The SC will record the information obtained from the dietitian on to the web.
Using taxonomy provided on the web, please record enteral formula(s) received (hold
the control key to select more than one formula). See appendix 5 for list of formulas.

0 You may select up to 3 formulas per day. In the event that the patient receives

more than 3 formulas, select the 3 that provided the largest volumes.

If on enteral nutrition, indicate Yes or No if enteral nutrition was ever interrupted due to
feeding intolerance. Feeding intolerance is defined as the presence of any one of the
following:

0 High gastric residual volumes

o Emesis

0 Aspiration of enteral nutrition
If enteral nutrition is interrupted due to high urea or fluids concerns, indicate Yes or No in
the appropriate boxes provided.

o If Yes (Y), please provide a comment in the comment box.
An interruption in enteral feeding is defined as a reduction in the rate of delivering the
feed or stopping the feed.
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Patients that are enrolled in this study should NOT be on enteral formulas, parenteral solutions or supplements
that have elevated levels of glutamine, antioxidants or selenium, vitamin A,C,E, beta-carotene, zinc, arginine or
omega 3 fatty acids. A patient enrolled in the study should NOT be placed on the following:

= Vivonex Plus/T.E.N

= Oxepa

=  Optimental

» Impact/Impact 1.5
= Perative

= Peptamen AF

=  Probiotics

= Glutamine supplements

The following are exceptions and are allowed:

0 Thiamine, folic acid

o0 Standard multivitamin/mineral preparations (maximum of 5 mg zinc)

o Standard amounts of vitamins and minerals already present in enteral or parenteral solutions

(maximum of 5 mg zinc and 60 pgms selenium)

o Vitamin K
In patients on long term parenteral nutrition, supplementation may be necessary and can be started after notifying the
Project Leader.

If the patient has been on any of these formulas/supplements prior to enrolment in the study (either at home or in a
hospital), these should be discontinued once the patient is enrolled.

Parenteral Nutrition
= For each study day, indicate “Yes” or “No” to indicate if patient received parenteral
nutrition.
= |f on parenteral nutrition, indicate with a “Yes” or “No” if patient received lipids. If yes,
use the taxonomy provided to select the type of lipid (see below). You will have to
obtain this information from the dietitian/pharmacist.

Type of lipids
. Soybean oil based (LCTs)
. MCT/LCT physical mixture
. MCT/LCT structured form
. Olive Oil based
. Fish Oil based (10-20% of total lipid emulsion)
. Mixture of soy oil, MCTs, and fish oil
. Mixture of soy oil, MCTs, olive oil, and fish oil (SMOF)
. Other, specify

O~NO OIS WNPEF

= |f parenteral nutrition is interrupted due to high urea or fluids concerns, indicate “Yes” or
“No” in the appropriate boxes provided.
o If“Yes”, please provide a comment in the comment box.
= Click on ‘save’ to save the form and return to the patient status page, or click on ‘New
Day’ to save the form and continue entering daily nutrition data for this patient for the
next consecutive day.
= A summary of nutrition for each day will be displayed at the top of the webpage.
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If the patient has renal failure, has an elevated urea of concern and is not going to be dialyzed, refer to
Appendix B in the Administration of Study Supplements section.
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Vasopressors/Inotropes

You will be asked “Did patient receive any pressors/inotropes today?”
= If No’, no further questions need to be answered, either click ‘Save’ to save the form and
be directed to the patient status page or “New day” to complete the vasopressor form for
the same patient for the next consecutive day.
» If ‘Yes’ Record the highest hourly dose infused of the following pressors / inotropes only:
o Dopamine, Norepinephrine, Epinephrine, Dobutamine, Phenylephrine,
Vasopressin, Milrinone.
o For Dopamine, Dobutamine and Milrinone record in mcg/kg/min
o0 For Norepinephrine, Epinephrine, Phenylephrine select the appropriate units
from the drop-down box (i.e. mcg/Kg/min or mcg/mins)
o0 Forvasopressin, record in units/mins.
o Do not record single injections (eg. one-time doses ephedrine etc.)
o Do NOT leave blanks, enter zero, if not received.
» Click on ‘save’ to save the form and return to the patient status page, or click on ‘New
Day’ to save the form and continue entering daily data for this patient for the next
consecutive day.
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Concomitant Medications

You will be asked “Did patient receive any of these concomitant medications today?”
= If ‘No’, no further questions need to be answered, either click ‘Save’ to save the form and
be directed to the patient status page or “New day” to complete the vasopressor form for
the same patient for the next consecutive day.
= |f ‘Yes', record whether the following medications were given by indicating “Yes” or “No”.
0 Hydrocortisone
0 Activated Protein C
0 Motility agents- choose one of these:
e Motilium, Erythromycin, Metoclopromide (Maxeran) or None.
= Forinsulin, record the daily cumulative units given every day. If no insulin is given on a
particular day, record this as a zero.
» Click on ‘save’ to save the form and return to the patient status page, or click on ‘New

Day’ to save the form and continue entering daily data for this patient for the next
consecutive day.
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Microbiology

The period of data collection for this page starts 7 days prior to ICU admission until ICU discharge.

This form only pertains to the following:

= All positive cultures from 7 days prior to ICU admission until ICU discharge.

o Do notrecord cultures if they are reported as “No Growth” or
“Common/Mixed Flora”.

o Do notrecord cultures that are considered to be a contaminant.

On the Patient Status Page click on ‘+' next to Microbiology. A grey ‘Add
Microbiology’ Tab will appear, click here to be directed to the Microbiology page.
You will be asked “Did the patient have any positive cultures from 7 days prior to ICU
admission until ICU discharge?”

o If“No”, click on ‘Save microbiology’ and you will be directed back to the Patient
Status Page. You will note the phrase “no positive cultures” under Microbiology.

o If*Yes”, provide the Accession Number also known as the laboratory requisition
number.

0 Record date and time of culture.

o0 For sample type, select a type from the drop down menu. If sample type is
“other” (not listed in taxonomy), select ‘other’ and write sample type in the box
provided.

o For Organism, click on ‘+' next to Organism select the category, species and
subspecies from the organism taxonomy provided in the drop-down boxes (see
appendix 6).

= Organism Taxonomy (appendix 6) is organized into 4 categories, which
are bacteria, fungilyeast, virus, and mycobacteria. Species in each
category are listed alphabetically.

» |f the sub-species for the corresponding species are not listed, record the
number of the appropriate “other” in the Organism column. You must
write the “other” sub-species in the text box provided.

= Example #1

o If species is Enterobacter, and sub-species is Enterobacter
Cloacae, choose this from sub-species box (24a)
o If sub-species is Enterobacter Aerogenes, choose “Other Specify”
(24b) and write “Aerogenes” in the box.
= Example #2
o If species is Enterococcus, need to specify if Vancomycin
Resistant Fecalis (25a) or Vancomycin Resistant Foecium (25b),
Vancomycin Sensitive Fecalis (25c¢), Vancomycin Sensitive
Foecium (25d) or Other (and specify in text box).
= Example #3
o For Staph Aureus, need to specify if Methicillin Resistant Staph
Aureus (52a), Methicillin Sensitive Staph Aureus (52b), Coagulase
negative (epidermatitis) (52c) or Other (and specify in box) (52d)
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» Record Quantitative results using the same units as reported on the microbiology reports
i.e. CFU, CFU/ml or CFUI/L if available.

» Record all susceptibilities for each individual organism by selecting the appropriate
antibiotic from the taxonomy. The selected antibiotic will be highlighted in blue. Click on
the Sensitive, Intermediate, or Resistant tab and the susceptibilities will be listed
automatically in the box on the right hand side of the screen. Repeat for each antibiotic.

= [f an error is made, highlight the susceptibility and click on the delete tab.

» |f no susceptibilities reported, click on button to the right of the Susceptibilities box.

*= To add another organism, click on ‘+' next to Add Organism and the taxonomies will
appear.

For BAL or bronchial washings with no quantitative results, choose sample type OTHER and write in
comments “bronchial washings, no quantitative growth”

If toxin for C. difficile present, consider this as a positive culture and choose C. difficile from the
taxonomy.

To determine if there was a suspicion of ICU acquired infection, if there are positive cultures after 72
hours from ICU admission (ICU admission to date of culture taken), you will be prompted to answer
Yes or No to the following questions:

= s this culture a manifestation of a previously diagnosed infection?

» s this a routine surveillance swab?

It is important to collaborate with your Site Investigator when responding to these guestions.

Examples of routine surveillance cultures: nasal swabs for MRSA, rectal swabs for VRE.

= Click on ‘Save microbiology’ to save the form and return to the patient status page, or
click on ‘New microbiology’ to save the form and continue entering cultures for this
patient.
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Webshot of Microbiology Page
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Antibiotics

The period of data collection for this page starts 7 days prior to ICU admission and may extend beyond ICU
discharge.

This page only pertains to the following:
= All antibiotics started within the period of 7days prior to admission even if stopped prior
to ICU admission.
= All antibiotics started prior to ICU admission AND continued in the ICU.
= All antibiotics started in the ICU and continued beyond ICU discharge.

o Do NOT record any antibiotics started after ICU discharge.
o Do NOT record any antibiotics that were ordered but never received.

= Onthe Patient Status Page click on ‘+’ next to Antibiotics. A grey ‘Add Antibiotic’ Tab
will appear, click here to be directed to the Antibiotic Form.
» You will first be asked ‘Did the patient receive antibiotics 7 days prior to ICU admission
until ICU discharge? °.
o If‘No’ click ‘save’ and you will be directed back to the Patient Status Page.
o If‘Yes’ you will be prompted to record all antibiotics. Select the generic name of
the antibiotic from the drop down box (see appendix 7 for taxonomy).
0 Note: Antibiotics are listed alphabetically.
0 Record the dose, the route (IV or PO/NG) and the frequency of all antibiotics
(OD, BID, TID,QID or g_hrs).
= For antibiotics received pre/post dialysis, record these as OD.
0 Record the date and time the antibiotic was ordered. In the event that the time is
not available, record the date and click ‘no time available’
0 Record the date and time the antibiotics were first received.
0 Record start date and time the antibiotics were actually stopped even if this
occurs beyond ICU discharge.
o Do not record any changes in dose/route/frequency as a separate entry.
o If antibiotics are held for > 48 hours and then restarted, then enter as a separate
entry, except if drug levels are high.

To determine if there was a suspicion of ICU acquired infection, if antibiotics were started after 72 hours from
ICU admission, (ICU admission to date of antibiotics received), you will be prompted to answer Yes or No the
following guestions:

= |s this antibiotic prescribed for prophylaxis?

= |s this antibiotic a substitute for an antibiotic previously ordered for an infection?

It is important to collaborate with your Site Investigator when responding to these questions.

Examples of Prophylaxis antibiotics: patient undergoing lung resection received Ancef pre and post-op.
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» Click on ‘save antibiotic’ to save the form and return to the patient status page, or click
on ‘New antibiotic’ to save the form and continue entering antibiotics for this patient.

Webshot of the Antibiotics Page
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