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Research Questions

critically 1ll patients with severe organ
dysfunction, what is the effect of:

Glutamine supplementation compared to placebo
on 28-day mortality?

2) Antioxidant supplementation compared to placebo
on 28-day mortality?
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Special Interest

The following article 1s one of two articles offered for continuing education credit in this
issue, Please see page 382 for details.

Canadian Clinical Practice Guidelines for Nutrition Support in
Mechanically Ventilated, Critically Il Adult Patients*

Daren K. Hevland, MD, FRCPC, MSe*; Rupinder Dhaliwal, RD*; John W. Drover, MD, FRCSC, FACS™,
Leah Gramlich, MD, FRCPC:; Peter Dodek, MD, MHSc$:; and the Canadian Critical Care
Climical Practice Guidelines Committee

From the *Department of Medicine and the tDepaviment of Swrgery, Queen's Universify, Kingston, Ontavio; $Department of Medicine, Division of
Gastraenterolagy, University of Alberfa, Edmonton; and §58 Panl's Hospifal, Center for Healfe Evaluation and Oufeome Sciences,
Vancouver, British Columbia, Canada
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Potential Beneficial Effects of Glutamine
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Effect of Glutamine:
A Systematic Review of the Literature
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Effect of Glutamine:
A Systematic Review of the Literature

Infectious Complications

Revieww:
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Outcome:

glutaming Mewy reviewy (VYersion 01)
03 Glhtamine vs Contral
02 Infectious Complicstions

Study Glutamine
ot sub-category it

Control
it

RR (random)
95% Cl

RR (random)
95% Cl

Griffiths
Houdijk EOS3E
Wizchmeyer 71z
Hall 385179
Zhou 2520
Fuentes-Orozco 4,17
Zhou 2004 3715
Dechelotte 2006 35588
Palmese Zr4Z
Estivariz 137320
Fuentes-Crozco 2008 QFZE
Perez-Barcena 11715

2842

Taotal (93% CI

Tatal events: 160 (Glutamine), 209 (Contral)
Test for heterogeneity: Chi =13.14, df =11 (P =0.28), F=16.3%
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Rationale for Antioxidants

Infection
Inflammation
Ischemia

1l

OFR
CONSUMPTION
OFR
ﬁ PRODUCTION

Depletion of
Antioxidant Enzymes
OFR Scavengers
Vitamins/Cofactors

Impaired

: . OXIDATIVE :
OFR production > OFR consumption = - organ function
STRESS = immune function

- mucosal barrier function

\/

Complications and Death




Effect of Combined Antioxidant
Strategies in the Critically Il

Effect on Mortality

Rlervienn: Artioxidants (Wersion 01)
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Pharmaconutrition
A New Emerging Paradigm

Old New
|mmunonutrition Pharmaconutrients

Nutrition Nutrients

Combined nutrients Single nutrients

Heterogeneous Homogenous
populations Patients

Weak methods Rigorous
Small single center Large multicenter

Heyland Int Care Med 2005;31:501




Tnferences

Parenterally Enterally

Glutamine/day | 0.35 gms/kg 30 gms

Antioxidants 500 mcg Vit C 1500 mg

per day Selenium Vit E 500 mg

B carotene 10 mg
Zinc 20 mg
Se 300 ug

e High dose appears safe

» High dose associated with
— no worsening of SOFA Scores
— greater resolution of oxidative stress
— greater preservation of glutathione
— Improved mitochondrial function

Heyland JPEN Mar 2007




REDOXS® Study Design

antioxidants

Factorial 2x2 design glutamine

R

1200 ICU patients R

Evidence of placebo

organ failure o
g antioxidants

placebo R

placebo




Study Groups

Enteral Parenteral
Supplement Supplement

GLN +AOX Glutamine + AOX Dipeptiven +
Selenium

AOX AOX only Placebo +
Selenium

GLN Glutamine only Dipeptiven +
Placebo

Placebo +
Placebo Placebo Placebo

Research Coordinator/Investigator blinded

Pharmacist unblinded




Enferal Nutritio_n
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will be in a normal
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REDOXS® Teamwork

Site Investigator
Regulatory
Inclusion/exclusion criteria
ICU infection adjudication
SAE reporting

Dietitian
Optimizing nutrition
Monitoring Adequacy,




Site Investigator

Delegation of Authority
Patient Eligibility
SAE identification/assessment
ICU Infection adjudication
Investigator Confirmation
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Inclusion Criteria

Inclusion criteria: both criteria 1 and 2 must be met for patient to be eligible

Tools

1) Mechanically ventilated adult patients (>18 years old) admitted to your ICU

2) Must have 2 or more of the following organ failures related to their acute illness*:

. A Pa02/FiO2 ratio of <300

1I. Clinical evidence of hypoperfusion defined as need for vasopressor agents
(norepinephrine, epinephrine, vasopressin, or > 5 pg/kg/min of dopamine or > 50 pg/min
phenylephrine) for > 2 hours.
In patients without known renal disease, renal dysfunction defined as a serum creatinine
>1.93 mg/dl (171 pmol/L) or a urine output of less than 500 ml/last 24 hours (or 80
ml/last 4 hours if a 24 hour period of observation not available). In patients with acute on
chronic renal failure (pre-dialysis), an absolute increase of > 0.9 mg/dl (80 pmol/L) from
baseline or pre-admission creatinine or a urine output of less than 500 ml/last 24 hours
(or 80 ml/last 4 hours) will be required.

IV.  Aplatelet count of <50 mm”3.

Organ failures may have started before ICU admission but have to be present in the ICU

Organ failures may have resolved at the time of screening




Exclusion Criteria Imp Manual p 13-15

Exclusion criteria: patient is ineligible if any one of the following is met

1. >24 hours from admission to ICU to time of consent .

reason).
Patients with severe acquired brain injury

Weight less than 50 kg or greater than 200 kg

Pregnant patients or lactating with the intent to breastfeed
Previous randomization in this study

Enroliment in a related ICU interventional study
Cirrhosis - Child’s class C liver disease

Metastatic cancer or Stage IV Lymphoma with life expectancy <6 months
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Eligibility confirmation by MD
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FAQS

 Patient had 2 organ failures in ICU but only
has 1 now....still eligible?

Patient has a distended abdomen and high
GRVs and may not start on enteral nutrition

right away still eligible?

Patient meets criteria but Is getting better
and Is to be extubated soon. Do | enrol such
a patient?




Delegation of Authority Logs

“The Investigator should maintain a list of appropriately qualified persons
to whom the investigator has delegated significant trial-related duties
(ICH section 4.1.5)”

Delegation of Authority Log

Signature T tial Study Role Key Delegated Tasks
{Qualified Investigator (see next page)

Ql*, Researc ordi




ICU Infection Adjudication

Site Investigator to make determination of
|CU acquired infection based on antibiotic
and microbiology data entered




Microbiology

A Critical Care Nutrition Survey Microbiology - Microsoft Internet Explorer
File Edit View Favorites Took Help
T AT ﬁ J«%

QBack M d @ ;\J‘ / Search ‘;?‘\'E’Favorites {‘4

Address |&] htips:/fceru hpevl. quesnsu,ca/REDOXS MewMizro.dovid=53 j E]Go ‘Uﬁks 1

COI IeCt al I pOSitive Cu Itu reS G‘DHSICGD 4-5} B~ | 97 Bookmarksy &2 blocked | P Chack = 8 Aumlink » (=] AuteFl (s Send tow Qs
within the period 7 days g The REDOKS® Sy
prior to ICU admission. - B Microbiology

Halp

Sample
Record all positive cultures within 7 days prior to ICU admission

Acoession Numnber
Date Culture Sentl jl jl j(;mfsll
Sample Type -

0rganisms

Organism
Adenovis = < Ao
Agrogenes Ainosalicylic acid Sensitive >

Aeruginosa L L "

. Amaicillin/davulinic Intermediate =
Agalactiae (Group B Strep) i j—l
Abicans Amphotericin B Resistant =

Anginasus 5 Armpicilin
Amnpicillinsulbiactam < DELETE

Guantitative Results: I A therapyp\efj

+

Susceptibilities

If culture date> 72 hrs ICU
admission, 2 questions will
be asked to help determine
suspicion of ICU acquired
Infection.

Add Organism

Is this culture a manifestation of a previously diagnosed infection? C Yes & Mo

Is this culture from a routine surveillance? Cves O Ho

Save Micrabiology | Reset Farm I

2]

|7|7|7|7‘E]_  Internet
Ii*Startl @ 0/ * [2]Inbox - Microso... | 2 CRFs

R

Imp Manual: p42 g




Suspicion of ICU Infection

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

e |s this a routine surveillance swab?
NEED TO ASK SITE INVESTIGATOR

 |f NO to both automatically
flagged for adjudication.




—

7= A |g, https: ffceru, hpoyl.queensu,cafREDCES_RCT/loadMicro, doFid=71 V| % | || X |

\--

le Edit Wiew Favaorites  Toaols  Help

atr [g, REDOXS Study Microbinlogy

l_l cocopy & cut [l Paste fjHome - [

{i

The REDOXS® Stud

REducing Deaths due to OXidative Stress

Screening #:3 H =
Enrolment #:4 M |CI’0bIﬂ|ﬂgY
Help
=
Arcession # Date
GMN-07-12265 28/Jun/2007
GN-07-13370 28/Junf/2007
07-195-0571 07/ul/2007
07-196-0941 15/Jul/2007
07-1659-0541 15/ul/2007
07-196-0941 15/Jul/2007
07-1959-2556 i8/ul/z2007
07-199-2708 18/ul/2007
07-1959-2708 i8/ul/z2007
07-199-2708 18/ul/2007

Sample

Record ALL positive cultures from 7 days prior to ICU admission until ICU discharge

Accession Nurnber|tl?-l'36-tl'5|4-l |

Date Culture taken | 15 V| Jul  w | 2007 » ||,2T;r:'35:|

Sample Tvpe| Endotracheal Aspirate V|

Organisms

+

* pzsudomonas sp. / Aeruginosa . Results: Sensitive: Ceftazidime, Ciprofloxacin, Meropenem:.

Pipercillin, Tebramycin

Add COrganism

Is this culture @ manifestation of a previcusly diagnosed infection? O‘r’es @ND

Is this a routine surveillance swab? DYEE @Nn

Imp Manual: p 42
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Antibiotics

o Check » 8 Autalink = =] sutaFil | Send tor

Period of data collection
- The REDOXSO© Study
Starts 7 days prlor to ICU REducing Deaths due to OXidative Stress
S ’i‘i.'ii;'-f!ﬁt“;?ﬁ Antibiotics
admission and may extend

= Antibiotics

beyond ICU discharge.

If abx started > 72 hr ICU
admission, 2 guestions
will be asked to help
determine suspicion of
ICU acquired infection.

Copyright & Critical Care Connedions Inc All rights Reserved,

r r r r E ] Int.emet

o[m ? 1|2 Microsaft OF .. +| ) CRFs
Imp Manual: p 45




Suspicion of ICU Infection

o |s this antibiotic prescribed for prophylaxis?

e |s this a substitute for an antibiotic ordered
for a previous Infection?

NEED TO ASK SITE INVESTIGATOR

e IfNOto ALL automatically
flagged for adjudication.




—

|'-\~— A |g, https: ficeru, hpovl.queensu,cafREDOXS_RCT/loadantibiotic, dotid=123 V| % | || X |

le Edit Wiew Favaorites  Toaols  Help

'-Juﬁ? [g. REC:%S Skudy Antibiatic

l_l cocopy & cut [l Paste fjHome - [

{. The REDOXS® Study

REducing Deaths due to OXidative Stress

Screening #:13 =z H
Enrclment #:11 AntlbIOtlcs
Help
=

Antibiotic Date first dose received Date last dose received
Fipercillin/ Tazobactem 12/Aug/2007 18/Aug/Z2007
Ciprofloxacin 18/&ug/2007 24/ Aug/2007
Cloxacillin 20/Augf 2007 22/Aug/z2007
Vancomycin 20/Aug/ 2007 20/ Aug/2007

Antibiotic

Record all antibiotics started 7 days prior to ICU admission and those during ICU stay.

Antibiutic:l Vancomycin M

DDSEl]_.I:I || g V|

Route ® v O posnG

Frequenc
Date antibiotics DrdErEd| 20w | Aug | 2007 » ||:2T;mhf5:l D Mo Time available
Date first dose rEu:EiVEd|2D Vl}’-‘kug VlEDD‘? v|(2—2mh?5j|

Date last dose received|2l} Vlhug VlEDI}? V|r2-2mhf5:l 12:35

I= thiz antibiotic prescribed for prophylaxis? O ves & no

Is this antibiotic @ substitute for an antibiotic previously ordered for an infection? (O ves & g

suspected line =sepsis? - lines changed that day LIJ

Comments:
and cordis dfc and replaces

Imp Manual p 45
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Infection Adjudication

After ICU outcomes AND all input warnings must be resolved

idy Patient View - Windows Internet Explorer
https://ceru.hpovl, queensu, cafREDOXS patientMain. do?id=64
e  Fawvorites  Tools  Help

EDORS Study Patient Yiew |

ot % -G? >4

ey ~ |k Page ~ () Todls +

TE/ Apr/ 200 o
19/Aprf 2007 @
20/Apr/2007  Add
21/Apr/ 2007

= Microbiology

Accession ¥
123

234

1145

1459

Add Microbiology

= Antibiotics

Antibiotic Date first received
Bacitracin 15/Apr/2007
Cefazolin 15/Apr/2007
Erythromycin 14/Apr/2007
Ampicillin 16/Apr/2007

Add Antibictic

Outcomes and Follow Up
1CYU Qutcome informaticn
ADJUDICATICN Form
Hospital CGutceme information
3 month follow up information
5 month follow up information

Date
i0/Apr/ 2007
14/Apr/ 2007
12/Apr/ 2007
15/Aprf 2007

26/Feb/2007

Edit SF35 Page 1
SF 26 - 2 Month survey Edit SFE8 Page =

Edit SF35 Page 2

Click here to enter SF236 (6 monthl
Inwvestigator's Cenfirmation form

Date last received
20/Apr/2007
16/Apr/2007
18/Apr/2007
22/ Apr/2007

Imp Manual: p 52




Automatic listing of relevant clinical data (microbiology.
antibiotics, daily data) that will enable the Site Investigator to
adjudicate newly acquired ICU infections.

/) REDOXS Study - Microsoft Internet Explorer

In

File  Edit ‘Wiew Favorites Tools  Help | L]

oBack L= |_L| lELI _;\J /.- ) Search ‘:1\? Favorites @1‘ _ = =1 Iii @ fi

Address I@j https:ffceru. hpovl. queensu. caf/REDOYS loadAdjudication. do?id=295 j a Go | Links **

« The REDOXS® Stud
& y

REducing Deaths due to OXidative Stress

& -

-

Infection Adjudication
Patient: 4
Admission Diagnosis: Valvular heart surgeryifCABG
ICU admission date:08/May/2007 16:39

Newly Acquired

Microbiclogy Antibiotic Infection
Worst
Date Temp PF WEC Pressors | Wented | Sample Organism Anbbiotic Dose |Unit Frequency | Route
ratio
o] )
High=11.2
May | 38.5  77.0 YES YES
s Low=6,3
og b=
May | 38,5 77.0 Hl'j';;éiéz YES YES
2007 '
09 o
May | 38.7 | 147.0 |HIIN=16.30 g YES Ceftazidime| 1.0 a q12 hrs I
Low=25,9
2007
10 o
May | 383.2 | izo.g [HIIR=17.5 0 0o YES ceftazidirme 1.0 a gqiz hrs v
Low=14.0
2007
11 o
May | 32.0 | 105.0 HL'gh=_1188'22 (T TES
2007 o '
1z o
May | 32.6  104.0 HL::.gur=_1166'44 MO YES
2007 '
' This iz a
newly acquired
infection
© This is MOT
1z High=19.7 ) a newly
2I'vl13aDl,l? 7.2 | 122.0 Low=13.9 [Je] “YES Other Z0a Pylori acquirad
infection
' This iz a

praviously
adjudicated
infectian

@joone‘ ‘ ‘ ‘ |—|‘—|—|—|—é—|§ Imp Manual p 53




Determination of ICU Infection

Was this culture or the prescription of this
antibiotic for a NEW ICU acquired infection?
(after 72 hours of admission from ICU
admission)?

Choose the approgig NO, because it is NO, because it is
Categorie - related to an NOT an infection

and if. infection previously
Possible** Probable*
NO *NO

diagnosed and

PITYes or adjudicated.
0SSible Yes

*Categories of Infection: Appendix 8.2

**Definition of No: Appendix 8.3

Imp Manual: p 52-55




SAE Reporting: version Sep 15t 2008

Serious and Unexpected events
— regardless of relationships to supplements

Initial report faxed to CERU within 24 hrs

Follow up report within 10 days from
becoming aware of SAE, plus meds and
labs

Record the event, not the outcome (death)

Imp Manual: SAE




SAE Reporting by REDOXS® sites to the Clinical Evaluation Research Unit (CERU)

“Serious if: To be reported, the event needs ** Unexpected if:
Resuwits in death to be both ?og ;xpecred dqe .
Is life threatening . * P o the progression o
Requires or profongs in-patient Serious” and Unexpected the underiying diseass
hospitalization i . or co-marbid illnesses.
Results in persistent or Study Coordinator (SC) or Site
significant disability/incapacity Investigator (Sl) identifies SAE
May reguire medical or surgical
infervention to prevent ane of
the other outcomes to defining
Senous

SC reports SAE to local
Ethics Board as per required
SC faxes the SAE initial report to timelines
the Project Leader within 24
hours of becoming aware of the
event (¥ 613 548 2428) plus

= concomitant medications
(given within the 48 hours
preceding the SAE)

= |lab values
(related to the SAE)

SC faxes the SAE follow-up report to
the Project Leader within 10 days
from becoming aware of the event
(fax # 613 548 2428).

The Project Leader will collaborate
with the Study Coordinator to assess
the need for additional details and
further follow-up reporting.




SAE Reporting by Clinical Evaluation Research Unit (CERU)

e

—

Sites fax initialffollow-up REDOS
SAE report to Project Leader.

Project Leader reviews form for

completeness

7

/f Fill out CIOMSE | Form (initialffollow-up ) per information on-\\
1

N

{

the REDOXS submitted SAE form

-

Assigns SAE identifying number and enter into tracking log

.

Is the SAE possibly or probabily related to the study supplemenis?

¥

Event (SUSAR) — a serious adverse event that
thought to be related to the supplemenis

This is a Suspected, Unexpecied, Serious Adverse

is

!

IS THE EVENT FATAL OR LIFE THREATENING?

]
!

This event must undergo expedited reporting to ALL

regulatory bodies regardless of where it occurs.

Fax initial CIOMIS | form within ¥ days of becoming

aware of this event o

Health Canada

The EU Mational Coordinating Investigator
Other regulatory authorities

Site Investigators (where applicable)

hd

Fax follow-up CIOMIZ | form within 15 days of
bacoming aware of this event to

Health Canada

The ELU Mational Coordinating Investigator
Other regulatory authorities

Site Investigators (where applicable)

|

File REDOXS initialfollow-up and CIOMS | Form
initialffollow-up reports.

k.

and CIOMS | (initialffollow-up
report.

Filz both REDOXS infalfollow-up

L

Fax CIOMIS | form within 15 days of
becoming awara of the SUSAR to
Health Canada

The EU National Coordinating
Investigator

Other regulatory authorities

Site investigators (where applicable)

!

File REDOXS initialffollow-up and CIOMS
I initialffollow-up repors.

h

Regulatory authorities (annually)
All REDOXS® Sites*
Chair, Drata Monitoring Commitiee (DMC)*
Steering Committee (CERU )Y
Fresenius Kabi*
as per established timelines

3
-
-
-
-
-
&

ummary SAE report for periodic distribution to:




‘A REDOXS Study ICU View - Microsoft Internet Explorer

File Edit Wiew Favorites Tools Help

@E-ack - & |ﬂ \El ;j /-.-" Search ‘gl_w'\?:’Fa\rDrites &) 2 5 ﬁ @ 3

Addres

v .GD Links ™ @Corwert = [ Select

SAE forms available online A
q e lIC J‘_*‘ b]:uay

REducing Deaths due dative Stress

Site
) Welcome, RupinNAGali

General
Edit

Screen Mew Patient Protocal Wiolation Far, SAE Form - Initial SAE Formn - FolloWgu

Screened patients

Enrolled patients (You have 60 patients enrolled in this study )

= In progress
To review or edit patient data, click an the row correspanding to the appropriate patient,

Screening # Enralment # Stafus Gender Height

145.0
1635,
152,
122,
177,
170
170,
165,
193,
165,
175,
125,
162,
192,
173,
173,
152,

163 in progress
162 in progress
161 in progress
1&0 in progress
159 in progress
1548 in progress
157 in progress
156 in progress
155 lacked
154 locked
153 in progress
152 in progress
151 in progress
150 in progress
143 in progress
119 in progress
i09 lacked
lacked

MAmZEZEZ==2Z=2Z=21T==Z==2="1=T1
CroDoOoOROoOODOOOOOCoODO

2 & Trusted sites

L
Z e @Y |BEwoooft. | [Eoekedie. |®2wnd.. v 5111 a0t Freooxss. & EEBEC s04Fm
¥




SAE Initial Report

The REDOXS® Study Serious Adverse Events (SAE) - Initial Report

Complete and fax the INITIAL report to CERU at 613 548 2428 attention: Project Leader within 24 hours of becoming aware of the event.
Complete one form for EMVERY adverse event that is Serious and Unexpected. Report only those SAEs that occur form the time of randomization to the end of the
study period (30 days from admission to ICL! or until ICU dfc or death, whatever comes first)

Patient Information

Site number ||:|1 Initials |C-L " Male Height (cm) 178 MName of Site Investigator IDr_ Muscedere SAE# IO]

o ) —_ Record the seausndal SAE# for the padent ie. for
Enrolment # |12 DO 060171928 (= Female  \Weight ||'-"|. Myers 1% SAE for this patient, write 01: For 21 SAE for

Cardiac arrest | et

Diate SAE reported |29-\J ul-2007
Serious Adverse Event Reported (only ane per form)  |Cardiac arrest Q ;
Date became aware of SAE |25.\_| ul-2007

Seriousness [sekctal that agely) OUtCOMmMESs (at the fima of initial report) - select only ane

'(ﬂantdi&d --= pleage document date in Ouitcomes > { Fomplete recoveryireturn fo baseline - Date of recovery

() Life threatening (Plve with sequelas

(_» Reguires or prolongs hospitalization (@ Death - death date 28-Jul-2007
(" Results in persistent or significant disabilty/incapacity {_BAE persisting

( May require medical or surgical intervention to prevent one of other outcomes. {_Unknownilest to follow-up

Site investigator to with Study supplements

n study supolements)

e l.ldenitfy SAE (serious and unexpected) ==

w2 Unexpected nature of the event 3

Start of study suppler SAE to Study Supplements

s e 3. REIATIONSHIP tO SUpplements S Opeesy s

{_Frobably related

Signature of Ste lnwe

Print Form I

Date 29-Jut-2007 Comglete Folow up reean within required imeimnes




SAE Follow up Report

The REDOXS® Study Serious Adverse Events (SAE) - Follow-up Report Na. |1 1

Complete and fax the Follow-up report to CERLU at 613 548 2428 attention: Project Leader within 10 days of becoming aware of SAE. The Project Leader and Study
Coordinator fo assess the need for additional details and further follow-up reporting. To be completed by the Site Investigator for EVERY initial SAE that was reported to CERL.

Patient Site # Enrol. # Initizls SAE# Past medical history, comorbid illnezs and reason for Admitting diagnosis to ICU and chronological events
Identification g1 |12 I_,._L |IIJ1 admission to hospital leading to the SAE
- [
th
Chronological events procesding SAE until time of thiz report DM | |, COPD, Hiatus CABG x 3 ‘JUIyt27 2dOO7' IABFt)’
| Hernia [pressor suppor ) ca_r lIacC arrest,
. resuscitation
OR 27/07/07, enrolled 28/07/07, cardiac |
arrest, pacer wires non functioning, no
cardiac output Confirmation of unexpected nature of SAE (not due fo Relationship of SAE to study supplements vs. progression
progression of underlying discase ;:;Er:lderlynng lin=ss (based on timing of supplements,

Pt was improving overall. Less
inotropic support needed. N reiationzhip >
Onset of asystole/cardiac
arrest was unexpected

Qutcomes (at time of fnal report)

() Complete recoveryireturn fo baseline - Date or recovery |

() Alive with sequelae

Action taken with Study supplements
(a1 Death - death date |23—Ju|—200? Relationship of SAE to study
() SAE persisting supplements ¢ yMaone (including not on study supplements)
(@) Motrelated Possikly reld )
"y Unknownilost to follow-up ( O E ODGEE reduced, inferrupted | |
() Uniikely related” | )} Frobably related or therapy delayed

— Study Supplments stopped

(. 28-Jul-2007 11:00
Action taken permanently due to SAE | |

() Mone () Hospitalization Summary

() Uncertain . IV flusds

)
{#) Procedure or physical therapy () Other, specify
() Elood or blood products

{#) Prescritption drug therapy

Patient suffered terminal cardiac arrest following salvage
cardiac bypass grafting

() Mon-prescription drug therapy

Signature of Site Investigator Date | 31-Jul-2007

Print Form I




Investigator Confirmation

23/ Apr 2008
Zdfaprf 2008 V) ]
25/Aprf2008 V) o
26/ Apr 2008

Microbiology

Accession # Date

M35153 19/ Apr 2008
M3IE19% 19/Apr/ 2008
Mas211 19/ Apr 2008

= Antibiotics

Antibiotic Date first received Date last received

Ceftriaxone 19/Aprf 2002 22/Aprf2008 ]
Yancormyain 19/apr/2002 25fAprf2008 |
Metronidazola 19/Aprf2002

Fuconazole weroos—|NVEStIgator Confirmation
outcomes and Follow Up (on Patient Status Page)

ICU Qutcome information

Hospital Qutcarne information
3 month follow up information
& ronth follow up information

Edit SF2& Page 1
SF 36 - 3 Month survey Edit SF2E Pa

lick, here to enter SF2E (& mon
Investigator's Confirmnation form

wright @ Critical Care Connections Inc All rights Reserved,




Investigator Confirmation

Site Site Name
Enrolment #
Enrollment Date:

<§o The REDOXS® Study

REducing Deaths due to OXidative Stress

Investigator’s Confirmation

The electronic data collection was conducted under my supervision
according to the protocol during the entire study.

The data and statements, including ICU acquired infection adjudication are
complete and accurate to the best of my knowledge.

Full Name of Investigator

Signature of the Investigator 24 hr clock




Update of Study
The REDOXSC

Circular

691
patients to go.

Enrolment as of May 31, 2009

Site

May

Cumulative
Total

Site

Cumulative
Total

Kingston General

5t Joseph's Healthcare
Ottawa General

Ottawa Civic

Vancouver General

Sacre Coeur, Montreal
Royal Alexandria, Edmonton
Maisonneuve—Rosemount
Grey Nun's, Edmonton
Victoria General

London Health Sciences Centre

Health Sciences Centre, Winnipeg

Queen Elizabeth |1, Halifax

*Monireal General

56

30

86

36

18

44

15

12

11

3

Sunnybrook, Toronto
St Paul's, Vancouver
L’ Enfant Jesus, Quebec City
Liege, Belgium
CHUV, Switzerland
Royal Jubilee, Victoria
UZ Brussels

Mount Sinai, Toronto
University of Colorado
Miami Valley, Ohio
University of Louisville

Fletcher Allen, U of Vermont

St Boniface, Winnipeg

*Royal Victoria

2

B




