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Procedures

The purpose of this work instruction is to describe the process for identifying and processing serious adverse events
reported for the REDOXS study.

For the Serious Adverse Event to be reported to the Methods Centre for the REDOXS study, the event must be
Serious and Unexpected.

I. Serious Adverse Event: Any untoward medical occurrence that at any dose:

= Results in death.

= s life-threatening (refers to an event in which the study participant was, in the opinion of the qualified
investigator (QI), at risk of death from the event if medical intervention had not occurred. NOTE: This
does not include an event that hypothetically had it occurred in a more serious form, might have
caused death).

= Requires in patient hospitalization or prolongation of existing hospitalization.

= Results in persistent or significant disability/incapacity (i.e. a substantial disruption in an individual's
ability to conduct normal life functions).

= |s acongenital anomaly or birth defect.

= Other medically important condition (Important medical events that may not result in death, be life-
threatening, or require hospitalization may be considered serious events when, based on medical
judgment, they may jeopardize the patient and may require medical or surgical intervention to prevent
one of the outcomes listed above).

Il. Unexpected Serious Adverse Event:
= For the purposes of the REDOXS© Study, given the population of critically ill patients with organ
dysfunction, an unexpected SAE is defined as an event that is serious, i.e. fits the above definition,
and is NOT expected due to the progression of the underlying disease or co-morbid
illnesses.

All SAEs must be reported to study stakeholders.
. Initial reporting
(1) The Serious Adverse Event must be reported by the site to the Methods Centre within 24 hrs of

becoming aware of the event or sooner regardless of the relationship of the study supplements
to the event. (Appendix 1 and Serious Adverse Events Manual).
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(2) The site completes the initial Serious Adverse Events Report (Appendix 2). The report form is
available on the REDOXS website under the Welcome, Home Page (Site Status Page) or can be
downloaded off www.criticalcarenutrition webpage (Click REDOXS® Study, Resources, Study
Procedures Manual.

(3) The site must include:
i.  Patient’s baseline condition on admission to ICU, including organ failures and corresponding
treatments;
ii. — All concomitant medications given within the 48 hours preceding the onset of the event;
i. — Any laboratory results and investigations related to the SAE.

(4) Upon receipt of the SAE information, the Project Leader reviews the information on the SAE report
for completeness and medical coherency. The Project Leader communicates with the research site
to resolve any outstanding SAE report information and to discuss any ambiguities in the information
provided.

(5) The Project Leader records the reported SAE on the SAE Tracker and assigns an SAE
identification number (Appendix 3). The number is assigned according to the following sequence:
year SAE occurred, two digit site number, three digit enrolment number, and the three digit
sequential number of the SAE for that site.

(6) Once all preliminary information from the site is compiled, the Project Leader completes the initial
CIOMS form (Appendix 4).

(7) The Project Leader provides the initial CIOMS form and all relevant documentation associated with
the SAE to the Principal Investigator. The Principal Investigator reviews all the information and
provides a preliminary Sponsor assessment of causality, i.e. whether the Pl agrees or disagrees
with the Site Investigator causality assessment. Due to insufficient information, the Principal
Investigator may not be able to complete the sponsor assessment of causality until the follow-up
report phase.

(8) All SAEs are reported to the various study stakeholders; however the expeditious reporting of SAEs
depends on the relationship of the event to the study supplements (Appendix 6).

(9) If the SAE is determined not to be related to the study supplements then the Project Leader files
the initial CIOMS report and supporting documentation in the Serious Adverse Events Binder. The
reporting of this type of SAE to study stakeholders occurs at the SAE Summary Report stage (Page
3).

(20) If the SAE is determined to be related to the study supplements this is considered to be a SUSAR
(suspected, unexpected serious adverse event). SUSARs must be reported to the study
stakeholders listed in Table 1. The required documentation and method of communication are also
outlined in Table 1.

Version: 5-Dec-2008 Page 2 of 15
Replaces version: 31-Oct-08



N Pl
¢. Clinical Evaluation <{° TheREDOXS Study

Research Unit
Table 1: Study stakeholders for SUSAR reporting

Agenc Documents Method of
gency required document delivery
= Fax coversheet
Pharmaceutical Drugs = ADR Expedited Reporting
Health Canada Summary Form (Appendix 6) 613 941 2121 (fax)
= CIOMS Form
Dr. Gunnar Elke L
for BPharm CIOMS report elke@anaesthesie.uni-kiel.de
Dr. Thomas Zieglar
Emory University Hospital, forthe | =  CIOMS report tzieg01@emory.edu
FDA)
Dr. Roga Abelg = CIOMS report Rosa.Abele@fresenius-kabi.com
Fresenius Kabi
All sites = CIOMS report Email distribution list

(12) The initial reporting timelines for SUSARSs are as follows:

o Ifthe SUSAR is fatal or life threatening, the Project Leader will report the event to the
specified study stakeholders and regulatory bodies within 7 days of the site becoming aware of
the SAE.

o [fthe SUSAR is not fatal or life threatening, the Project Leader will report the event to the
specified study stakeholders and regulatory bodies within 15 days of the site becoming aware
of the event.

(12) To facilitate the reporting of SUSARSs, the Project Leader can use the SUSAR Checklist form
(Appendix 7)

(13) The Project Leader files the initial CIOMS, supporting documentation and correspondence in the
corresponding SAE file.

l. Follow-up reporting

(1) The site provides a completed follow-up form (Appendix 8) within 10 days of becoming aware of the
SAE regardless of the relationship of the event to the study supplements. The site must provide
additional available information if available, i.e. laboratory results.

(2) Once all follow-up information is compiled, the Project Leader completes a follow-up CIOMS form
(Appendix 4).

(3) If required, the Project Leader provides all follow-up documentation associated with the SAE to the
Principal Investigator. The Principal Investigator re-assesses agreement with assessment of
causality.

(4) If the SAE was determined not to be related to the study supplements then the Project Leader files
the follow-up CIOMS report and supporting documentation in the Serious Adverse Event binder.
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The reporting of this type of SAE to study stakeholders occurs at the SAE Summary Report stage
(Page 3

(5) The follow-up reporting timelines for SUSARs are as follows:

= |fthe SUSAR is fatal or life threatening, the Project Leader provides a follow-up event report to
the specified study stakeholders within 15 days of the site becoming aware of the SAE. The
Project Leader collaborates with the Study Coordinator to assess the need for additional details
and further follow-up reporting to study stakeholders and regulatory bodies.

= |fthe SUSAR is not fatal or life threatening, the Project Leader collaborates with the Study
Coordinator to assess the need for additional details and for further follow-up reporting to study
stakeholders.

(6) The Project Leader files the follow-up CIOMS, supporting documentation and correspondence in
corresponding SAE file.

lIl. SAE Summary Reporting

(1) Periodically, usually following a DMC meeting, the Project Leader will compile a SAE Summary
Report for all study stakeholders that contains the following:
= SAE Report Form (Appendix 9)
= SAE Tracker (Appendix 3)
» Individual SAEs reported in the CIOMS form format

(2) The SAE Summary Report will be sent to the stakeholders listed in Table 2.
(3) The participating sites will be asked to submit the reported SAEs for all site to their REB, and to fax
a copy of their REB submission or acknowledgement to the Project Leader as proof of submission.

The confirmation documentation will be filed under the Miscellaneous section of the site binders.

Table 2: Study stakeholders for SAE summary reporting

Agency Timeframe Method of communication
; Periodically G
All sites (usually following DMC mtg) Email distribution list
Data Monitoring Committee (Eﬁgﬁgf::by) Email distribution list
Dr. Rosa Abele Periodically

Fresenius Kabi

(usually following DMC mtg)

Rosa.Abele@fresenius-kabi.com

Dr. Gunnar Elke Periodically L
for BPharm (usually following DMC mtg) elke@anaesthesie.uni-kiel.de
Office of Clinical Trials, Therapeutic
Products Directorate
1600 Scott Street
Hoda Eid, Ph.D. Annually Holland Cross, Tower B, 5th Floor
Manager, Adverse Drug Reaction Division Ottawa, Ontario
K1A 0K9
AL 3105A
613 941 1622 (T)
Dr. Thomas Ziegler Annually tzieg0l@emory.edu

Emory University Hospital, for the FDA)
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Referenced documents:

(1) SOP 302: Serious Adverse Event Recognition and Reporting
(2) Serious Adverse Events Manual (Study Procedures Manual)
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Appendix 1

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

*Serious if:

To be reported, the event needs

. Re;u.'ts in dea_n'l to be both

* [siifethreatening Serious™ and Unexpected™™

=  Requires or prolongs in-patient —
hospitalization i .

. Reasults in perslisfeﬂj or S'lud'jr' Cﬂordlnatﬂr [SC} or SItE
significant disabiiity/incapacity Investigator (S1) identifies SAE

« May require medical or surgical
intervention to prevent one of
the other outcomes to defining

Ferous

** Unexpected if:
not expected due
fo the progression of
fhe underlying disease
or co-morbid llinesses.

SC faxes the SAE initial report to
the Project Leader within 24
hours of becoming aware of the

SC reports SAE to local
Ethics Board as per required
timelines

event (# 613 548 2428) plus

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

= |ab 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.

Version: 5-Dec-2008
Replaces version: 31-Oct-08

Page 6 of 15




Appendix 2

The REDOXS® Study

Patient Infermatien

Site numiber | Iﬂitaal ™ Mala

Enrclment 2 I ooB |

Height {cm) | Name of Site Investigator |
{~ Female  Weight (ka) I Person Reporting SAZ I

Serious Adverse Events (SAE) - Initial Report

Complete and fax the INITIAL report to CERL at 613 548 2425 atiention: Project Leader withn 24 hours of becoming aware of the avent.
Complete one form for EVERY adverse event that iz Serous 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 ICU or untll ICU discharge or death, whatever comes first)

SP.E#l

Record fre sequenfi=l BAE & for the pafientie. for
1%} ZUE for friz patisnt, write 01 For 209 20 for

Sarious Adversz Event Reported [orly one per form)

Serioushess (sl b eph)
(i Patient dizd —> please gocument datz in Cutcomes
() Life threatening
() Requires or prolongs hosgitaization
D Results in persistent or significant disabiityincapacity

() May reeuire medical or surgical intervention fo prevent one of ather aulcomes

Dt [daime=miyyyy) Time{ khmm)

Omset of SAZ

CU admission

Staet of shudly susplements

Stop of study supglements

Sigraturs of Site Irvesligator I

{ri= pabisnt, write 02
Jabe b2came aware :dSu’cEl

Jate SAE reparted

Quitecames (=Hine fme of inifsl repar) - selact only one

i Fomilete recoveryiretum ta kaszline - Date of recovery

{Rlive with sequelas

{ Death - death date |
{:[‘:AE persisiing

" nkrowmilost to follow-ue

Action takemn [zl hat spzh)
MNoneg

Unczrtamn

Frozedwre or ghysical therapy
Blood or klood prosgucts
Frescrgtion drug therapy
MNon-erescrption druy theraey
Hospitalization

IV fluieds

COO0OO0O00000

Ofher

Aetion taken with Study supplements
|zelect only one)

{_INone (mcleding not on study supglements)

Diose reduced, mbermupizd ]7 ]_
Da-:l‘erapy delayed
Study Supglments siopped
o cernansrily due fo SAE
Relatieonship of SAE te Study Supplements
{ Nt related {_Fossiely relatzd
{_ ) Unlikely relatzd {_Frokably relatzd

Complete Follow up repart within reguired bmefine: eersion: 26 Mow 2008
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Appendix 3

Serious Adverse Event (SAE) Tracking

[PaSent ID (inifiabsirand ¥)
[Event Name

|5 Detalls Pnvestigator &
[Haspaad)
[Counfry

LHECIH Mumbes
[vearsitelenrolsequence
[OMC Reponting Pesiod
|SERIOUSHESS (1-5)
JOUTCOME (1-5)

|Coded Category

THOM TAKEM:
F(mr {1-5) 119 Specity
TION

TE {ekdimmmiyy vy

Eﬂdﬂmmm

ICoded Sub Category

1

IDMIC Revien |4

AT EHIF: To Study
i (1-
THOM TAKEN: With
s detied to Regulstony

=
:
=

dy Mutrients (13)

Ppunﬂ Rewiew | 4)

Legend for SAE Tracker

DMC Reporting Period

B - Pigt (4 Dec 20ps) — UM PV wme s
1= 5 May 2007 - 13 Nov 2007

2= 14 Wav 2007 - 19 May 2005

3 = 20 Way 2004 - 17 Mov 2008

Seriousness

1 = Patient died

2 = Life Threatening

3 = Reguires Hospizallzation

4 = Resulls In persisenElgnncant gsanlity

£ Way requirs medical surgical Intzrention to prevent one of the
guicomes gefining serous

Outcome

1 = Complsta recovenyRetum o bassing
1 = Az wih sequelas

3= Ceatn

4 = Uniknownios: o Follow-up

L = SAE perslsting

Version: 5-Dec-2008
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Action taken

1 = None

2 = Uncertain

3 = Procedure or physlcal therapy
4 = Slaod or blood products

5 = Prescription Drug therapy

& = Maon-Prescription Crug therspy
7 = Hospltalzation

8 = I Flulds

3 = Oiher (spedly above)

Relationship
1 = Mot Related
2 = Posslbly Related
3 = Probably Relaled
4 = Unillkely Related

Action taken with nutrients

Stuzy Mulrients

1 = Mone (Including nod on study nutrients}

2 = Dose reduced, Intemupted or therapy celayed

3 = Study nutrients stopped permanenty dus to SAE
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Appendix 4

Reported on behalf of the Principal Invesfigator by:
Clinical Evaluation Research Unit

SUSPECT ADVERSE REACTION REPORT (CIOMS) Kingston General Hospital

76 Stuart Street. Angada 4, Kingston, ON K7L 2V&

- HENRNNEEEEE
L EVENT DESCRIFTION
[PATENTDIITALS | [COUNIEY TDATE OF BIRIH TAGE | 3 GEX 4-6 reaction cnset S-[ICHECHAIL
" - YRS : ok : APPROPRIATE TO
day month | vear day month Vear SVENT:
DESCRIBE EVENT: 0] psrmrome
e e e . . . L L [ pavorven ok
Study Title: The REDOXS® Study: A randomized tial of Glutamine and antioxidant supplementation in PR CMEED INPATIENT
crifically ill patients. HOSPITALLSATION
. L i . [ 2WOLVED FERSISTENCE
Patient <randomization number= izimifals=, alan <age>-year-old <race> <sex> admifted fo the ICU on CF SIGMIEICANT
<date> with history of <conditfon(s)}>. Patient prasented with <diagnosis/s ymptoms>. T

The relevant past medical hisfory includes: <meag fistons=.  Past surgeries include: <surg fistony=. L] e THREATRDNG

Allergies include: <istlnens. [ METICALLY SERTFICANT

The patient was enrolled in the REDOXS® Study and began to receive blinded study treatment both
enterally and parsnterally (Antioxidant; Glutamine; Antioxidant and Glutamine; or Flacebo) on <dare> at
<fime= hours. The study supplements were continued until <dage> at <time> hours for a total of <mumber
Of hours/minuess.

The SAE was identified as <event=. The onset of the event was <daie> @ <time>. <lascribe the avant
and fie chronofogical events preceding tfis avent-. This SAE was unexpacted and was not related to the
progression of the underlying disease

Investigations included <gests, investigaionss

Treatment included: <ifenentions:, <medications (o freat SAE >, «dischange medcations>

Concurrent medications include (l.e. medications patisnt received in the 458 hrs before onset of SAE):
<Vasopressor Drug Infisions, [V Drug infuseions, Daily Medications, PRN Medicalions=.

The study medication <action faken with sidy duge for <#> days during hospitalization.  The event
<resoiution, provige dare-. The patient <patient stalus in riat the study. The Primary Investigator
determined that the Event was <nof refaed, uniikaly related, possibly related or probably relaed to the
study medication and due to <avant causaitys.

13 RELEVANT TESTSTLABORATORY DATA

Lakoratory investigations revealed <imvesiigations»

1L DRUG INFORMATION
14 IDENTIFIED DRUGS) 20. DID EVENT ABATE
AFTER. STOPRMNG DRUG?

Blinded: Antioxidant; Glutamine; Antioxidant and Glulamine; or Placebo
Oves Owo [Owa

15. DAILY DOSE 16 ROUTE OF ADMINISTRATION a1 Ez?a EF;;A_"__F
Ji i f iy PrEAR AFIER
Enteral 480 n'.dag,'l I\ Infusion andlor feeding tubs REINTRODUCTIONT
Farenteral 240 mifday
17. INDICATICHN(S) FOR USE Oves Owo Owa
Crgan failures
18. THERAPY DATES (Fromy Ta) 18 THERAPY DURATION
<<starnt date - stop daws- <<fumber of days recefved
SLppiements:
m CONCOMITANT DRUGS AND HISTORY

22 CONCOMITANT DEUGS AND DATES OF ADMINISTRATION {euclude thosa used to Teat the adverse svent)

<L Name: <Dosgs <R <Onset Datesto <End Dates <ingication:
Wes
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a3, UTHER KELEYANT HESTURY

<Past Medical History & Known Alargies>

IV. MANUFACTUREE.

2du HAME & ADRRESS OF MANUFACTURER Conmamy Faroarks

Fersenius Kabi Deutschland GmbH C

Eabi Strategic Business Centar << Comments for Health Canads>>

Medical Scientific Affairs — Mutrition

Therapy D — §1344 Bad Homburg

Sy Mo TtE EEDCHG 24b MPE CONTROL RO
. <<SAE case #>>

2o DATE RECEIVED BY 244 RESORT SOURCE
MANUFACTURER D FTULY D..'.I:ICAI..J:I.
D HEALTH FROFERSICHAL

DATE OF THIS KEPCRT 2 REPORT TYPE
O mimal O reliowup O sl

SAE reporied by “name ]
Site Investigator causality assessment: “names “ugex
Sponsor assessment of causalty Agree O Dizagree O

lcneck ong)

[ The data reviewsd 0025 ot rEpresent a new satly rsk Mat warants a changs o
the studly protocol or consant som.

[ Tne cala reviewed does represent a new safesy risk that wamants a change o the
stindy protocol ar consent famm.

Addifiona Sponsar Comments
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Appendix 5

SAE Reporting by Clinical Evaluation Research Unit (CERU)

e -
Sites fax intialfollow-up REDOXS
SAE report to Project Leader.

Prioject Leader reviews form for
completeness

- ——

- ¢

" Fifl out CIOMS | Farm | nitialfollow-up) per information c"%\\,
the REDCXS submitted SAE form ,-/I

:

Aszsigns SAE identfying number and enter into tracking log

}

YES | Is the SAE possioly or probably related 1o the study supplements? o
¥
This is @ Suspected. Unexpected. Serious Adverse ¥
Event (SUSAR) — a serious adverss eventthat is File both REDOXS initialifollow-u
thought 1o be related to the supplements and CIOMS | -'in.-.ia "':-.Iln:--:-v-up P
l report.
15 THE EVENT FATAL OR LIFE THREATENING?

:

YES
l Fax CIOMIS | form within 15 days of
This event must undergo expedited reporting to ALL becoming aware of the SUSAR to
regulatory bodies regardless of where it oocurs. = Health Canada
Faw initial CIOMIS | form within T days of becoming + The EU National Coordinating
aware of this event to Inwestigator
= Health Canada = Other regulatory authorities
+ The EU National Coordinating Investigator = Site investigators (where applicable)
«  Other regulatory authorities
«  Site Inwestigators (where appicable) Jr
Fie REDOXS mitialfollow-up and CIOMS
| initialfollow-up reports.

becoming aware of this event to
Health Canada
» The EU Mational Coordinating Investigator
= Cither regulatory authonties
= Site Investigators (whers applicable)

Fax follow-up CIOMIS | form within 13 days of l

L4

Surmmary SAE report for periodic distribution to:
= Regulatory authorities (annualy)

= All REDOXSS Sites®

l = Chair. Data Monitoring Committee (DMC)

File REDOXS initial fofow-up and CIOMS | Form » Steering Committee (CERU)®

initialfollow-up reports. # = Fresenius ¥abi®
as per estabished fimelines
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Appendix 6

I*l Healh Santc

Caneda  Cenade

Adverse Drug Reactions (ADRs) for Clinical Trials
Expedited Reporting Summary Form

Drug Code, Cemeric, or Brand Name:

Sponzor of Climical Trial:

(LR File Number:

Eeport Submicted By:

Comrace Name and Telephone Number:

Protocel Tide | Protzcol Number (3f applicable):

Sponzeor's Idendficaten Number for the case:

Date of ADE Omnzet:

|:| Famal or Life-Thresrening ]:l All orher serions and
Umezpected ADE unezpected ADEs

I: there an ozpoizg climical crial for this drug iz Cazsda?
Ve Nz

[ L]

FOR DETAILFD INFOEMATION ON ADVERSE DREUG EEACTIONS
SUBJECT TO EXPEDITED REPORTING REFER TO PART C DIVISION 5
OF THE FOOD AND DREUG REGULATIONS AND EZA "CLINICAL
SAFETY DATA MANAGEMENT: DEFINITIONS AND STANDARDS FOR
EXPEDITED EEPORTING' HC / ICH GUIDELINES, 1995

Reported ADE occured inc

I:‘ Phaze I IIT stndy

D Phase IV srudy
D Spemcaneons ADE

ADER Counery of Origin

I:‘ Cazada
|:| Oleer

Is thaz a followep o a previous report?
Yes Nz

[ L]

If ves, dare of previous report (5):

Has the drog been or is it correntiy Di:
markered iz Camsda? I yes, provids DIN.

Has the drog ever beea released under che Ye: Mo
Special Access Programme’ Emerpency

Drug Releaze?

Is there 5 climical trial application for thiz Yeu Mo

drog umder review in Canada? D I:‘

I: there a mew drug submizsion for this Yeu Mo
drog uzder review in Canada? I:‘ I:‘

ADR Eeport: must be provided by the following deadlines:

Fatal and Life Threatening Unexpected ADR:
1. Initial Fepert within 7 calendar days

2. Comprehensive Eeport within an additionzl B calendar days

All Other Serious and Unexpected ADRs
1. Comprehensive Feport within 15 calendar days

For Pharmaceutical Drugs: Please fax to: (613) 941-2111:

For Biologics and Radiopharmaceuticals: Please fax to: (613) 957-0364

Adverse Drug Feaction (ADE) Expeadited Feporing Smmmary Foru (31-03)

Version: 5-Dec-2008
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Appendix 7

SUSAR REPORTING CHECKLIST

SAE Number
INITIAL REPORTING
Initial SAE form received from site:
SUSAR? ™ Mo I Yes If SUSAR is fatal/life threatening, intial report to regulatory bodies within 7 days; otherwise reportin 15 days.

If SUSAR, send INITIAL CIOMS to Regulatory Bodies before:

Sentto: Date sent

Health Canada ]
Gunnar Elke for BPharm []
Tom Zieglerfor FDA [
Rosa Abele for FK ]

Other ]

FOLLOW-UP REPORTING

Follow-up site SAE report rec'd

If SUSAR, send F/U CIOMS to Requlatory Bodies before:

Sentto: Date sent Date sent Date sent Date sent

Health Canada ]

Gunnar Elke for BPharm []

Tom Zieglerfor FDA [

Rosa Abele for FK ]

Other ]

Follow-up completed amd reportclosed 7 [TJNe  []¥es  Date closed
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Appendix 8

The REDOXS5" Study

, Sie#
Patient

Serious Adverse Events (SAE) - Follow-up Report

Complets and fax the Follow-up report to CERL at 6§13 548 2428 afiention: Project Leader withn 10 days of becoming aware of SAE.
Coondnaior o assess the need for additional detals and further follow-up reporting. To ke completed by the Site Investigator for EVER'Y indlial SAE that was reporied to CERU.

Y

The Project Leader and Study

Enrol. # nitials SAE # Past medical history, comorkid illness ard reason for

Identification |

admission to hosgital

Admitting diagnosis fo 1ICU and chronclogical events
leading to the SAE

Chranological evenis procesding SAE unlil ime of this repost

(] Alive with sequelae

(] SAE persisting
() Unknownlos o follow-up

|:| Dizath - death date

Confemation of unexpectzd nature of SAE (not due o
progression of underying diseass

Relatonship of SAE o stwdy supelemsants vs. progression
of urdedying llress (hased on tming of supelements
SAE)

Quteames (3l time of fnal reeor)

i) Complete recoveryreturn o baseline - Date or recovery

Relatienship of SAE te study

supplements '
(] Motrelated "] Possibly related
(] Unikelyrelated (7] Probakbly relatzd ]

Action taken with Study supplements

Mone [including mot on study sugplements)

Doz reduced, intermaptzd
or therapy delayed

Study Supplments stopped

Action taken G eemmarsnily due o SAE | |
] Mone i) Hospitalization Summary
] Uncertan 1 IV flads
i) Procedure o physical theragy () Other, specify
i) Biood or blood products
i) Prescrifption dnug theragy
i) Mon-prescription drug therapy
Signature of Site Investigator Diate
WVersion: 26how 20608
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Appendix 9

<Date>

@ TheREDOXS"Study

EEHucing Deathe die to OXidative § ez

Serious Adverse Event Report
The REDOXS® Study (REducing Deaths due to OXidative Stress)

Duration of study

Number of patients enrolled to date

Number of Serious and Unexpected Adverse
Events

Number of Serious and Unexpected Adverse
Events related to the study nutrients
Number of Serious and Unexpected Adverse

Events that needed expedited reporting to
Health Canada

<Comments:>

ce. Data Monitoring Committee
Steering Committee
Participating sites
Fresenius-Kabi

Kingston General Hospital, Angada 4, 76 Stuart Street, Kingston, Ontario, K7L 2V7
Phone 613 549 6666 Ext. 3830 Fax 613 548 1351

Version: 5-Dec-2008 Page 15 of 15
Replaces version: 31-Oct-08



