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Definition of a Serious Adverse Event

A Serious Adverse Event (experience) or reaction is any untoward medical
occurrence that at any dose ®:
e Results in death
Is life threatening
Requires or prolongs in-patient hospitalization
Results in persistent or significant disability/incapacity
May require medical or surgical intervention to prevent one of the other
outcomes to defining serious

(1) Guidance for Industry, Clinical Safety Data Management Definitions and Standards for Expedited Reporting ICH Topic
E2A Health Canada 1995.

Unexpected SAEs

An unexpected SAE is one, the nature or severity of which is not consistent with
information in the Investigators’ Brochure AND fits the above definition. All unexpected
and serious adverse events MUST be reported to Clinical Evaluation Research
Unit (CERU) within 48 hrs of becoming aware of the event, regardless of the
relationship of the study supplements to the event.

Expected SAEs

An expected adverse event/SAE is one that is consistent with information in the
Investigators’ Brochure. There are no known expected serious adverse events with the
use of Dipeptiven® or Intestamin® or Micro-Se® (same components as in the
REDOXS® study) mentioned in the Investigators’ Brochure. Expected SAEs, including
deaths, which are serious adverse events but are expected due to the progression of the
underlying disease or co-morbid illnesses are NOT to be reported to CERU.

What should be reported to the Clinical Evaluation Research Unit (CERU)?

All serious (according to definition above) and unexpected adverse events MUST
be reported to CERU, regardless of whether they are felt to be related to the study
supplements (in the opinion of the PI) or not.

Examples of serious and unexpected SAEs:
A 30 yr. patient admitted with a drug overdose develops a ST segment elevation and a
myocardial infarction. This is unexpected and should be reported to CERU within 48
hrs of becoming aware of this event.

VS.
A 65 yr old patient with a history of coronary artery disease that presents with septic
shock develops positive troponin levels and ECG changes. This is expected and does
not need to be reported to CERU.

What about unexpected death?
All serious events that result in unexpected death MUST be reported to CERU within 48
hrs of becoming aware of the event. For example: a patient with sepsis
is improving and getting better but then dies unexpectedly the next morning. This is a
serious adverse event (results in death) and was unexpected and is to be reported
immediately.
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Examples of serious and expected SAEs:
For example, a mechanically ventilated patient develops pneumonia. This is a serious
adverse event but since pneumonia is expected, this does not need to be reported.

NOTE: As a guideline, events that are captured in the Case Report Forms (CRFs) such as phlebitis,
ICU acquired infections, dialysis, organ failures, etc are considered to be expected events and
hence do not need to be captured as SAEs.

What about expected death?

For example, a patient with fulminant sepsis is not improving, now has multi-organ
system failure. Family has agreed to withdraw treatment and patient dies. This is a
serious adverse event but death was expected due to the progression of the underlying
disease (sepsis). Do not need to report to CERU.

As with any study there may be other risks or side effects that we do not know about
with administration of these study supplements. The PI must adhere closely to the ICH-
GCP Guidelines, however when in doubt he/she can contact the Project Leader for the
study.
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Reporting Time Frames for SAEs

Time Frames for sites to CERU

This reporting is done in 2 phases:

The Serious Adverse Events Initial Report must be completed and faxed to CERU
within 48 hrs of becoming aware of each event. This form must be completed by the
Pl or Study Coordinator in consultation with the PI.

The second part of the report (Final Report) must be completed by the Pl and faxed to
CERU at whatever time occurs first:
e end of study period =day 30 (from admission to ICU)
e time of ICU d/c
e time of ICU death
e within 10 days from becoming aware of the event if the event is fatal or
life-threatening (so that Project Leader can report to Health Canada)

Time Frames for CERU to Health Canada
The Project Leader will report all serious and unexpected adverse events that are
considered to be related to the study supplements to Health Canada within the time
frames specified ©:
o fatal or life-threatening SAEs:
o0 immediately where possible and in any event within 7 days of
becoming aware of the event
0 complete report no later than 15 days from becoming aware of the
event
o non fatal/life threatening SAEs:
o no later than 15 days from becoming aware of the event

All SAE Reports (serious and unexpected) will be forwarded to the Study Chair, the

Chair of the Data Monitoring Committee (DMC), all sites and Fresenius Kabi monthly.

Refer to SAE Reporting Algorithm on next page
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*Serious if:

e  Results in death

. Is life threatening

. Requires or prolongs in-
patient hospitalization

. Results in persistent or
significant
disability/incapacity

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

SAE Reporting Algorithm

To be reported, the event
needs to be both
Serious* and Unexpected**

Study Coordinator (SC) or
Principal Investigator (PI)
identifies SAF

Health Canada

Expedited Review
Only if SAE is
possibly or probably
related to study
supplements.

If fatal/life threatening
(notification within 7 days
followed by complete report
within 15 days from becoming
aware of SAE).

If non fatal/ life threatening
(notification within 15 days of
becoming aware of SAE)

SC faxes SAE initial report to Clinical

Evaluation Research Unit (CERU)
(within 48 hrs of becoming aware of SAE)

SC faxes SAE final report to CERU

(at day 30, ICU d/c, death or 10 days from becoming

aware of SAE , whatever occurs first)

All sites
for
periodic review

4

Local REB
(within specified REB
timeframes)
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j CERU

Project Leader

1|

CERU Project Leader

per site/group/system

** Unexpected if:
not expected due
to the progression of
the underlying disease
or co-morbid illnesses.

Local REB
(within specified
REB time frames)

Chair
Data Monitoring
Committee (DMC)
for
periodic review

Steering
Committee
CERU
for
periodic review

Fresenius Kabi
for
periodic review




SAE Report (Initial Report page 1 of 2)

All Serious Adverse Events that are unexpected must be reported to CERU within 48
hrs of becoming aware of the event by filling out the Serious Adverse Events Report
(Initial Page 1 of 2) (see next page ).

This form must be completed by the Pl or Study Coordinator in consultation with
the Pl and requires the signature of the PI.

Only include those SAEs that occur during the study period. This includes the timeframe
from the time of randomization to the end of the study period (actual ICU discharge,
death or Study Day 30).

All known data elements on the form must be completed within 48 hrs of discovery of the
event. It may be that certain aspects of the form may change (for example, the resolution
date may not be known at the time of reporting) and this should be made clear in the
narrative form that will follow at a later date.

For Serious Adverse Event Reported:
Do NOT record death (outcome) as a SAE but the underlying cause of death.

Do not record respiratory failure as a SAE but what was felt to cause the respiratory failure i.e.
sepsis.

Once SAE form completed fax to CERU at 1-613-548-2428
Attention: Project Leader REDOXS®

Refer to SAE Report (page 1 of 2) on next page.
This report can be downloaded off the REDOXS website under the Welcome, Home
Page (Site Status Page).
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The REDOXS" Study

Serious Adverse Events (SAE) Report

Page 1of2

Initial REPO]'T Complete and fax to CERL ar 613-548-2428 mtention: Project Leader REDNOIS within 48 hrs of becoming aware of event.

Complete one form for EVERY adwerse event that i3 Serfens and Unexpected. Faport only those SAEs that ecour from the time of randomization to the end of the study

period (30 days fom admission to ICT er unsl ICT d'c or death, whatever eccurs first).
Patient Identification Name of Site Investzator SAEZ Dhate SAE reported
Site #
E:!.IIFIU_UEJI: & ,H:..'nnd. the sequenial SAE 8 for this patieat EH e ¥
[nirinls For ]‘JS.“'.irn’llul'pa'hnll. wride 11
Doz T Ferson reporting SAE For 2 AL fur thin patlond, vevite 0 Date became aware of SAE
O Male [ Female ’ ——
dd mmm - ¥T

Serious Adverse Event Reported
(only one per form)

Seriousness (select all that apply)

O Patient died — please documenrt date in Orutcomes

O Life threatening

O Requires or pralongs hespitalizaton

[ Ras=lts in pemsistant or significant disability/mcapacity

O Mav require medical o1 sursical intervention m
prevent one of the other outcomeas to defining senous

Onzet of SAE

i mmm st

Admizsion to ICT

dd mmm yr

Start of Study Supplement: | Resolution of SAE

4 mmm w i mmm st

Omtcomes (af me of initial report)

O Complets recoveryiteturn to baseline —
Dateofrecovery dd _ ‘mmm_ fyr_
O Alive with sequelze
O Death — death date 4d__
. mmom YT
[0 SAE persisting
O Unknowrn/lost to follow-up

Action Talen

0O ¥aee

O Uncertain

O Procedurs ar plysical terapy
O Blood ar blood products

O Prescoption dmg theragy

O Nea-prescription drug therapy
O Hespitalizaton

O IV fuids

[ Oriner |, specify

Action taken with Stody Supplements

Relation:hip of SAFE to

O Smudy supplements stopped permanently dus to
SAE

[ Wone (incknding not on stady supplements) Study Supplements
[ Diose reduced, interrupted or therapy delayed O Mot zelated
O Uekkely related

O Possibly relatsed
O Probably relaed

Signature of Principal Investigator

Date L
dd mmm yr

Follow up with a Final Report {on page I} within specified timelines.




SAE Report (Final Report page 2 of 2)

The Serious Adverse Events Report (Final) must be completed and faxed to CERU
within these time frames (whatever occurs first):
e end of study period =day 30 (from admission to ICU)
e time of ICU d/c
e time of ICU death
o within 15 days from becoming aware of the event if the event is fatal or
life-threatening (so that Project Leader can report to Health Canada)

This form must be completed by the Principal Investigator/designate by reviewing
the Serious Adverse Events Report (Initial) and the patient’s medical chart. To make this
process easier, it is strongly recommended that this be done as close to the event as
possible.

Since the Narrative Form will serve as the final report and will be reviewed by the Data
Monitoring Committee, it must include details on the patients admitting diagnosis, co-
morbidities, a chronological complete narration of the events leading to the SAE, the
nature of the SAE, action taken with the study supplements, the outcome and the
relationship to the study supplements.

The completed Narrative Form must be signed by the Pl and faxed to CERU at:
# 613-548-2428
Attention: Project Leader, REDOXS®

Refer to SAE Report (page 2 of 2) on next page.
This report can be downloaded off the REDOXS website under the Welcome, Home
Page (Site Status Page).
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The REDOXS® Study

Final Report

Comgplete and fax to CERL at 613-548-2428 attention: Project Leader REDOXS at day 30, ICTU d/e, death or within 10 days from becoming aware of SAE,
whatever eccurs first.

To be completed by Site Investigator for EVERTY Initial SAE that was reported to CERTL

Serious Adverse Events (SAE) Report page 2 of 2

Patient ID Past medical history, comorbid Admitting diagnosis te ICU and chronelogical | Chronological events proceeding SAE until
Site # illnesses and reason for admission to | events leading to SAE discharge from ICU (or day 30 or within 10
Enrollment # hospital days of becoming aware of the event,

Initials whatever occurs first)

SAE #

(from Initial Eepart)

Confirmation of Unexpected
nature of SAE

(not due to the progression of
underlying disease)

Relationship of SAE to Study supplements vs. progression of
underlying illness (based on timing of supplements, SAE)

Qutcomes (at time of final report)
O Complete recovery/retum to baseline — Date

of recovery dd __ /mmm yr__
O Alive with sequelae
O Death — death date dd ~ /mmm  fyr

O SAE persisting
0O Unknown/lost to follow-up

Action Taken

O None

O Uncertain

O Procedure or physical
therapy

O Blocd or blood products

| Prescription diug therapy

O Non-prescription drug
therapy

O Hospitalization

O 1V fluids

O Other , specify

Action taken with Study Supplements
O None {including not on study supplements)
O Dose reduced, interrupted or therapy delayed

O Study supplements stopped permanently due to
SAE

Summary

Relationship of SAE to Study Supplements
O Not related

O Possibly related

O Probably related

Signature of Site Investigator

Date
dd  mmm yy
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SAE Monthly Tracker Form (CERU)

e This will be completed by CERU Project Leader before the Data Monitoring
Committee meetings.

o All SAEs reported will be entered on this form and will be presented per site and
aggregated by group and per system.

e This form will list ALL SAEs from the start of the REDOXS® Multicentre Study.

e This SAE Monthly Tracker Form will be sent electronically to the following parties
on completion:
0 All Participating Sites
0 Chair, Data Monitoring Committee (DMC)
0 Steering Committee
o Fresenius Kabi

Refer to SAE Monthly Tracker Form for CERU on next page.

st
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Serious Adverse Events (SAE) Tracking for

REDOXS
B
- -
H e _ _ z g
=) 1] ]
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SAE Caca Number ] ﬁ L ¥ §3 = | w P w =] 55
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Tracking Number Assignment:

*The SAE Cass Mumber is assigned
digit sequential number of SAE for th

with & unique identifier. The number is assigned according to the fi
at site. The 15t SAE occurring at site #23 for enrollment #5 on July

llowing segquence: year SAE occurred,

£, 2004 would be a SAE Case Mumber 2

gt 5ite numnber. three digt enrcliment number, and the three
23005001

Severity
1 = Mg
Aoderais

Sevens

4 = LH= Threatening

Frequency
1 = SingleiZontinuous

2 = Intermikient

Outcome

1 = Compleiz recoveryRetum bo baseline
Allve with sequeiae

=aih

Unkrcwnilast fo Follow-uo

§ = 2AE perzisirg

Relationship
1= Mok Relaied
2 = Fossibly

Action taken

rocedune o physcal ineragy
ned or blood products
rescripion Drug themapy
ripdon Crug thermapy
T = HospRallzadicn

B = I Fluiss

S = Other (spechy abows)

3 = Probainly Related

Action taken with nutrients
Situcy Nt
1= Nope

]
cluding not on study nuirients)

& necuced, Interrupded or fhemapy delayed

dy nutrients siopped permanently due o SAE
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