ROC Site Status & Enrollment as of 4/4/2007

Overarching REB-Ottawa Hospital

REB
Approval FDA Shock TBI Community
Initial REB | for Final | Amendment |Cohort Cohort |Consultation
Ottawa REB Approval | Protocol Approval |Enrolled | Enrolled {Completed
22 19 See below™

.Im_,a:

Joseph Brant Memorial Joseph Brant 6/22/2006| 6/22/2006| 1/25/2007
Kingston

Hotel Dieu Hospital Queens University 4/5/2006| 5/31/2006 pending
Kingston General Hospital Queens University 5/31/2006{ 5/31/2006 pending
Cambridge

Cambridge Memorial Hospital Tri-Hospital 11/2/2005 [ 5/10/2006 12/6/2006
Grand River Hospital Corporation Tri-Hospital 11/2/2005 | 5/10/2006 12/6/2006
St. Mary's General Hospital Tri-Hospital 11/2/2005 | 5/10/2006 [ 12/6/2006
Cornwall

Cornwall Community Hospital Cornwall 2/2/2006 |12/13/2006] 12/13/2006
London

London Health Science Centre U Western Ontario | 5/23/2006 | 5/23/2006 2/6/2007
The Children's Hospital of Western Ontario U Western Ontario | 5/23/2006 | 5/23/2006 2/6/2007
[Niagara

Niagara Health System-Greater Niagara Niagara Health 8/15/2006 | 8/15/2006 2/28/2007
|Niagara Health System-Douglas Memorial Niagara Health 8/15/2006 | 8/15/2006 | 2/28/2007
Niagara Health System-Port Colborne Niagara Health 8/15/2006 | 8/15/2006 | 2/28/2007
|Niagara Health System-St. Catharine's Niagara Health 8/15/2006 | 8/15/2006 | 2/28/2007
|Niagara Health System-Welland Niagara Heaith 8/15/2006 | 8/15/2006 | 2/28/2007
Ottawa

Children's Hospital of Eastern Ontario (CHEQ) CHEO 6/14/2006 | 6/14/2006 | 12/6/2006
Ottawa Hospital-Civic Campus Ottawa Hospital 8/30/2005 | 3/3/2006 11/22/2006
Ottawa Hospital-General Campus Ottawa Hospital 8/30/2005 | 3/3/2006 11/22/2006
Thunder Bay

Thunder Bay Regional Hospital-McKellar Thunder Bay 12/20/2005 | 8/18/2006 1/8/2007
Thunder Bay Regional Hospital-Port Arthur Thunder Bay 12/20/2005 | 8/18/2006 1/8/2007
Sudbury

Sudbury Regional Hospital-St. Joseph's Sudbury Regional | 6/15/2006 [ 6/15/2006 1/8/2007

Windsor

8/3/2005

5/23/2006

11/28/2006

Halton Region Ambulance Service##

Joseph Brant

6/22/2006

6/22/2006

1/25/2007

Kingston




Frontenac Paramedic Serviceff# Queens University | 5/31/2006 | 5/31/2006 pending
Cambridge

Region of Waterloo EMS## Tri-Hospital 11/2/2005 | 5/10/2006 | 12/6/2006
Cornwall

Prescott-Russeli## Ottawa Hospital 8/30/2005 | 3/3/2006 | 11/22/2006
Cornwall SD & G## Ottawa Hospital 8/30/2005 | 3/3/2006 | 11/22/2006
London

Thames EMS# U Western Ontario | 5/23/2006 | 5/23/2006 2/6/2007
[Niagara

|Niagara Region EMS# Niagara Health 8/15/2006 | 8/15/2006 | 2/27/2007
Ottawa

Ottawa Paramedic Service-Rural# Ottawa Hospital 8/30/2005 | 3/3/2006 11/22/2006
Ottawa Paramedic Service-Urban# QOttawa Hospital 8/30/2005 3/3/2006 11/22/2006
Sudbury

Greater Sudbury EMS-Rural# Sudbury Regional | 6/15/2006 | 6/15/2006 1/8/2007
Greater Sudbury EMS-Urban# Sudbury Regional | 6/15/2006 | 6/15/2006 1/8/2007
Thunder Bay

Superior North EMS# Thunder Bay 12/20/2005 | 6/19/2006 1/8/2007
Windsor

Essex Windsor EMS# Hotel-Dieu Grace 8/3/2005 | 5/23/2006 | 11/28/2006
Essex Windsor-AA & M# Hotel-Dieu Grace 8/3/2005 | 5/23/2006 | 11/28/2006
Essex Windsor-Harrow# Hotel-Dieu Grace 8/3/2005 | 5/23/2006 | 11/28/2006
Essex Windsor-Sun Parlour# Hotel-Dieu Grace 8/3/2005 | 5/23/2006 | 11/28/2006
*Canadian sites adhere to the Tri-Council Agreement & Research Ethics Board (equivalent to US IRB) requirements for Canada
Canadian requirements allow community consultation to be delegated to the REB

#Enrolling subjects

##Not enrolling due to retraining EMS




Shock Enrollment Breakdown as
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Thunder
The Bay Hotel
Joseph [Hotel |Kingston Cornwall |London |Children's Children's |Ottawa |Ottawa [Thunder |Hosp- |Sudbury [Dieu
Brant |Dieu [General |Cambridge |Grand River|St. Mary's |Comm [HIth Sci [Hosp/W  [Gtr Douglas |Port St Hosp/E  |Hosp- |Hosp- |Bay Hosp|Port Hosp-St. |Grace
EMS Agencies/Hospitals Mem  |Hosp [Hosp Mem Hosp {Hosp Corp [Gen Hosp |Hosp Centre |Ontario Niagara [Mem Colborne | Catharine's [Welland |Ontario  [Givic  |Gen McKellar |Arthur _ [Joseph's {Hosp {Non-ROC |Total

Halton

Halton Region Ambulance Service

Kingston

Frontenac Paramedic Service

Cambridge

Region of Waterloo EMS

Cornwall

Prescott-Russell

Cornwall SD & G

London

Thames EMS

Niagara

Niagara Region EMS

Ottawa

Ottawa Paramedic Service-Rural

Ottawa Paramedic Service-Urban

Sudbury

Greater Sudbury EMS-Rural

Greater Sudbury EMS-Urban

Thunder Bay

Superior North EMS

Windsor

Essex Windsor EMS

Essex Windsor-AA & M

Essex Windsor-Harrow

Essex Windsor-Sun Parlour
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TBI Enroliment Breakdown as
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Grand The Thunder Hotel
Joseph |Hotel |Kingston River London |Children's Children's | Ottawa Thunder |Bay Hosp-|Sudbury |Dieu
Brant |Dieu [General |Cambridge|Hosp St. Mary's |Cornwall Hith Sci [Hosp/W  Gtr Douglas [Port St Hosp/E |Hosp- |Ottawa Bay Hosp-|Port Hosp-St.|Grace [Non-
EMS Agencies/Hospitals Mem !Hosp [Hosp Mem Hosp|Corp Gen Hosp [Comm Hosp|Centre [Ontario  [Niagara |Mem Colbome |Catharine's|Welland |Ontaric | Civi Hosp-Gen |McKellar |Arthur Joseph's|Hosp |ROC |Total

Halton

Halton Region Ambulance Service

Kingston

Frontenac Paramedic Service

Cambridge

Region of Waterloo EMS

Cornwall

Prescott-Russell

Cornwall 8D & G

London

Thames EMS

Niagara Region EMS

Ottawa

Ottawa Paramedic Service-Rural

Ottawa Paramedic Service-Urban

Sudbury

Greater Sudbury EMS-Rural

Greater Sudbury EMS-Urban

Thunder Bay

Superior North EMS

Windsor

Essex Windsor EMS

Essex Windsor-AA & M

Essex Windsor-Harrow
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02/05/07 15:46 FAX 613 761 5351 CLINICAL EPIDEM1OLUGY

Janmary 27, 2007

Dr. Matt Stempien
Emergency Medicine
JBMH

Dear Dr. Stempien;

Kuu4

JOSEPH BRANT
MEMORIAL HOSFITAL

1230 North Shore Bivd.
Burlington, Cotario L7R 4C4
Tel: (905) 632-3730

Re: Hypertohic Saline Tifial"—lRes'ﬁséitaﬁ'on- Ou_tcomes Consortinm (ROC)

At its meeting on Jarmary 25, 200:7',‘__'thg'E,_thi_cs, Commitiee reviewed and approved the

amendments to the Research Protocol. -

Please advise the Ethics :.Commi.t'te,erif ﬂwre;are‘ éhang:s to the approved study documents.

. e, L

Sincerely, R
“d_QJOLL‘SLna o

Elizabeth Wensley _ L
Director - Organizational Development &
Quality Improvement :
Member - Ethics Committee

fdm
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JOSEPH BRANT
MEMORIAL HOSPITAL

1230 North Shore Blvg,
Buzlingtan, Ontarig 178 G4
Tel: (905) 632.3730

June 26, 2006

Dr, M. Stempien / Ann Witson / David Carnpbeli
Base Hospital Program for Halton Region

Dear Dr. Stempien, Ann & David:

Re: Hypertonic Saline Trial -Resuscitation Outcomes Consortinm (ROC)

Elizabeth Wengsley

Director - Organizational Development &
Quality Fmprovement
Member - Ethicg Committee

fdm
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OFFICE OF RESEARCH SERVICES

Fleming Hall, Jemmett Wing
Queens University

Kingston, Ontario, Canada x1 386
Tel 613 533-6081

PFax 613 533-6806
ors@post queensu.ca
www.queensu ca/vpr/

May 31, 2006

Dr. Andrew Reed

Medical Director

Regional Base Hospital for Southeastern Ontario

Hotel Dieu Hospital

Re:  “Resuscitation Outcomes Consortium Hypertonic Saline Study Protocol”
EMED-076-06

Dear Dr. Reed,
I am writing to acknowledge receipt of the following:

. Your letter dated April 27, 2006 which provided notlﬁcatlon of amendments to
the protocol for the above-named study

. Your letter dated May 12, 2006 which quuested approval for some changes to the
Information Sheet

I have reviewed the protocol modifications (March 20, 2006) and the revised information
sheet and hereby give my approval. These amendments will be reported to the Research
Ethics Board.

Yours sincerely,

Albert Clark, Ph.D.
Chair
Research Ethics Board

AFC/kr

think Research
think Queen's

PREPARING LEADERS AND CIIIZENS FOR A GLOBATI SOCIETY
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QUEEN’S UNIVERSITY HEALTH SCIENCES & AFFILIATED TEACHING
HOSPITALS RESEARCH ETHICS BOARD 11

X T
|
Queen’s University, in accordance with the “Tri-Council Policy Statement, 1998” prepared by the Medical Research :
Council, Natural Sciences and Engineering Research Council of Canada and Social Sciences and Humanities |
Research Council of Canada requires that research projects involving human subjects be reviewed annually to ‘
determine their acceptability on ethical grounds. . ‘
A Research Ethics Board composed of: . S ‘
D1. A.F. Clark Emeritus Professor, Department of Biochemistry, Faculty of Health ‘
Sciences, Queen’s University (Chair) P |

Dr. S. Burke Emeritus Professor, School of Nursing, Queen’s University

Rev. T, Deline Community Member

D1, M. Evans Community Member

Dr. M. Green Assistant Professor, Department of Family Medicine, Queen’s University
Ms. T.C. Knott Résrérz;rrch & Ev'ail?uati(r)n,iéauitheésteﬁn keéioﬁal Geriatric irogram; 7

Providence Continuing Care Centre — St. Mary’s of the Lake Hospital Site |

Dr. J. Low Emeritus Professor, Departrﬁent of Obstetrics and Gynaecology,
Queen’s University and Kingston General Hospital

Dr. H. Murray ' Assistant Professor, Department of Emergency Medicine, Queen’s
University

Dr. W. Racz Emeritus Professor, Department of Pharmacology & Toxicology, Queen’s

Dr. H. Richardson Assistant Professor, Department of Community Health & Epidemiology
Project Coordinator, NCIC CTIG, Queen’s University

Dr. B. Simchison Assistant Professor, Department of Anesthesiology, Queen’s University

Dr. A.N. Singh WHO Professor in Psychosomatic Medicine and Psychopharmacology

Professor of Psychiatry and Pharmacology
Chair and Head, Division of Psychopharmacology, Queen’s University

Dr. S. Taylor Director, Office of Bioethics, Queen’s University and Kingston
General Hospital;
Associate Professor, Depar tment of Medicine, Queen’s University -

Ms. K. Weisbaum LL.B. and Adjunct Instructor, Department of Family Medicine (Bioethics)

has examined the protocol, telephone script, interview questions for GOSE and DRS, advertisement and information

sheet for the project entitled “Hypertonic Resuscitation Following Traumatic Injury” as proposed by

Dr Andrew Reed of the Department of Emergency Medicine at Queen’s University and considers it to be ethically

acceptable. This approval is valid for one year. If there are any amendments or changes to the protocol affecting the

subjects in this study, it is the responsibility of the principal investigator to notify the Research Ethics Board. Any ‘
unexpected serious adverse event occurring locally must be reported within 2 working days or earlier if required by _ ‘
the study sponsor  All other setious adverse events must be reported within 15 days after becoming aware of the 1
information.” : f

@W (0.4 [fo, /S 280l
Chair, Research Ethics Board Date

ORIGINAL TO INVESTIGATOR - COPY TO DEPARIMENT HEAD- COPY 1O HOSPITAL(S) - P&1 - FILE COPY
EMED-076-06
2006-02-13
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. i Address correspondence fo:
L o M. Coughiin, Ph.D.
~ Chair, Tri-Hospital Research Ethics Board
S0t Grand River Hospital
' P.O. Box 8056
: . 3570 King St.E.
" Kitchener, ON. N2G 1G3
Tel (519) 749-4300 ext. 7348
" Fax (519)894-8329
_coughlin@mcmaster.ca
December 13, 2006

Dr. David Waldbillig, Site Investigator |

Waterloo Region-Wellington-Dufferin Base Hospital - =~ .7
Paramedic Program C R T
240 Holiday Inn Drive, Suite 0

Cambridge, ON N3C 3X4

Dear Dr. Waldbillig:

RE: THREB #58(3)05 — Letter of Approval for Amendment IND 12505 én& 12506 dated November 22,
2006 for Research Study — “Hypertonic Resuscitation Following Traumatic Injury” — Dr. lan Stiell,
The Ottawa Hospital - Principal Investigator ’ o ,

Study Identification Number: o - THREB#58(3)05
Study Approval Date: ' May 10, 2006
Approval Date for Amendments IND 12505 and 12506: ‘December 6, 2006
Study Expiry Date: : May 9, 2007

Thank you for your letter of November 15, 2006 requesting approval of amendments IND 12505 and
12506 for the above study. o ‘

The Tri-Hospital Research Ethics Board (THREB) has reviewed Amendments IND 12505 and 12506 at
the December 6, 2006 meeting for the above study and they are considered acceptable. This will
certify a quorum was present and approval i§ Qfﬁﬂ_’(@d-._ '

NOTE: The Study Identification Number »“THF.{EBV lD#58(3)05” has been assigned to your project.

Please use this number on all future correspondence..

7nn A

Please call me if you have any questions.

Sincerely,

Michael D. Coughlin, Ph.D.
Chair, Tri-Hospital Research Ethics Board

INNTATWHATIN TYATNTTN ‘Teee Ta) T YVd RC:Z2T mn/ntT/#n
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Address corraspondance to:

M. Coughlin, Ph.D.

Chair, TrisHospital Research Etfics Boarg
Grand River Hospital

P.O, Box 9056

3570 King St.E.

Kitchaner, ON. N2G 163

Tel (519) 7494300 ext. 7348

Fax (519) 894-8329
coughlin@rmcmaster.ca

May 10, 2006

Dr. David Waldbilllg, Site Investigator

¢/o Kieran Ballgh _

Waterloo Region-Welington-Dufferin Base Hospital
Paramedic Program

240 Haliday Inn Drive, Sults 0

Camnbridge, ON N3C 3X4

Dear Dr. Waldbillig:

RE: THREB #58(3)05 - Letter of Appraval for Research Study — "Hypertonic Resuscitation
Following Traumatic Injury” —Dr. lan Stlell, The Ottawa Hospital - Principal Investigator

Study Identification Number:  THREB#58(3)05
Stucly Approval Date; May 10, 2006
Study Expiry Date: May 9, 2007

Thank you for the recommended tevisions requested by Tri-Haspltal Research Ethics Board (THREB)
at tha Novernber 2, 2005 maating for the above study.

The research application dated Seplember 0, 2008; Protacol, revised Information Sheet with yaur date
of October 21, 2005, Version 3 and as received by us May 9, 2008, and the Phone Interview Consent
Form for the above study hes been reviewed by the Tri-Haapltal Research Ethics Bogrd (THREB), and

vansidered acceptable, This will certfy a quorum was present and approval is granted. This study wil
be maviewed in one year's tima.

Pleasa_ find enclosed an original signed "Cenificate of Approval to Conduct Propused Study” at
Cambridge Memorigl Hospltal, Grand River Hospitel, and St Mary's General Hospltal for one year.

Also, attached s a “Declaration of Gonflict of Interests for Research Studies” form, slgn and retum to
me for our flles,
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NOTE: The Sludy ldentification Number "THREB ID#68(3)05" has
Please uss this number on all fulure correspondence.

Please call me if you have any questions,

Sincerely,

2000

Michael D. Coughlin, Ph.D.
Chair, Tri Hoapital Research Ethics Baaud

/!

Er).

beert assigned ta your project
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TRI-HOSPITAL RESEARCH ETHICS BOARD (THREB)

CERTIFICATE

OF APPROVAL TO CONDIICT PROPOSED STUDY

P.O. Box 9036, Kitchener, Ontario, N2G 1G3

Tel: (519) 7494300 ext, 7187 Fax: (519) 894-8329

Tri-Hospital Research Ethics
Board Membership

Michael Coughlin, FhD
Chawr , Tri-Hospital Rosearch Ethics
Board

| Stewart Boecker, MHA
Vice President/Chief Financial
Offjeer

(arolyn Canmpbel, MD
Cneologist

Edmond Choumard, MD
Oncologist

Shaun Devine, LLB
Communicy Member

Nancy Martin, PhD
Director, Research & Performance
Metocs

Tau! Motz, B 5S¢
Community Member

Bea Mudge, RN, MBA, CHE
Vice Preaident, Pahent Sericeg &
Chief Nursmg Officer

Dot Shiltort, MBA
Peogram Manager
Cardiac Setvies

Brin Tyam, PhD
Direcior of Research

Norls Vacsteveld, B Se Phamm,
Maneger, Fhammacy

This Tri-Haspital Research
Ethics Board operates in
cempliance with the ICH Good
Clinical Prac1ice Guidelines and
the Tri-Council Policy
Staternent. Ethical Conduct for
Research Invalving Humans.

The application for research study titled “Hypertonic Resuscitation Following
Traumatic Injury” with Principal Investigator as Dr. lan Stiell, The Ottawa
Hospital and Slte Investiyator as Dr. Davig Waldbilliy was reviewed at the
THREB meeting of November 2, 2005 and is considered acceptable by the Tri-
Hospital Research Ethlcs Board of Cambiidge Memoexial Hospital and Grand
River Hospital and St. Mary’s General Hospital. This approval is valid for
_oneyear.

Approval is granted to canduct the research project in accordance with the
protocol specified In the application.

Requirements for angoing approval:
a) Annual review of the submission will be undertaken by the THREB.

b) Al significant adverse events experienced by subjects enrolled in the trial
must be reported to the THREB as outined in the letter o the
investigator,

¢) Any changes in the protocol, infarmation sheets, guestionnaires, or
informed consent documents rmust be reparted to the Chair, THREB
immediately.

d)  Upon completion of the study, the THREB must be notified in writing,

given a short sunumary of the progress of the tna) (1.e. number of

patients enrolled, problems encountered, etc.) and a full report of study

results.

€] The final report on the study is to be provided to the THREB within three

months of study completion,

P &" M May 9, 2007
Michael Coughlin, Ph.D. Expiry Date

Chair, Tri-Hospital Reseag Ethics Board
¢/o Rescarch & Performance Metrics
Grand River Hospital Corporation
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Cornwall Community Hospital -
Hépital communautaire de Co_rn_wall-

www.cornwallhospltal.ca
www.hopitalcornwall.ca
March 22, 2007

Dr. Justin Maloriey
Medicul Director

Ottawa Base Hospital -~ |
———The Ottawa Hospital-General Campus _ )
- 50ISmythRd 7
Ottawa, Ontario K1H 8L6

Dear Dr. Maloney

Re: Protocol Hypertonic Resuseitation following Traurnatic Inj

I hereby wish to confirm that at its regul_ar_mceting of December 4, 2006, the Ethics Committee
of Cornwall Community Hospital reviewed and approved the amendments as listed in the

~ summuary letter received from Dr. Geoff Heseltine November 15, 2006.
At its regular meeting of December 13_’,'2'00'6_; the Patient Care Medical Staff Committee reviewed
and approved the amendments. - v
Should you have any questions, pléase do not hesitate to contact me.
Sincerely,
Christine Penney, RN, MSe
Director Quality Performance -
c.c. Jane Bennett, Research Assistant, Ottawa Hospitai Research Institute
Dr. Geoff Heseltine, Cornwal] Community Hospital ED Physician
CPrleng
_ ' 840 overve McConnaliAvenue [ 510ueSecond Stiee E.
Comwall, Ontatlo KeH 585 - : : Cormwal, Ontaio KéH 126
Tel. /T8l (813)038-42400 - . . Tel./Tél:  (413) 932-3300
Fo59-o | Fe ] Télée.! (613) 930-4502 e Fax / Tékce.: (613} 936-4682
MAR-29-20607 18:88AM  FAX: 613 ?5; 5351 . ID:W CTC PRGE: @22 R=180%



Comwall Community Hospital
Hapital communautaire de Cornwall

www.cornwallhospital.ca
www.hopitalcormnwall.ca

February 28, 2006

Dr. Luc Briére and Ms. Cindy Brandt
Associate Base Hospital Program
Eastern Counties

510 Second Street East

Cotnwall, Ontario

K6H 1Z6

Dear Dr. Brigre and Ms. Brandt

Re: _Resuscitation Outcomes Consortium (ROC) Study,

I hereby wish to confirm that, at its regular meeting of February 2, 2006, the Ethics Committee of

Comwall Community Hospital approved participation in the “Resuscitation Outcomes Consortium (ROC)
Study”.

As part of its review, the Committee received the following documents:

* Letter dated November 2, 2005 from the Associate Base Hospital Program, Eastern Counties;
Research/Trial/Registry Application Form dated October 28, 2005;

= RescueFlow® (Hypertonic Saline Destran, HSD) Investigator’s Brochure, Edition Number: 02,
Release Date: 2004, June 30; '

Information Sheet — Hypertonic Resuscitation Following Traumatic Injury;
Draft HS Budget, Version 3, printed on 11/ 1/2005;

ROC Hypertonic Saline Trial - Title: Hypertonic Resuscitation following Traumatic Injury and
appendices,

Letter dated May 27, 2005 from Health Canada,

Letter dated August 30, 2005 from The Oftawa Hospital Research Ethics Board;

Letter dated December 23, 2005 from Associate Base Hospital Program, Eastern Counties; and

Protocol Modification Summary “Hypertonic Resuscitation Following Traumatic Injury”,
September 9, 2005.

Should you have any questions, please do not hesitate to contact me.

Yours truly,

Director
Quality Performance

KRHT

840 avenue McConnell Averue 510 rue Second Streat E.
Comwall, Ontario KéH 585 Comwall, Ontaro KéH 126
Tel./Tél:  {613)938-4240 Tel./T8l:  [613) 932-3300

Fax/ Teléc.: (613) 930-4502 Fax/ Téléc.: (613) 936-4482
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Office of Research Ethics

The University of Western Ontarla

Roam 00046 Dental Sclences. Bullding, Landon, ON, Canada N6A 5C1 -
- Telephone: (619) 861-3036 Fax: (519) 860-2466 Emall: ethics@uwo.ca
- Webslte: yww.uwo.calresearch/ethiss

Use of Human Subjects - Ethics Approval Notice

Principal Investigator: Dr.J.Drayer i :
Review Number: 12098 Review Date: February 6, 2007 Revision Number:
Protoco) Title: Hypertonic Reé@usqﬁﬁtlun Following Traumatic Injury
Department and Institution: Medicine, London Health Sciences Centre
Sponsor: '::NIH-N;ATIONAEE INSTITUTE OF HEALTH

Ethics Approval Date: February 6, 2007 . Expiry Date: June 30, 2008
Documents Reviewed and Apprd\’_;ed: ‘revised study?rﬁéiﬁéddlogy, addition of a co-investigator, revised inclusion/exclusion

: . giterla .
Documsnts Received for Information: '

This Is to notify you that The University of Western Ontario Research Eth cs Board for Health Sciences Research
Involving Human Subjects (HSREB) which Is arganizediand opérates accarding to the TH-Council Policy Statement and
the Heelth Canada/lCH Good Clinical Practice Practices: Cansalidated Guidelines; and the applicable laws and
regulations of Ontario has reviewed and granted full hioard appioval to the above named research study on the approval
date noted above. The memberstiip of this REB also.complies with the membership requirements for REB's as defined In
Division 6 of the Food and Drug Regulations. © -~ :-"% .

This approval shall remaln valid untll the expirydate nol fcad-‘abOVétas_sumll1g timely and aceceptable responses to the

1SREB's periodic requests for surveillance and monitoring information, IF you require an updated approval notice prior to
“at time you must request it using the UWO Up_datec}- Approval Request Form.

ing the course of the research, no deviations from, cjr chianges to, the protocol or consent form may be initiated without
prior written approval from the HSRER except when necessary to eliminate immediate hazards to the subject or when the
change(s) involve enly logistical or administrative aspects of the study.(e.g. change of monitor, telephone number).
Expedited review of minor change(s) in ongoing studles; will be considered. Subjects must receive a copy of the sigred
information/consent documentation. T '

Investigators must promptly also report fo the !-;ISREB; i ,

a) changes increasing the risk to the participani(s) andlor affecting signifizantly the conduct of the study;
b) all adverse and unexpected axperiences or events that are both serious and unexpected:

¢) new information that may adversely affect the safety of the subjects ar the conduct of the study,

If these changes/adverse even!s requirea chafigs to the information/consent documentation, and/or recruitment
advertisement, the newly revised information/cgnsent__g_t;qumengatlnn. ani/or advertisement, must be submitted to this
office for approval. o i F
Members of the HSREB wha are named as in\/:estigafons ln:'.tegéa'rch studles, or declare a conflict of interest, do not
participate in discussion related to, nor vote on; such studies wheri they zre presented to the HSREB,

WL’&_&X/‘/ ' S S Chair of HSREB: Dr. John W. McDonald
Vs . : ’ o Deputy Chair: Susan Hoddinort

</

Ethics Dfficer to Contact for Further Tnformation

lanice Sutherland (sutherl@uwo,ca) Vl'ﬁJénnifar McEwen (mecewend@uwo.ca) | O Denise Grafton {dgraften@uwo.ca) B
L e . o oc: ORE File
This is an official document.: Please retain the original in your files, LHRI
LUWO HSREB Ethics Approval : i t :
2006-10-01 (HS-FB) 12088 Page 1 of 1

FEB-28-2007 ©08:@0AM  FAX:613 761 5351.  ID:UW CTC PAGE:@W2 R=1@@%
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Ofﬁce of Research Ethlcs

" The Umvarslty of Westem Ontario
Room 00045 Dental Sclences Building, London, ON, Canada NGA 5C1
Telaphone; (519) 681-3036 Fax: (518) 850-2486 Email: ethics@uwo.ca
Website wwwuwb.palresearchleihxcs

| Use of }Hu_»_,__ﬁ,_‘_anr’Subjects Ethics Approval Notice

Principal lnvestigator pr, J Dreyer
Review Number: 12097 : Review Date: February g, 2007 Revigion Number:
Protocol Title Hypertoric Resuscitahon Following Traumatic Injury for Hypovolemic Shock Patlents,
Department and lnstitutlon- Medlcme. London Heallh Sciencas Centra
Spunsor- NIH- NATIONAL INSTITUTE OF H=ALTH

Ethies Approval Date: Februarys 2007 , Expiry Date: June 30, 2008
Documents Reviewed and Approved revised study methodolagy. &ddition of a co-investigator, revised inclusian/exclusion -
: cnlerra C ) _

“Documents Received far I‘fannatlon

m _

This 1 to notify you that The Umverslty of Westemn Ontarlo Research Ethics Board for Health Sciences Research
Invalving Human Subjects (HSREB) which Is Organlzed and opefales acording to the Tri-Council Policy Statement and
the Health Canada/iCH Good Clinical Practice. Practices: Consolldated Guldelines; and the applicable laws and
regulations of Ontario has reviewed and granted full boird approval to the above named research study on the approval
date noted above, The membershlip of this REB also complies wlth the membershlp requirements for RER's as defined in
Divigion 5 of the Food and Drug Regulatlons b

‘This approval shall remain valid tntil the explry data nuied above assuming timely and acceptable respanses to the
HSREB's periodic requesty for survelliance and monltorlng Information, If you raquire an updated approval notice pnor to
that time you must request it using the UWO Updated Approval Request Form.

D40 1L Y 10T, o RV T, FCA0aG 0, o of CnRad o iy e wib
D701 e A00N0Y) O 16 FOEL GRGGPYMIGR FGuGTy 0 siminals Imedlas a1 ne st o when

changa(s involve only Iogistical or administrative aspects of the study (e.g. change of monitor, telephone number),

Expedited review of minor change(s) in ongomg studles wxll he consideread Subjects must recelve a copy of tha signed
infarmation/consent docurnentation. . :

Investigators must promptly also report to the: HSREB

a) changes increasing the risk to the partlcipant(s) andlor affectmg signmcanUy the conduct of the study;
b) all adveraa and unaxpacted experiences orievents thal are both serious and unexpected;

c) new information that may adversely affect the safety ofthe subjects or the conduct of the study.

If NESE GHANGESIAYETGE GYENLy [6qvire @ ehange to the Information/consent docureniation, and/or recruiiment

advertisement, the newly revised nnfunnatlonlconsent documentatlon and/or advertisement, must be submitted to this
office for approval.

Mernhers of the HSRER whao are namied as tnvest!gatnrs in research studies, or declare & confiict of Interest, do not
participate In discusslon related to, nar vote on such siudias when they are presented to the HSRER,

Chair of HSREB: Dr, John W. McDanald

J.fm 6@}6—-"" L _ P -_‘_'_ : , Deputy Chair; Susan-Hoddinott

— Effics Officer 1o Contact for Furhir Information ;
O Janice Sulherland_(suthed@uwo.ca) | JenmferMcEwen (Jmoewam@uwo ga) |0 Denise Grafion (dorafton@uwo.ca)

N o ORE File
This is an"bfﬁcfalzﬂggument_i .F!Iea_se retain the priginal in your files. LHRI

i UWO HSRER Ethica Approval : P
FEB-28-267 GE 1AM FAX:613 761 5351 L D eTe PAGE: QU3 Heiar
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Office of Research Ethics

The University of Westem Ontario

Room 00045 Dental Sciences Bullding, London, ON, Canada NBA 5C1
Telephone: (519) 661-3036 Fax: (519) B50-2466 Email: ethics@uwoa.ca
Website: www.uwo.ealresearch/efhics

Use of Human Subjects - Ethies Approval Notice

el —— _ ]

Principal Investigator: Dr. J. Dreyer
Review Number: 12098 Revigion Number;
Pratacol Title: Hypertonic Resuseitation Following Traumatie Injury

Dapartment and Institution: Meadicine, London Health Sciences Centre
Spansor: NIH-NATIONAL INSTITUTE OF HEALTH
Ethics Appraval Date: May 23, 2008 Expiry Date: Juna 30, 2008
’BocumaﬂtﬁREVIEWEd‘aﬂmpI'OV@d.LUWQAPmtm‘-mh‘l’Fr%TBH:BﬂEI‘Df*InfOI'mEﬁﬁn'EI'Id*eon&entdatetfkpﬁlﬂﬂ:ﬂﬂﬂﬁ” e

Documents Recelved for Infarmation:
——— i ——— P e

This is o notify you that The Liniversity of Westem Ontario Research Ethics Board for Health Sciences Research

Invalving Human Subjects (HSRES) which is organized and operates according to the Tri-Councll Pdlicy Statement and

the Health Canada/ICH Good Clinical Practice Practives: Consolidated Guidelines; snd the appligable laws and

regutations of Ontario has reviewed and granted full board approval to the above named research study un the appraval

date nated above. The membership of this REB slso complies with the mearribership requirements for REB's as dsfined in
Division § of the Food and Drug Regulations. |

This approval shali remain valid until the expiry date noted ahove assuming timely and acceptable responses to the
SREB"s periodic requests for surveillance and monitoring information. If you require an updated approval notice prior to
* time you must requast it using the UWQ Updated Apgroval Reguest Form.

- —«ing the course of the research, no deviations from, or changes to, the protacol or sonsent form may be initiated without
priar written approval from the MBREB except when necessaty 16 eliminate immediate hazards 1o the subject or when the
change(s) iInvolve only logistical or administrative aspects of the study (e.qg. changa of monitor, telephone number).

Expedited revlew of minor change(s) in ongning studies will be considered. Subjects must receive a copy of the signed
information/consent documentation.

Investigators must promptly slso report to tha HSREB:

@) changes Increasing the rigk to the participant(s) andfor affecting significantly the conduet of the study;
b) all adverse and unexpected experiences or events that are both serious and unaxpected;

¢} new information that may adversely affect the safety of the subjects or the conduct of the study,

if these changes/adverse events require a change to the Information/cansent docurnentation, and/or recruitrent

advertisement, the newly revised informatior/eonsent documentation, and/aor advertisernent, must be submitted to this
office for approval.

Members of the HSREB who are named as investigators in ressarch studies, or declare a confllet of inferest, do nat
participate in discussion related to, nor vote on, such studles when they are prasented o the HSREB.

/‘—m\_’ (QA_}&\__,; ' Chair of HSREB* Dr. John W. McDaniald

u el B Deputy Chair: Susan Hoddinot

Ethiczs Oificer fo Contact for Funther Information

L _anice Sutherdand (suther@uwo.ca) I Mannifer McEwen (mcewent@uwo.c=) | O Ethics Officer_(sthies@uwo.ca)
. s , : ORE Fi
This Is an official documant, Please retsin the original in your files. = OREH;:;
UWO HSREB Ethics Approval Faxad: Y/N
2005-05-08 (HS-FB) 1200R

MAY-38-2006 #8:166M  FAX:613 761 5351 ID:UW CTC PAGE: @02 R=10@%
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Office of Research Ethics

The University of Western Ontario

Room 00045 Dental Sciences Building, London, O, Canada N6A 5C1
Telephone: (519) 661-3036 Fax: (51 £) 850-2456 Emall: ethics@uwo.ca
Website: www.uwo.ca/research/ethics

Use of Human Subjects - Ethics Approval Natice

Principal Investigator: Dr. J. Dreyer

Review Number; 12097 Revision Number ,
Protocol Title; Hyperonic Resusgitation Foltewing Traumatie Injury for Hypavolemic Bhock Patients.
Department and Institution: Medicine, London Health Stlenses Centra
Sponsor;: NIH-NATIONAL INSTITUTE OF HEALTH
Ethics Approval Date; May 23, 2006 Expiry Date: June 30, 2008

Documents RevlawmmiAppmxad:J.MQEmtucol.fHTE—shncleLattemfflnfarmaﬁonrancrEonmﬁtmtm 206

Documents Raceived for Information:

This Is to notify you that The University of Western Ontatio Research Ethles Board for Health Sciences Research
Invalving Human Subjects (HEREB) which is organized and aperates according to the Trh-Coungil Policy Statemant and
the Health Canada/iCH Good Clinical Pragtice Practices: Consolidated Guldelines; and the applicable laws and
regulations of Ontario has raviewed and granted full board approval to the abave namad research study on the approval
date rioted above. The membership of this RER also complies with the membershlp requirements for REB's ag defined in
Divisiors 5 of the Food and Drug Ragulations.

This appraval shall rernain valid unsl the explry date noted ghove assurming timely and acceptable responges to the
HSRER's periadic requests for survelllance and monitaring infornation. ¥f you reguire an updated approval natice prior fo
t time you must request it using the UWQ Updated Approval Request Farm.

1g the dourse of the research, no deviations from, or changes to, the protocol or consent form may be initiated without
Prior written approval from the HSREB except when nesessary to eliminate fmmediate hazards ta the subject or when the
changa(s) involve only logistical gr adminlstrative aspects of the study (e.g. change of monitor, telephone nurmber).

Expedited review of minor change(s) in angoing studies witt be considered. Subjects must recelve a copy of the signed
information/consent documentation,

Investigators must promptly also report to the HSRER:

&) changes increasing the risk to the particlpant(s) and/or affecting significantly the conduct of the study;
b) all adverse and unexpected expariences or events that are both serious and unexpected;

¢) new information that may advarsely affect the safety of the subjects or the conduct of the study,

advertisemnent, the newly revized informatior/consent dosumentation, and/or advertizement, must be submitted to thig
office for approval.

Meml?ers of the HSREB who are named as investigaters in rasearch studies, or deglare & conflict of intsrest, do nat
participate in discussion related to, nor vate on, such studies when they are prasented to the HSRER.

/NV\ e p MM Chair of HSREB: O, John W, MeDonald
U } 4 Deputy Chair; Susan Haddinot

Ethics Offifar to Contact for Furthar Information
o e Sutherand gauthed@uwo.ca) | B Jenmifer MeEwen (meewend@uwo.z) | O Fthics Oticer (etics@uwe.ca) l
a a a a a2 : ORE F.'
This is an official document, Fleage retain the original in your files, i LHSlg
LWO HSRE Ethice Approval Fexat: ¥ N
20080503 (H5-FR) e
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3 NIAGARA HEALTH SYSTEM

SYSTEME DE SANTE DE NIAGARA

N

Regaarch Ethles Board
Memhbership

Chalr

Keilh Greenway, BSe, MD, FRCRC
Hespllal Madiglne

Vica Chalrg

- —}—Tracey Davay, RN, B8ScN, CPHQ, CHE- |-

Reglonal Director, Quality, Educaton,
Reueanch & Elnics

Nelson {Sandy) McKay, BA, LLB QG
Basrigter & Solicitor

Members

Roben Bond, BSo, MDIv
Specialis! in Paslorsl Counselling,
CAPPE/ACPEP
Spiritval & Rellglous Care

' David Bray, PhD, MPA
Ressareh Melhodalopy

Cathy Eapaglle CCGHRA (C)
Raglonal Direclor, Health Records
Pdvacy Law

George Grolf
Community

Jennifor Hangan, RN BSeN
Nuraing

Rozamund Hennessey, AN
Research Mathedolopy

Joanna Hill, BSc, MD
Phygician

Nanol Howall, BN, BA, BScN
Resvarch Mathadology

Ttacy MaeDaonald, RN, BScN, MHA, GHE
Viea Preatdent Pallent Services and
Chlel Nursing Executive
Senlor Exsculive wilh Paliant Service
Responsibililies

Peler Marchesseau, 85¢, MBA
Communily

Jane} Mallhews, MScN, BScN, AN
Fagully of Nursing Brock Universily

Richard Raillgn, MD, FRSC, FACS
Physiclan

Jos Seligks, R.Fh, BSc Phm
Phermaay

lohn Yardley, PhD, MA, DSc
Research Methodology

Adrianna Clare
Adminisiralive Agslstant

.

TOGETHER IN EXCELLENCE ~ LEADERS IN HEALTHCARE

Niagara Health System Research Ethics Board
65 Third Street, Welland, Ontario, Canada L3B 4W8
Tel, (905) 378-4647 Ext. 32202 Fax: (905) 732-2628

February 28, 2007

Dr, Douglas Munkley

Medieal Director

Niagara Reglonal Baso Hospital Paramedic Program
5546 Portage Road

Niagara Falls, Ontario

12E 6X2

Dear Dr. Munkley:

Re: Resuscitation Outcome Consortium_(Roc) Hynpertonic Resuscitation Following
Tranmatic Injury Study

REB Assigned Numbex; 2005-12-002

On behalf of the Niagara Health System Rescatch Bthics Board (REB) we would like to thank you |
for your letter dated Febmary 21, 2007.

As stated in our letter dated Tanvary 26, 2007, this stady had been conditionally approved until
concerns were addressed as cited In our letter, By way of an expedited roview meeting on
Eebruary 27, 2007, we ave now granting full (unconditional) approval for this study based on your
responses to the concerns raised by the Board, An expedited summary will be reviewed at the
next full Board meeting on March 22, 2007,

The Niagara Health System Reseatch Ethics Board is in compliance with the Tri-Council Policy
Staternent: Bthioal Conduct for Research Involving Human (TCPS), and the International .
Conference on Harmonization: Good Clinical Practice guidelines for IRBs, as well as, the Food
and Drug Administation (FDA)/Thetapentic Products Ditectorate (TPD). As the Pritaty
Investigator you are required to notify the REB of any amendments or changes in the protocol;
significant protocol deviations, or termination of this project.

Sheuld you require anytling further, please da not hesitate to contact me through the REB office
gt 205-378-4647, ext 32202, :

Sincergly,

Niagara Health System
fafe:

Ce: Loxis Lﬁinstm—'l"oohey




NIAGARA HEALTH SYSTEM

SYSTEME DE SANTE DE NIAGARA
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Resaarch Ethies Board
Memberghip

Chair

Keith Greenway, BSe. MD FRGPC
Haapile! Medicing

Viea Chalrs
‘Tracey Davey, AN BSeN, CPHO

Raglonal Dlraator, Quallly, Educalion
Aesparch & Ethies

TOBETHER IN EXCELULENGE —LEADERS IN HEALTHCARE

Niagara Health System Research Ethics Board
65 Third Streat, Welland, Ontario, Canada .38 4W6
Tel. (905) 378-4647 Ext. 32202 Fax: (505) 732-2628

August 16, 2006

Dr. Dovglas Munkley

Medicel Dirsctor

Nizgara Regional Base Haspital Paramedic Programn
9545 Portage Raad

Ningera Faits, Ontario

L7 X2

Ciear Dr, Munkley:

Re: Rezuszcitation_Outeama Consortium

Injury Study

Hypertonle Resuscliatio Howing Traumatle

Nelzon {Bandy) McKay, BA, LLB GG
Barrizlar & Saliciler

Mambarg

Acbert Bond, ESe, MDiv
Spaclallet in Pasiorsl Goyrsaling
CAPPE/AGFEP
EBplritual & Religious Cara

Davki Bray, PhD, MPA
Research Malhodology

Calhy Esposilo, COHRA ()
“aploral Dlrecter, Mealth Rasords
Prlvacy Law

Gaoge Gralt
Community

Janniler Hangan, AN BSaN
Nuralng

Rosamund Hannessay, AN
Rassarch Melhadslogy

Jogena Hill, BSe MD
Physician

Narc! Hownklt, RN, BA, BE:N
Rasaarch Methodology

Trmcy MagDaneld, AN, BSeN, MHA, GHE
Ve Prasidenl Fallant Senvicas
Sanior Exacullve wilh Patisnl Sarvisa
Reaponsibiltivs

Feter Mercheaseau, BSe, MBA
’ Cammunlty

Janel Maithaws, MScN, BSGN, AN
Faguity of Nursing Brock University

Righand Rallton, MD, FRSC FACS
Fhyslglan

Joe Sallska, R.Ph, BSz Phm
Fhamaagy

' lohn Yareliey, PhD, MA, BSe
Rasearsh Malhodolagy

Agrienng Clare
Administrativa Assistanl

AUG-24-2006 B5:46AM

FAX:613 761 5351

/ On behalf of the Niagara Héxlth_.Sysbem Resuarch Ethits Board (RER) wa would like to thank you for your emall

daled June 23, 2008 far the above noted study.

By way of an expedited review masting on August 15, 2008, wa sra now gianting full (unconditional) spproval to
tha above noted new application. This decislon is based on the telecanference meeting held on Juna 23, 2008
whereby following eandillans were agreed upon:

1 lssue of Opting Out for Citizens in the Region (an adveriisemant will be placad in the logal
newspapers which will explain tha study being condusted and the bragalat-avalabiiity fer opiing oul)

2 The sdvertisament will ba posted in the three major papers svery sk months for the duration of the

study. (Tracay Davey revisad the draft advariizemant and submitled these changes to John
Wultehyn)

3 Monitoring and Education — frthar 1 hour sessions on sduzetion Wil be matle mandatory forthe
advanced and primary cars paramedlos prior ko the rojoul of s study

4 Thia study Is considared high-risk and the parameters of the RER monltaring precess need fo be
mora intensiva, an agreement wiis mads tor provida tha REB with ststus repoits every six menths and
an Inftastructure fo provida reporiing losally,

An expadited summary will be reviewed at tha il board maeting on August 24, 2005,

The Nlagara Health Systern Research Ethies Eoard Is In compliance with the Tri-Council Paligy Statemant:
Ethical Conduct for Resaareh Invelving Miman (TCPS), and the Intetnational Gonferanca an Harmonization:
Good Clinfoal Practlea quldelines for IRB's, a5 well a3, the Food and Dug Administratian (FRAYTherapautic
Praduets Directorate (TPD), As the Primary Investigator you are raquired to notify the REB of any amendments
or changes In the protocal; slgnifieant protocol devialions, or lermination of this project ©

Should you require anything further, please da nat hesltata to contact me through the REB offica &t 905-578-
AG47, axt 32202.

Singaraly,

. K, Greenway,
Researtl Ethles Board
Niagara Health System

Jafe /
Ge: John Wultchyn

ID:UW CTC

PRGE: @02 R=100%




Children's Hospital of Eastern Ontario
Centre hospitalier pour enfants de Fest de FOntario

November 15, 2008 Eﬂz,u

(55 {0k
Dr. Carole Gentilg, ' .
Chairman
The Children's Hospital of Eastern Ontario Research Ethics Board
The Children's Hospital of Eastern Ontario
401 Smyth Road
Cttawa, ON

< | I

Dear Dr. Gentlle,

Re: Protocol #06-09E Hypertonic Resuscitation following Traumatic injury

The ROC investigators recently voluntarily suspended enrolfment in this tiial so that amendments could

be made in order 1o better monitor these patients. A full protocol amendment dacument is attached.
Issues amended include;

1. Notification of care providers regarding expected changes in setum sodium - An information
sheet will be added to the EMS study kit, and will be delivered by the paramedic to the in-hospital
care ptovider.

2. Monitoring of serum sudium — Sadiums will be monitored gvery eight haurs far the first twenty-
four hours on all patients In ICU. Ifthe patientis being treated with Mannitol or 3% Saline, he will
have his sodiums monitored every six hours for the duration of the intervention,

3. Central tracking of compliance with the new sodi um monitoring system — The CTC will closely
track the compliance with this plan, and deviations from the standard of care will be reviewed at
regufar intervals. If the DSMB finds that the standard of care is not in keeping with that required
despite timely effarts at remediation, the site will be instructed ta cease enroliment.

4. All sodium values greater than 18ImEa/L in the first fve days will require SAE reporting whether
they require intorvention or not.

5. Study patient oversight during hospitalization — We have hired four crifical care research persons,
two registered nurses and two respiratory therapists who together will provide 24-7 coverage for
monitoring the patient's well being for the first five days of his hospital stay. This Critical Care
Research Team will oversee and enforce the moanitoring of the sodium levels, as wel| as obtain
resuits of sodiums, CT Heads.and general information regarding the patient's condition. This
team will oversee these activities at all participating OPALS sites.

Yours sincerel CHEOQO Resear, ics Board
/{( 6 Q APP A
6&7@

Martin Ostnond, MD,GM, F'RCPC Chalr's Signature:
Associate Professor, Department of Pediatrics Date: WoCo- (L R0 6
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Hrhmripal Investigator: Dir. Maggn Ome
Troposal Number:  #06/09E
Protocol Title: Hypertonic Resuseliation following Trmumatie Injuzy
Department or PSU: Emergancy
Approval date: Jme 14, 2006
Approval valid until* Jume 13, 2007 i

“ 7 Duenusnss reviewed  REB Provocol (Revised Protocol Miy 29, 2006); Lcttt; of Information & Consent Form (Tune
and approved: 14, 2006); Investigators Brochure (Bdition Nuzsber 02, June 30, 2004); Health Canads Letter
of Nop-objcction (May 27, 2003, Contrg] #0979280)

—— — |

This is to notify you that the Children's Hospinl of Bastersn Ontario Research Ethics Board has granted full board
approvil 1o the above named rescarch study for a pariad of one year, In fulfilllng its mandate, the REB iz gnided by
the Tri-Council Polley Statement, Health Canada Division 5 of the Food and Drug Regulations, the ICH Good
Cliniea] Practice Pragtses: Consolidated Guidelines; as well as the applicable Taws agd regnlations of Ontaria. The
REB approval is valid unil tha date referenced above assuming tirmely and acceptable responscs to the RER's
periodic requests for surveillance and monttoring information, The protogo] was approved at a meeting of the RER
in which the quorum rules wers ret aud only those RER members who are Independent of the Investigator(s)
conducting the stmdy veted on the Anal decisiop,

During the course of the Tesearch, o deviations from, or changes to, the protocol or consent form may ba [oitiated
Sy without prior written approval from the REB except when Lecesgary o climinate immediate hazards to the mbject,

Lacal Serlous Adverse Events (BAES) reports must follow the hospiral-wide Policy Regarding “Frocedurus For

Considering Medical Error Iy The Differcentlal Diagnosiy of Severe Adverse Events (BAE) Associated with the

also required at the conclugion of the trial, Rinzlly, the primary mvestigator must vaitify the RER if one of the
investigators leaves the institution or the project, and if the contraciun) agresment between the Sponsor and the
principal investigator changes in any way.

In kesping with the RER bilingualism, informed consent forms ost be available ia oy English and Freaeh,
The policy requires that a Frengh version of the consent form be made available within two to three montyg
of the fnitial approval. However, it an investigator believes that it Is impossible to meet this time Ene, the
Board should be advised and g reasonable alterpate time lige proposed,

Wishing yon s in your projest.
Regards, ﬁ :Z C,

Dr. Carole Genfile, C.Psych,

Chajr, Research Bthics Boayd

CG/smeh 14/06/06

c.c. Pat Brazeau, Manager, CHEO Resegroh Institute

___::ﬁ L~Llsa Neshitt, Rescarch Conrdinarer
f—r'm 5 an official 'dacument. Please retain the original for yoyr files, Version 01/04__]
. 401 Simych Rerd, O, ON' K11 8L Ghivacta 401 cchormin Sroyh, Oiowr (SN}, K 1H BLI, Canads
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Research Ethics Board

- The Ottawa ; L'Hopital Consell d'éthique en recherches
i i d’Ottawa 798-5555 ext 141486, 14902 or 15072

‘ | g Hospital Fax No. ~ 761-4311
q htip:/fiwww.ohrl.ca/olireb/

Wednesday, November 22, 2006

Dr. lan Stiell
The Ottawa Hospital - Civic Campus
Ottawa Health Research Institute
Clinical Epidemiology Program, F6
~ .. Ottawa, ON
K1Y 4E9

Dear Dr, Stiell:

Re; Protocol # 2005375-01H  Hypertonic Resuscitation Following Traumatic Injury

Thank you for your {etter of November 13, 2008, Jane Banek's Jetter of November 18, 2006 and the
ernails of November 22, 2006 from Cathy Clement and Angela Marcantonio regarding the above
study. :

We acknowledge receipt of the letter of November 7, 2006 from Eileen Bulger from the ROC Clinical
Trial Center enclosing the Hospital Protocol for Sodium Monitoring and the fax copy of the letter from
the Director of the Department of Health & Human Services, Rockville MD.

The Protocol Amendment IND 12505 & 12506 dated October 28, 2006 and the English Information
For Care Providers letter received November 22, 2006 are approved.

Ethical approval remains in effect until June 6, 2007.

Yours sincerely,

QL

Raphael Saginur, M.D.

Chairman

Ottawa Hospital Research Ethies Board
RS/ps

Encl,

NOU-22-2006 B9:@9AM  FAX:613 761 5351 ID:UW CTC PRGE:BB3 R=10p%
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INFORMATION FOR CARE PROVIDERS 557
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HYPERTONIC RESUSCITATION TRIATZ ™ )

£ /.l';

RESUSCITATION OUTCOMES gy gy
CONSORTIUM

This patient has been enrolled in a prehospital hypertonic fluid
resuscitation trial sponsored by the Resuscitation Outcomes
Consortium. He/She has received 250cc of either 7.5% saline/6 % .
dextram, 7.5% saline w/o dextran, or normal saline administered by the
prehospital provider. Administration of the blinded study intervention

—- -was completed hefore the patient was transferred to the care of hospital .
staff in the emergency department of your hospital. No further
intervention is required in the hospital but we want you to be aware of
the following issue:

Ag a result of this treatment, the patient could have a transient rise in
serum sodium. Previous studies suggest that the average sodium on
admission to the hospital ranges from 147 to 155mEq/L and these values
should normalize by 12 hours. We do not recommend that you intervene
for this small initial rise in serum sodium as this is expected and
required for the study intervention to be effective. The study requires
that you monitor the following the serum sodium every 8 hours over the
first 24 hours. An initial rise in serum sodium beyond 160mEq/L over
the first 12 bours, a persistently elevated serum sodium beyond 12
hours, or a subsequent rise in serum sodjum after admission should not
be presumed to be due to the study intervention and another etiology
should be sought and appropriate treatment instituted.

Patients with severe traumatic brain injury are at risk for the
development of central diabetes insipidus early after injury, and thus
this diagnosis should be considered in this patient cohort.

~ Should you have any questions regarding this study, please do not
hesitate to contact your local ROC investigator or coordinator.

Dr., Ian Stiell Dr. Martin Osmond
The Ottawa Hospital - The Children’s Hospital of
Tel: 613-274-9754 Eastern Ontario

Tel: 613-737-7600 ext. 2318

{Valid until June 7, 2007)

NOU-22-2006 B89:09AM FAX:613 761 5351 ID:UW CTC PRCE:BB4 R=100%
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The Ottawa
Hospital

ULINICAL EPIDEMIOLOGY ooz
Research Ethics Board
L’Hépital Conseil d'éthique en recherches
d'Ottawa 798-5555 axt 141486, 14902 or 15072

FaxNo. ~ 761-4311
htip:/fwww.ohricafohreb/

Wednesday, May 24, 2006

Dr. lan Stiell
The Ottawa Hospital - Civig Campus
Ottawa Health Research Institute
Clinical Epidemiology Pragram, Fé
Ottawa, ON

K1Y 4E9 el

Dear Dr. Stiell:

RE: Protocol# - 2005375-01H Hypertonic Resuseitation Following Traumatic Injury

Renewal Explry Date - Wednesday, June a6, 2007

Thank you for the letters from Jane Banek dated May 17 and 23, 2006. | am pleased to inform you that your
Annual Renewal Request (listed above), the revised English Information Sheet Version 5.1 dated May 23, 2006,
the revised French Informatian Shegt Ver_siop 5.1 dated May .’-;2, 2006 and the Protacol Amendment dated May

Renewal is valid for a period of one year. The validation date should be indicated on the bottom of all consent
forms and information sheets (see attached copy). Approximately one month prior to that time, a single renewal

form should be sent to the OHREB office.

The Tri-Council Policy Statement requires a greater involvement of the OHREB in studies aver the course of their

execution. As well, you must inform the
elsewhere, or of significant new information

Board of adverse avents encountered during the study, here or

which becomes available after the Board review, either of which may

impinge on the ethics of continuing the study. The OHREB wil review the new information to determine if the
protocol should be modified, discontinued, or should continue as originally approved,

r, M.D.,

YQST
Raphae agi

Chairman
Ottawa Hospital Research Ethics Board

Encl.

p

JUN-89-2086 @7: 420M FAX:613 761 5351

ID: U CTC PAGE: @02 R=1mnx
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aa s Research Ethics Board

The Ottawa L Hépital Conseil d'éthique en recherches
Hospital d’Ottawa 798-5555 ext 14146, 14902 or 15072
Fax No. ~ 761-4311

http:/fvww.ohrl.ca/ohreb/

Friday, March 03, 2006

Dr. lan Stiell

-~ The-Ottawa Hospitat=CivicCampus —— ~ =

Ottawa Health Research Institute
Clinical Epidemiology Program, F6
Ottawa, ON

K1Y 4E9

2

Dear Dr. Stiell:
Re: Protocol # 2005375-01H Hypertonic Resuscitation Following Traumatic Injury

Thank you for your letter of February 8, 2006. We have revised our file to show the start date as
April 1, 2006. The revised Protocol dated (11/08/2005) November 8, 2005 and the revised English
and French Information Sheets, version 4, dated February 2, 2006 are approved.

Ethical approval remains in effect until June 6, 2006.

Yours sincerely,Q
;\"a«{\,& N R

Raphael Saginur, M.D.

Chairman

Ottawa Hospital Research Ethics Board
RS/ps

Encl.
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::mlu " To: or. A AfﬂBCk .

) From: Bev-Junnila, ChairRET =~ - _
- tHealth Subject: Hypertonic Resuscitation Following. Traumatic Injury (RET#41.05)
. sniedcyd ormrer Date: January 81 2007 S R

The Thunder Bay Regional ‘Health S-civéhcéé." Centre REThasconducted a review of the research protocol that
is referenced above, and has approved the involvement of human subjects as specified in the pratocol. The
quorum for approval was free from conflict and didipot__involve any member that is associated with this project.

The Thunder Bay Regional Health Sciences Centre Res,"ea_r'chm_Evthics Team Is gulded by the policies and
ethical standards put forth by the Ti-Council Policy Statement: Ethical Gonduct for Research Involving Human

Subjects as well as the ICH Good CllnlcalPrachce T(QCF!)'."gqidelines.

Should your study co_'ntinue for n_j'ore than one year, _.ybu' n‘i‘ﬁst submit a progress report and request a renewal

a minimum of three (3) weeks before the renewal date that is specified below. Please note that approvalfor— - - -t

this study will expire on this date unless the TBRHSC RET is otherwise notified.

If, during the course of your research, thereareanychanges in the approved submission or any new
information that must be considered with respect to the study, these should be brought to the immediate

attention of the Research Ethics Tea
Type of Review e
XI  Reviewed at Full BoardMeetmg—Dec 18.2006 E 7
Reviewed by Chair with rotification to-all Board Members

e of Submission gnd‘VersitV:f'n D'aif’te: i E

Protocol: [ Initia e o
Amendment ~Oct 28,2006

Outcome: [X] Approved - Recewed - [JRevisions Required ] Not Approved

Consent: O Initial
] Revision

T N e

Outcome: [ ] Approved g ElRe_;::eiv:e& [[] Revisions Required  {"] Not Approved

Investigator [ ] Initial
Brochure: * ] Amendment

Outcome: [ Approved  [] Re_céiVed - [ Revisions Required [ Not Approved

Other-Correspondence Nov 15, 2_006 w'i;h'lriforkn_éiion for Cére?roviders
Outcome: [] Approved X Received [ ] Revisions Required [ Not Approved

Annual Reapproval:

7 Mewal Date: ' f o ' o ,
Bt Ymle JAN 0.8 2007
Chair, Thunder Bay Regional Health Sciences Centre RET : Date

FEB-05-2007 B1:48PM  FAX:613 761 5351 . - ID:LW CTC PAGE:PE3  R=10@%
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08/22/2006 09:56 FAX Qo002
£
TUTNDEN Sav Ta: Dr. A, Affleck -
Begional  From: Bev Junnila, Chair RET
~ eqith Subject: Resuscitation Outcomes Consortium Hypertanic Saline Study

v owne Date: June 27, 2008

The Thunder Bay Regional Health Sclenses Centre RET has conducted a raview of the research protocol that
I8 referenced above, and has approved the involvement of human subjects as specified in the protocol, The
Quarum for approval was free from conflict and did not involve any member that is associated with this project,
The Thunder Bay Regional Health Sclences Centre Research Ethics Team Is guided by the policiss and
ethical standards put forh by the Tri-Council Palicy Statement: Ethical Conduet for Research Involving Human
Subjects as well as the ICH Guod Clinical Practice (GCP) guidelines.

If, during the course of yaur research, there are any changes in the approved submission or any new
information that must be considered with respect to the study, these ghould be brought to the imrediate
attention of the Research Ethics Tean). R

Type of Review

X Reviewed at Full Board Meefing-June 19, 2006
Reviewed by Chalr with hotification to all Board Members

've of Bubmlgsion and Versfon Date

k.. Jc0k B Protocol Madification Summary March 20, 2006
Amendment 1170872005 with appendices A-|

Outcome: (X Approved [ Recelved [ Revisians Required [J Not Approveq

Congent: (] Initial , o
Revision - Information Sheet Version 6.1 May 5, 2006

Qutcome: [X] Approved [ Received [J Revisions Required - [_] Not Approved

l.nVestigator [ ] Initial
Brochure: ] Amendment

Outcome: [ ] Appmve.dfﬁ [J Received [J Revisions Required [ Not Appraved

Other- v
Qutcome: [] Appraved ] Received [1 Revisians Required (7] Not Approved

Annual Reapproval:

" ewal Date:
v

N2 ﬁgﬁvwnfvujLﬂtb

3_1'1‘5ir, Thunder Bay Regional Health Sciences Cen'tre RET

August 18/2006
D

ate

. " : -
AUG-22-2006 B6:48AM  FAX:613 761 5351 ID:UW CTC PAGE: P02 R=18
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oreus O To Dr. Andrew Affleck
gional  From: Bev Junnila, Chair RET
. alth subject Hypertonic Resuscitation Following Traumatic Injury (RET #41.05)
~ s seene Date: December 20, 2005
”/The Thunder Bay Regional Health Sciences Centre RET has conducted a review of the research protocol that
is referenced above, and has approved the involvement of human subjects as specified in the protocol. The
quorum for approval was free from conflict and did not involve any member that is associated with this project.

The Thunder Bay Regional Health Sciences Centre R
ethical standards put forth by the Tri-Council Policy St

esearch Ethics Team is guided by the policies and
atement: Ethical Conduct for Research Invalving Human

Subjects as well as the ICH Good Clinical Practice (GCP) guidelines,

Should your study continue for more than one year, you must submit a progress report and request a renewal

a minimum of three (3) weeks before the renewal date t
this study will expire on this date unless the TBRHSC R

hat is specified below. Please note that approval for
ET is otherwise notified.

If, during the course of your research, there are any changes
information that must be considered with res
attention of the Research Ethice Team,

Type_of Review

X Reviewed at Full Board Meeting-October 17, 2005

in the approved submission or any new

pect to the study, these should be brought to the immediate

Reviewed by Chair with notification to all Board Members

Type of Submission and Version Date

Jeol: Initial — September 9, 2005
_ [[] Amendment

Outcome: X} Approved ] Received [[J Revisions Required [] Not Approved

Information; [X] Initia)-Version 3 December 1 9 2005

Sheet: [J Revision

Outcome: [X] Approved [1 Received [ Revisions Required ] Not Approved

Investigator  [X] Initial — Edition 02 2004 June 30

Brochure:  [] Amendment

Outcome: [] Approved X Received

[J Revisions Required [ ] Not Approved

Other-Appendix A,B,G,D,E,F,G,H, Letter December 1, 2005

Outcome: [] Approved X Received

[J Revisions Required [} Not Approved

Annual Reapproval;

Renewal Date; December 2006

Chair, Thunder Bay Regional Health Sciences Centre RET

DEC 20 2005

Date
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THUNDER BAY REGIONAL HEALTH SCIENCES CENTRE WMU’
RESEARCH ETHICS TEAM i M“%Y\J Y

RESEARCH ETHICS AGREEMENT

“—" RESEARCH PROTOCOL TITLE: Hypertonic Resuscitation Following Traumatic Injury

Thunder Bay Regional Health Sciences Centre is limited to the conditions and details outlined within the Protocol
(September 9, 2005), Information Sheet (Version 4, December 19, 2005). '

Approval by the Thunder Bay Regional Health Sciences Centre Research Ethics Team to conduct research at the

| agree to abide to the ethical guidelines and procedures of the Thunder Bay Regional Health Sciences Centre Research
Ethics Team, the Tri-Council Policy Statement and my professional standards. | am aware of my responsibility to be
familiar with these standards. -

agree:

extracted in the way described and approved in the protocol. Confidential information will not be used-for any purpose
other than for the project for which it was provided. The data will be shared only with those individuals fisted who are
working directly on the project. Confidential information will be kept in @ secure physical location to which access is given
only to the individuals' listed. The confidential information disclosed will in no way be used for computer linkage to any
other existing database(s). . :

*That approval from the Research Ethics Team must be granted prior to any departures from this protecol or consent.
The principal investigator assumes full responsibility for.this study as detailed and will notify the Research Ethics Team
should any unexpected results, serious adverse events, or complaints arise. Any néw information leamed about potential
risks must also be communicated (i.e., information conceming risks learned from new publications or from other current
~asgarch projects). _ :

‘There will be notification to the RET should there be any-change in the methodology or status of the research project
during the life of this research.

*To submit a progress report (Annual Reapproval Status Form-Form D) in writing to the REB annually and upon
completion of the research project. : _

‘Annual Approval required by: __ December 2006
Date

The undersigned hereby agrees to these terms:

Ilb | Dpentles”

Signature of the Princigfa¥Investigator . Date

Arece st

Print Name of Principal Investigator

Completed form sent {o;

Mary Jane Kurm, Patient Care Services-Room 2159-2™ L evel
Thunder Bay Regional Health Sciences Centre

980 Oliver Road :

Thunder Bay, ON P7B 6v4

Phone: 684-6422 Fax. 684-5904 e-mail: kurmm@tbh.net

"Individuals identified on Access to Information form

FORME
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PAGE B3
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SEH EMERGENCY

June 15, 2006

0/3254

br. Paul Colglla SIS
HRSRH

41 Ramsey Lake Road
Sudbury, Ontario P3E 511

Dear Dr, Colella;
followlng:

Consgent Form

Yours sincerely,

@nxﬁr% !ﬁ /

Chair

136aM  FAX:613 761 5351 ID:UW CTC

@aon2

Re: Hypertonic Resuscitation Following Traumatic Injury

Enclosed please find the signed appraval form through the
Research Ethic’s committee Expadited Review Process for the

1. Affirmation of Condjtions of Approval - Revised
Information Sheet-and Continued Participation

If you have any questlons, please do not hesitate to contact me.

PAGE: BP2 R=10D%



HOPITAL REGIONAL DE
SUDBURY
REGIONAL HOSPITAL

PRINCIPAL INVESTIGATOR: TO COMPLETE THE TOP PORTION OF THE FORM
Hypertonic Resuscitation Following Traumatic Injury

Check where applicable:

U 1nitial Approval of Protocol Dated:

E."] Origmal Taformed Consent.  Dated:
g

| Revised Informed Consent  Dated:

L) Administrative Changes

{for Approved Reseurch, Investigators Brochusss. )
O Annual Renewsl Dated:
XX Affirmation of Conditions of Approval

Principal Investigator: Dr. Paul Colella Date: May 25, 2006

[FOR USE BY THE EXPEDITED REVIEWER]

Eligibility Criteria include:
[ New research protocel with minimal risk e.g chatts reviews,
L] Review of patient records by hospital pegsonnel or authorized health research partners.
[ Annual renewal of an expedited approved project,
L1 Administrative change in Approved Research Protocols and Investigator’s Brochures
3 Affirmation of “conditions of approval” have been met

Comments of Reviewer

Recommendution of Reviewer:

EApproved
[ Approved with revisions (as attached)
£ Not approved

Reviewer: el i Date: /5 / ¢ ,/ (74

The Research Ethies Comunittes s organized and operates aceording to:
B ICH (International Coufereace) Harnonized Tripartite Guideline: “Good Chinical Practice {GCPY Consolidated
Guideline” and
i) iy Tr-Cowncil Policy Statextient “Bihical Contuct for Research lovolving Huraans”




Vesa/Ub LMY 15:15 FAX 5198 255 21491 ESSEX-KENT BASE o o002

Hotel-Diew Grace Epppital o ' Revised ~ Jan. 2006
Rezesrch Ethics Board _

ANNUAL RENEWAL REQUEST
REB number; 05- JU -003 B
Research project title: Hypei-tnnic Resuscitation Following Traumatic Injury
Principal investigator; Dr. Paunl Bradford |
Please pravide a summary of research activity in the last year,
3. For all sites — with specific refersnce to any adverse events:
There are nine patients in total enrolled to date in the whole ROC Clonsortiom,
No adverse events have been reported to date. -

R ,7M!ﬂ1puﬂmhuﬁgiﬂﬁhﬂmﬂiﬁ@mmﬂyaMm&wmb

There have been six patients enrolled to date, We have outcomes for 4 of these patients,
No sdverse events reported 1o date.

¢. Nnmber of HDGH paf}ﬁcipnnta.'.to;.-.da'te: 6

d. Number of pammpants who havi ﬁ'ithdra,w:l = 0; and why..

Are there ény changes to funding? = o YES[] wNOH
(IF yes, please explain):

4 Is funding adeguate to numr;lete the Project? YES B NO [
Hias the hospital, medical oruther sﬁﬁfeuived funding as YES NO[]
proposed in the financial submission at study coramencement?

Commnent: |
Have all modifications been submitted for appraval? YES §o [

Ts there any concern about this project that the REB showld be ~ YES [] O ]
- aware of (e.z deviatings from protocol)..

Explain;

bmission at study commengement?
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Hotel-Dieu Grace Hospital
Research Ethics Board

Response to Submission
REB number 05-j-008
Full Name of Stady Hypertonic resuscitation following traumatic injury

Principal Investigator ~ Bradiond

2003

Level of Review
——— — Review date 28-Nav-08 - )
RER nieeting Date 28-Mov-08
New/revised documents included .
Protocal Amendment IND 12505 & 1 2506; Hyperonic Resuscitation afer
Trauma: Resuscitation Qutcomes Cansortium; deted Qutober 28, 2006
Status Apgroved
Comments The FDA hes indicated that the shudy may procees snce RER aporava| of the
above amendment is raceived. The amendment I§ approved by this REB. The
study may continua.
Approval expiry date

Chairpetson @(‘” @M—/ Date: ég@c/, Zm;

The REB i3 in cotmplinnce with PDA Regulations CFR Title 21, Parts 50 and 56, ICH Guidelines,
a4d the Canadim Tri-Conncil Policy Statsment: Bthical Conduct forr Research Involving Humans
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‘Hotel-Dieu Grace Hospital
Research Ethics Board

Response to Submission

REB number 05-JU-008
Protocol _ .
Full Name of Study Hypertonic resuscitation following traumatic injury

F, .....pal Investigator Bradford

Level of Review Expedited ) B - )
Review date 05-May-06

REB meeting Date 23-May-06

New/revised documents included ,

Revised consent form dated May 5, 2006

Status Approved
Comments The revised consent form is approved for use in this study.
Approval expiry date

Chdirperson

Q{‘ﬁ;’/ (Dt Ly 7. 200
Date:

This protocol was approved by 4 properly constinited Rescarch Ethics Board and in 2 manner consistent with
X applicable regulations for voling concerning the approval of the stady.

Only Research Ethics Board members considered independent of the investizator(s) ooﬁducﬁng the study
X participated in deliberations or voting conecming the approval of the study.

The REB is in compliance with FDA Regulations CFR Title 21, Parts 50 and 56, [CH Guidclincs,
and the Canadian Tri-Council Policy Statcment: Ethical Conduct for Rescarch Involving Humans




réement for your files,

e anytime if L oan be of assistanice in any way.

Best wishes with your study!
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