Approved Personnel Additional Personnel

(Please stroke out any personnel to be removed) (Please list additional personnel here)

Paige Thompson
David Putman
Heather Broughton
Gillian Bell

Debra Robson

Please stroke out any approved
Biohazards to be removed below

Write additional Biohazards for
approval below, *

i

Approved
Microorganisms
Approved Cells [Primary] (Human): Bone‘fnarrow. umbilical ) o
PP cord blood. (Mouse): Bone marrow. 13@_{& = e, % (0 ‘o MO
L stablished]) (Human): Fibroblasts HS792 \q
((.-) & ©M, skin fibroblast HS707 (B). Ep. (Rodent): o oo QQV\\ AN
DA-MB-231
Approved Use of Human blood (whole) or other pody fluid,
) Unpreserved human organ or tissues: human
Human Source HoRe Tatow!
Material
Approved GMO [Plasmid] - pGIPZ

roved (mice): NOD/SCID, NoD/SCID K-2R null,
App d usc of NoD/SCID/MPSVI & .

Animals N (&P‘\&\ O

Approved Toxin(s)

Tuesday, January 12, 2010
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PLEASE ATTACH A MATERIAL SAFETY DATASHEET OR EQUIVALENT FOR NEW BIQHAZARDS.
WO PLEASE ATTACH A BRIEF DESCRIPTION OF THE WORK THAT EXPLAINS THE BIOHAZARDS USED AND HOW THEY IWILL BE
LSED.

As the principal investigator, I have ensured that all of the personnel named on the form have been
trained. 1 will ensure that this project will follow the Western Biosafety Guidelines and Procedures
Manual for Containment I.evel 1 2 Laboratories (and the Level 3 Facilities Manual for Level 3
projects). I will ensure that UWO faculty, staff and students working in my laboratory have an up-to-
date Hazard Communication Form, found at http://www.wph.uwo.ca.

Signature of Permit Holder: @W W

Classification: 2

Date of Last Biohazardous Agents Registry Form:

Date of Last Modification (if applicable):
BioSafety Officer(s):

Chair, Biohazards Subcommittee:

Tuesday, January 12, 2010 Page 2 of 2



Beta-TC-6 cell line will be used for in vitro analysis: characterization of cell surface
markers and behaviour in cell culture as a control compared to bone marrow and

cord blood derived cell lines.



lof2

Cell Biology

ATCC® Number:

Designations:
Depositors:
Biosadety Eevel:
Shipped:

Medivm & Serum:
Growth Properties:

Organism:

Morphology:

Source:

Cellular Products:

Permits/Forms:

Comments:

Propagation:

http://www.atee.org/ ATCCAdvancedCatalogSearch/ProductDeta...

Price:

CRL-11506™ { Order this Item

Beta-TC-6

CytoTherapeutics, Inc.

2 [Cells contain SV40 viral DNA Sequences |
frozen

Sce Propagation

adherent

Mus musculus, transgenic for SV40 large T antigen (mouse,
transgenic for SV40 large T antigen)

cpithelial

Disease: insulinoma
Cell Type: beta cell;

insulin, glucagon and somatostatin

In addition to the MTA mentioned above, other ATCC and/or
regulatlory permits may be required for the transfer of this
ATCC material. Anyone purchasing ATCC malerial 1s
ultimately responsible for obtaining the permits. Please ¢lick
here for information regarding the specific requirements for
shipment to your location.

The cell line was derived from a pancreatic tumor (insulinoma)

arising in a transgenic mouse.

The mouse carried the pseudogene construct composed of the

SV40 early region controlied by the rat insulin I gene
promotor.
The cells contain abundant insulin and small amounts of

glucagon and somatostatin. They secrete insulin in response to

glucose. [46884]

ATCC complete growth medium: The base medium for this

cell line is ATCC-formulated Dulbecco’'s Modified Eagle's

medium, Catalog No. 30-2002. To make the complete growth

medium, add the following components to the base medium:

heat-inactivated fetal bovine serum to a final concentration of

15%.
Atmosphere: air, 95%; carbon dioxide (CO2), 5%
Temperature: 37.0°C

$349.00

Related
Links ¥
Secarch

Cell
Mierograph
Frequently
Asked
Material
Transfer
Agreement
Support
Related Cell
Products

11/01/10 2:25 PM



http://www.atee.org/ ATCCAdv ancedCatalogSearch/ProductDeta...

Protocol:

Remove and discard culture medium.

2. Briefly rinse the cell layer with 0.25% (w/v) Trypsin-
0.53 mM EDTA solution to remove all traces of serum
that contains trypsin inhibitor.

3. Add 2.0 to 3.0 ml of Trypsin-EDTA solution to flask and
observe cells under an inverted microscope until cell
layer is dispersed (usually within 5 to 15 minutes).

Note: To avoid clumping do not agitate the cells by
hitting or shaking the flask while waiting for the cells to
detach. Cells that are difficult to detach may be placed at
37°C to facilitate dispersal.

4. Add 6.0 to 8.0 ml of complete growth medium and
aspirate cells by gently pipetting.

5. Add appropriate aliquots of the cell suspension (0 new
culture vessels.

6. Incubate cultures at 37°C.

[

Subcultunng:

Subcultivation Ratio: A subcultivation ratio of 1:3 to 1:4 is
recommended

Freeze medium: Complete growth medium supplemented with
Preservation: 5% (viv) DMSO
Storage temperature: liquid nitrogen vapor phase
Recommended medium (without the additional supplements or
serum described under ATCC Medium): ATCC 3G 2002

46126: Laurance ME, et al. Glucose responsive insulin
secreting beta-cell lines and method for producing same. US
Patent 5,773,255 dated Jun 30 1998

46884: Poitout V, et al. Morphological and functional
characterization of beta TC-6 cells--an insulin-secreting cell
line derived from transgenic mice. Diabetes 44: 306-313, 1995.
PubMed: 7233732

46885: Poitout V, et al. Insulin-secreting cell lines:
classification, characteristics and potential applications.
Diabetes Metab. 22: 7-14, 1996. PubMed: 8697299

Related Products:

References:

Return to Top
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Ron Noseworthy

From: David Hess [dhess@robarts.ca]
Sent: January 12, 2010 1:52 PM

To: Ron Noseworthy

Subject: Re: Biochazard Modification

Absolutely Ron, these cell lines will not be infected with retrovirus or lentivirus vectors.
Dave Hess

>Hi Dr. Hess,

>

>Can you confirm that the cells on your most recent modification:
>HS707(B) and Beta-TC-6 will not be infected with Retro or lentivral
>vectors?

>

>Thanks

>

>Ron

>Ron Noseworthy MCIC CRSP

>Manager, Occupational Health and Safety Robarts Research Institute UWO,
>Schulich School of Medicine and Dentistry 100 Perth Drive, P.O. Box
>5015 London, Ontario N6A SK8

>Phone: 519-663-5777 ext. 24125

>Fax: 519-931-5267

>

David A. Hess PhD

Assistant Professor, Department of Physiology and Pharmacology University of Western Ontario Scientist,
Vascular Biology Group Krembil Centre for Stem Cell Biology Robarts Research Institute PO Box 5015,
100 Perth Drive, Room E4-19 London, Ontario, Canada, N6A 5K8

Office: 519-663-5777 ext. 24152

Lab: 519-663-5777 ext. 24415

Fax: 519-663-3789

email: dhess(@robarts.ca



THE UNIVERSITY OF WESTERN ONTARIO
AIOHAZARDOUS AGENTS REGISTRY FORM
Approved Blohazards Subcommittee: September 25, 2009
Biosafety Website: www.uwo.ca/lhumanresources/blosafety/

This form must be completed by each Principal Investigator holding a grant administered by the University of
Western Ontario or in charge of a laboratory/facility where the use of Level 1, 2 or 3 biohazardous agents is
described in the laboratary or animal work proposed. The form must also be compieted if any work is proposed
involving anirals carrying zoonotic agents infectious to humans or involving plants, fungi, or insacts that require
Pubiic Health Agency of Canada (PHAC) or Canadian Foad Inspection Agency (CFIA) permits,

This form must be updated at least every 3 years or when there are changes to the biohazards being used.

Containment Levels will be established in accordance with Labaoratory Biosafety Guidelines, 3rd edition, 2004,
Public Heaith Agency of Canada {PHAC) or Containment Standards for Veterinary Facilities, 1** edition 1998,

Canadian Food Inspection Agency (CFIA).

Completad forms are 1o be returned to Occupationai Health and Safety, (OHS), (Support Services Building,
Room 4190) for distribution to the Biohazard Subcommittes. For questions regarding this form, please contact
the Biosafety Officer at extension 81135 or biosafety@uwo.ca. If there are ¢hanges to the information on this
form (excluding grant titte and funding agencies), contact Occupational Health and Safety for a modification form.
See website: www.uwo. ca/humanrescurces/biosafety

PRINCIPAL INVESTIGATOR Dowid, Hecs

SIGNATURE [ S e _1
DEPARTMENT O0a(FS hesearch o Elode/tha c,}o]um;/ﬂm‘rm@/
ADDRESS 6o Vey th L Loadun, Q4 N4 SKYJ ﬁ
PHONE NUMBER 18- GLA - 5TT] Yy 24945

EMERGENCY PHONE NUMBER(S) 3 Y~ Q4L ~430%

EMAIL dheas Qeohait.d )

Location of experimental work to be carried out: Building(s) !\Lo’m‘ ks Room(s) 425 ‘(_2‘/‘/}4

Lolafts Exf etunol
*For work being performed at Institutions affiliated with the University of Western Ontario, the Safety E)fﬁcé'f for fattyy
the Institution where experiments will take place must sign the form prior to its being sent to the University of
Western Ontario Biosafety Officer (See Section 12.0, Approvals).

3'(.’70’1_ 5 FQ{‘m.’n 4-.\5“\ T !‘ g (]| Dg‘{L‘“;'.;'E 'r]:(’h e Gd( lrh
f\Pcf'N?(llfv'}C Flr" V) r"o'J.” Uui"if Lonl, Hﬂpy @é?‘d’q ! ¢ yigr
ol v} no ki H‘J At o ,’\A Ei}[l‘ﬂ Cla it { o] g{'g}l"{‘: Fhot m:y;[:n{— ¢ lrgac bignul Yusouior f&jf}'?t‘fcll(o

GRANT TITLE(S): > 'y

FUNDINGAGENCYIAGENCIES: CLAR ., /ﬂrn\uAlq_n Hourd and Shigke Four\C‘QHa "\

PLEASE ATTACH A BRIEF DESCRIPTION OF YOUR WORK THAT EXPLAINS THE BIOHAZARDS USED
AND HOW THEY WILL BE USED. PROJECTS SUBMITTED WITHOUT A SUMMARY WILL NOT BE
REVIEWED. A GRANT SUMMARY PAGE MAYBE ADEQUATE IF IT PROVIDES SUFFICIENT DETAIL

ABOUT EACH BIOHAZARD USED.

Names of all parsannel working under Principal Investigators supervision in this location:

y L’LQ[‘P\ -HI‘L"OY\"’ € Al(l\hn

LLl
e

ehhiv.Robdon v £ hy il

Lﬁq‘ 'rﬁ(‘i'h'_ pse{‘ |~ (“rr\uﬁ{{u [9}544;{»0:!1%{
Qo - Fubna e by il 2 fodyr
) rjﬂ Th[;)rnrQh/\‘Utlglfi‘_rjp!ﬂ{'l &ludent

« DESCRIPTION MUST BE ATTACHED TO THIS FORM CR PROJECT WILL NOT BE REVIEWED*
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PYETEERRE -

1.1 Does your work involve the use of biclogical agents? O YES Q/NO
(including but not limited to bacteria and other microorganisims, viruses, prions, parasites or pathogens of plant or
animal origin)? If no, please proceed to Section 2.0

Do you use microorganisms that require a permit from the CFIA? O YES O NO

if YES, please give the name of the specias.

What is the origin of the microorganism(s)? _

Please describe the risk (if any) of escape and how this will be mitigated:

Please attach the CFIA permit.

Ptease describe any CFIA permit conditions:

1.2 Please complete the table below: i

Name of Isitknown | lsitknown |lsitknown | Maximum Source/ PHAC or

Biological tobe a to be an to be a quantity to Supplier CFIA

agent(s)” human anima zoonotic be cultured Containment
pathogen? | pathogen? | agent? at one time? Level
YES/NO YES/NO YES/NO (in Litres)
O Yes O Yes O Yes 010203
O No O No O No
O Yes O Yes O Yes 010203
O No O No O No
O Yes O Yes OYes 010203
O No O No O No
O Yes O Yes O Yes 010203
O No O No O No

*Please attach a Material Safety Data Sheet or equivalent from the supplier.

2.0 Cell Cuiture

2.1 Does your work involve the use of cell cultures? (A’ES ONO

If no, please proceed to Section 3.0

2.2 Please indicate the type of primary celis (i.e. derived from fresh tissue) that will be grown
tn culture:

Cell Type Is this cell type used | Source of Primary Cell AUS Protocol Number
_ o in your work? Culture Tissue

Human &Yes ONo Hunlg) bone Morte., | Notapplicable

@, oo laeodld
Rodent Yes O No ¢ he TV Lo VR FAvag Fd

| "_"mﬂou‘p on R Mulf(,l{)\ Zoolr 1222 LA

Non-human prirnate O Yes ﬂ,) No
Other (specify) OYes 9’3 No

« DESCRIPTION MUST BE ATTACHED TC THIS FORM OR PROJECT WILL NOT BE REVIEWED*
Page 20f 7



2.3 Please indicate the type of established cells that will be grown in culture in:

Cell Type Is this cell type used | Specific cell line(s)* Supplier / Source
in your work? ,
Human &Yes ONo Funn PRl MRFRGA[< AT T
fuayga Slin F bcbh«.l HS 10/R) e = /'tfr;g
Rodent OYes  @No o N Beeet Cape b6 /‘\M i% - Atcc
Non-human primate | O Yes @ No N
Other (specify) OYes @ No

“Please attach a Material Safety Data Sheet or equivalent from the supplier. (For more information, see

www.atcc.org)

2.4 For above named ceil types(s) indicate PHAC or CFIA containment level required MZ 03

3.0 Use of Human Source Materials

3.1 Does your work invoive the use of human source materials? Q/YES ONO
If no, please proceed to Section 4.0
3.2 Indicate in the table below the Human Source Material to be used,
Human Source Source/Supplier | Is Human Source Name of PHAC or CFIA
Materiai ICompany Name | Materlal Infected Infectious Containment
With An Infectious Agent (If Level (Select
Agent? applicable} | one)
. . YESINO
Human Blood (whote) or ucf otoAoes bufliag #fYes O No ) '
other Body Fluid el 1 - b b, 1@ Tnkoown Jiot AFF ldfe |01 @2 03
Human Blood (fraction) J O Yes  No
or other Body Fluid nknowr? 0t 02 O3
Human Organs or Huron Pont My, L Aol
Tissues (unpreserved) | (v eprtl, |l rﬁﬂﬂf known Nt Kt whle |01 @2 03
Human Organs or ) L .
Tissues (presarved) Not Applicable Not Applicable

4.0 Genetically Modified Organisms and Cell lines

4.1 Will genetic modifications be made to the rnicroorganisms, biological agents, or cells described in Sections
If no, please proceed to Section 5.0

1.0 and 2.07

4.2 Will genetic modification(s) involving plasmids be done?

YES

O NO

GA’ES, complete table below O NO

Bacteria Used for | Plasmid(s) * | Source of Plasmid | Gene Transfected | Describe the change
Cloning * ‘ : s that resilti ‘
No 19 - ?Uu& ved , b‘ P‘-p QF“, Bio* ,}ths < ¢hBaA NVady 5 1 N
l z - ¢ ! 1855
BA}A 0“'“ p 19 3 chitwA  Contm) Pq !“P'cﬁfgh’r?‘ A

* Please atta¢h a Material Data Shaeet or equivalent if available.

* DESCRIPTION MUST BE ATTACHED TO THIS FORM OR PROJECT WII.L. NOT BE REVIEWED*
Page 3 of 7
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4.3 Will genetic maodification(s) involving viral vectors be made? O YES, complete table below @’NO

| Virus Used for Vector(s) ¢ Source of Vector | Gene(s) Dascribe the change
Vector Transduced that results
Construction

* Please attach a Material Safety Data Sheet or equivalent.

4.4 Will genetic sequences from the following be involved?

+ HIV O YES, please specify ONO
+ HKTLV 1 0r 2 or genes from any Level 1 or Level 2 pathogens O YES, specify ONO
+ SV 40 Large T antigen OYES O NO
+ E1Aoncogene OYES O NO
¢+ Known oncogenes O YES, please specify ONO
¢ Other human or animal pathogen and or their toxins O YES, please specify ___ O NO
4.5 Will virus be replication defective? QO YES O NO
4.6 Will virus be infectious to humans or animals? O YES ONO
4.7 Will this be expacted to increase the containment fevel required? OYES ONO

5.0 Human Gene Therapy Trials

5.1 Will human clinical trials be conducted involving a biciogical agent? O YES G/NO
(including but not limited to microorganisms, viruses, prions, parasites or pathogens of plant or animal origin)
If no, please proceed to Section 6.0

5.2 If YES, please specify which biolegical agent wilt be used:
Please aitach a full description of the biological agent.

5,2 Will the biological agent be able to replicate in the host? QYES O NO

5.3 How will the biological agent be administered?

5.4 Please give the Health Care Facility where the clinical trial will be conducted:

5.5 Has human ethics approval been obtained? O YES, number: _______ ONO O PENDING

6.0 Animal Experiments

6.1 Will live animals be used? @/YES ONO If no, ptease proceed to section 7.0

6.2 Name of animal species to be used_ /N2 /2 1 [} A{auguuz -Zﬂa‘ weelly fy';)l)/é(,lol,ﬂ PSVH
6.3 AUS protocol #___A00 (26 12 and 200G -

6.4 Will any of the agents listed in section 4.0 be used in live animais O YES, specify: ____ | %O

6.5 Will the agent(s) be shed by the animal: OYES @/NO, please justify:

* DESCRIPTION MUSY BE ATTACHED TO THIS FORM OR PROJECT WILL NOT BE REVIEWED*
Page 4 of 7
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7.1 Will any of the following animals or their organs, tissuas, lavages or other body fluids including blood be
used?

+ Pound source dogs O YES @/NO
+ Pound source cats O YES dNO
+ Cattle, sheep or goats O YES ZNO
+ Non-human primates O YES, please specify species O}VNO
+ Wild caught animals O YES, please specify species & colony # _ @fNO
+ Birds O YES o/NO
+ Others {wild or domestic) O YES, please specify PNO

8.0 Biological Toxins
8.1 Will toxins of biological origin be used? Q YES G%\!O If no, please proceed to Section 9.0

8.2 If YES, please name the toxin(s)
Please attach information, such as a Matarial Safety Data Sheet, for the toxin(s) used.

8.3 Whatis the L.Ds (specify species) of the toxin

8.4 How much of the toxin is handled at one time™?

8.5 How much of the toxin is stored*?

8.6 Will any biological toxins be used in live animals? O YES, Please provide detais: O NO

*For information on biosecurity requiremants, please see:
hitp //www.uwo.ca/humanresources/docandform/docs/healthandsafety/biosafety/Biosecurity_Requirements.pdf

9.0 Insects Requiring CFIA Permits

9.1 Do you use insects that require a permit from the CFIA? O YES (D/NO
If no, piease proceed to Section 10.0

9.2 If YES, please give the name of the species.

9.3 What is the origin of the insect? ___

9.4 What is the life stage of the insect?

9.5 What is your intention? O Initiate and maintain colony, give location:
Q "One-time" use, give location:

e e i

9.6 Please describe the risk (if any) of @scape and how this will be mitigated:

9.7 Please attach the CFIA permit.

9.8 Pleasa describe any CFIA permit conditions:

*DESCRIPTION MUST BE ATTACHED TO THIS FORM OR PROJECT WILL NOT BE REVIEWED*
Page 5 of 7



10.0 Plants Requlring CFIA Permits

10.1 Do you use plants that require a permit from the CFIA? QO YES @40
If no, please procesd ta Section 11.0

10,2 If YES, please give the name of the species.

10.3  What is the origin of the plant?

10.4 What is the form of the plant {seed, seedling, plant, tree...)?

10.5 Whalt is your intention? O Grow and maintain a crop O “One-time" use

10.6 Do you do any modifications to the plant? O YES ONO
If yes, please describe:

10.7 Please describe the risk (if any) of loss of the material from the lab and how this will be mitigated:

10.8 Is the CFIA permit attached? O YES ONO
If NO, please forward the permit lo he Biosafety Officer when available.

10.9 Please describe any CFIA parmit conditions:

11.0 Import Requirements

11.1 Will any of the above agents be imported? O YES.&I{ase give country of arigin
N

If no, please proceed to Section 12.0 0
11.2 Has an Import Permit been obtained from HC for human pathogens? QO YES ONO
11.3 Has an import permit been obtained from CFIA for animal or plant pathogens? O YES ONO
11.4 Has the import permit been sent to OHS? O YES, please provide permit # O NO

12.0 Training Requiremants for Personnel Named on Form

Alt personnel namad on the above form who will be using any of the above named agents are required to attend
the following training courses given by OHS:

¢+ Biosafely

¢ Laboratory and Environmental/Waste Management Safety

+ WHMIS (Western or equivalent)

+ Employee Health and Safety Orientation

As the Principal Investigator, | have ensured that al! of the personnel named on the form who will be using any of -
the bichazardous aflents in Sections 1.0 to 9.0 have been trained.

SIGNATURE | AMQL[L@[:M&_,/

» DESCRIPTION MUST BE ATTACHED TO THIS FORM OR PROJECT WILL NOT BE REVIEWED*
Page 6 of 7




13.0 Containment Levels

11.1 For the work described in sections 1.0 to 9.0, please indicate the highest /
HC or CFIA Containmant Level required, 01 Z O3

13.2 Has the facility been certifigd by OHS for this level of containment?
YES, permit # if on-campus_Dip -/ 204 — OO 37
O NO, please certify
O NOT REQUIRED for Level 1 containment

14.0 Procedures to be Followed

14.1 As the Principal Investigator, | will ensure that this project will follow the Western Biosafety Guidelines and
Procedures Manual for Containment Level 1 & 2 Laboratories (and the Level 3 Facilities Manual for Level 3
projects). | will ensure that UWO faculty, staff and students working in my laboratory have an up-to-date Hazard
Communication Form, found at hitp://www.wph.uwo.ca/

SIGNATURE [/’b,&gﬂf{ ﬂzjvb)@/ Date:__ﬂwﬂm‘ﬂ,ﬂ.p !'? 2009

14,2 Please describe additional risk reduction measures will be taken beyond containment level 1, 2, or 3
measures, that are unigue to this agent.

14.3 Please outline what will be done if there is an exposure to the biohazards listed,
such as a needlestick injury:

15.0 Approvals

UWO Biohazard Subcommittee: oIGNAT URE! "é/L/L' {( -'/ch—k/#

Safety Officer for Institution where experiments will take place: ~ SIGNATU
Date:

Safety Officer for University of Western Ontario (if different from above). SIGNATURE: __Q/ }IZM/LW
Date:_AJoY 2.3 18049

Approval Number: {10 - (Lf‘\ - UU}F'( Expiry Date (3 years from Approval): VIV 23, dolz

Special Conditions of Approval:

*DESCRIPTION MUST BE ATTACHED TO THIS FORM OR PROJECT WILL NOT BE REVIEWED*
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-------- Original Message --------
Subject:Fw: Fwd: Re: pGIPZ plasmid
Date:Mon, 23 Nov 2009 08:29:41 -0500
From:Ron Noseworthy <rnoseworthy@robarts.ca>
To:jstanle2@uwo.ca

Hi Jennifer
Here the response from Dr. Hess regarding the plasmid.

Ron

This message is intended only for the individual or entity to which it is addressed and
may contain information that is privileged, confidential and exempt from disclosure
under applicable law. If you are not the intended recipient, any dissemination,
distribution or copying of this communication is prohibited. If you have received this
communication in error, please notify the sender and delete the original. Thauk you.

----- Original Message -----

From: David Hess <dhess(@robarts.ca>
To: Ron Noseworthy

Sent: Sun Nov 22 10:48:51 2009
Subject: Fwd: Re: pGIPZ plasmid

Hi Ron,

Please find below Lynne Postovil's response to our inquiry aboout the
pZGIP plasmid system she uses in her lab for the Nodal shRNA
knockdown.

Please let me know if this is sufficient for the Biohazzard Committee.
Thanks
David

>Date: Fri, 20 Nov 2009 16:28:59 -0500

>From: "Lynne Postovit" <Lynne.Postovit@schulich.uwo.ca>
>To: "David Hess" <dhess@robarts.ca>

>Subject: Re: pGIPZ plasmid

>

>Hey Dave:

>

>We did not use a lentiviral transduction. We simply use the
>plasmid. The cells were transfected via traditional methods with
>arrestin.

>

>Thanks!
Y

>|ynne



>

>Lynne-Marie Postovit, PhD

>Assistant Professcr

>438 Medical Science Building

>Dept. of Anatomy & Cell Biology

>The Schulich School of Medicine

>University of Western Ontario

>London, Ontario

>Canada N6A SC1

>Phone: (519) 661-2111 x 80524

>Fax: (319) 661-3936

>

>

>>>> David Hess <dhess@robarts.ca> 11/20/2009 2:54 PM >>>
>Hi Lynne,

>

>Our Biohazzard renewal was reviewed today by the committee and [ have
>been asked to provide more information on the pGIPZ vector that you
>use to transfect the shRNA int6o the MDA-231 cells,

>

>They are concerned that this is a lentiviral transduction vector
>which would push our biohazzard level to the intrepid level 2--. 1
>told our biohazzard representative that this is not a lentiviral
>transduction and just the pGIPZ plasmid is used. However he needs
>this in writing.

>

>Can you send me a short email explaining how you use the pG[PZ vector
>with these cells and state clearly that you in no way use a full
>lentiviral transduction?

>

>I will forward this email to Ron and we will be all cleared.

>

>Thanks

>

>Dave

>

>PS. Me and my grad student Dave are going to the grad club now. It
>would be great if you could join us! See you there!

Fam

»>David A. Hess PhD

>

>Assistant Professor, Department of Physiology and Pharmacology
>University of Western Ontario

>Scientist, Vascular Biology Group



Formation of a regenerative niche for the endogenous recovery of beta-cell function.

Background. Due to an extreme shortage donor islet tissue available for transplantation via the
Edmonton protocol, alternale strategics to support the expansion of insulin-secreting beta-cells are
continually sought. However, in the context of regenerative therapies for diabetes the contributions of
transplanted stem cells are not limited to direct replacement of damaged cells. We have previously
established that transplanted bone marrow cells recruit to damaged islets, induce proliferation (n
recipient beta-cells, and enhance nsulin secretion and glycemic control via the regeneration of
endogenous beta-cell Tunction. However, the essential cellular players and paracrine growth factors
that form a regenerative niche for endogenots beta-cell recovery remains largely unidentified,

Bone marcow (BM) and umbilical cord bleod (UCB) contain several primitive cell types that
demonstrate regenerative potential after transplantation. However, reliable purification of these rare
regencrative progenitors has proven inetficient. We have established unique stem cell isolation
procedures using high aldehyde dehydrogenase (ALDH) activity in combination with primitive cell
surface markers to sclect highly-purified hematopoietic, endothelial, and hematopoietic progenitor
celts from human BM. On the basis of ALDH-activity we have identified highly-purified human cells
that reduce hyperglycemia after transplantation into novel immune-deficicut murine recipients.
Investigation of the following specific aims will identify human cell lineages that form a “regenerative
niche™ in the murine pancreas, and will identify conserved paracrine-signaling molecules that mediate
the endogenous recovery of beta-cell function.

Specific Aims. (1) To establish human hematopoictic, endothelial, and mesenchymal progenitor
cell expansion in vitro. ALDH-puritied cells trom human BM and UCB will establish mesenchymal,
endothelial, and hemalopoietic expansion culiures and progenitor differentiation will be characterized.
(2) Yo identify paracrine factors seereted by human ALDH" mesenchymal, endothelial, or
hematopoictic progenitors that augment beta-cell proliferation and insulin production in vitro.
Putative regenerative progenitor subtypes will be compared for the production of developmental,
endocrine, and inflammatory mediators. Co-culture of progenitors with isolated murine islets will
document paracrine induction ot beta-cell proliferation ov insulin production ién vitro.

(3) To determine which human progenitor lineage(s) are recruited to the pancreas and to identify
paracrine factors that mediate the recovery of beta-cell function in vive, We will transplant ALDH-
putificd progenitor cells, or lincage-restricted expanded progeny (dim /) to assess the ability of distinct
human progenitor cells to induce beta-cell regencration. Donor cell recruitment to peri-islet regions,
endogenous beta-cell proliferation and insulin production, and recovery from hyperglycemia will be
assessed in streptozotocin-treated NOD/SCID [L-2Ry null or NOD/SCID/MPSVII mice, novel models
for the sensitive detection of transplanted human cells in situ. Engratted cells will be reacquired by
FACS and compared for the production of developmental, endocrine, and inflammatory mediators that
impact the regencration of beta-celi function in vivo.

(4) To modulate the regenerative niche and augment recovery of beta-cell function. Human
mesenchyvmal progenitor eefls will be engincered by retroviral transduction or siRNA technologies to
over- or under-express key mediators of beta cell regeneration (such as GLP-1 or HGF), in order to
augment the recovery of beta-cell function after transplantation in vivo,

Hypotheses. (1) Transplanted inyeloid progeny of hematapoietic CFC will recruit to peri-islet regions
and initiale endogenous beta-cell regeneration via paracrine mechanisms. (2) Peri-islet secretion of
developmental and endoerine-acting cytokines will induce beta-cetl proliferation, increase insulin



production. and accelerate the recovery from  hyperglycemia. (3) Co-delivery of supportive
mesenchymal-stromal cells will reduce tocal inflammation and enhance survival of regenerating islets.

Relevance. We will identify the cellular constituents and paracrine pathways that support endogenous
beta-cei! regeneration. These studies will provide pre-clinical justitication for the development of
novel cellular therapics to regenerate functional beta cell mass during the treatment of diabetes.



Cellular progenitors and molecular mediators of functional vascular regeneration.

Rationale

Rapid revascularization of diseased or ischemic organs is critical to all regencrative processes, allowing the
delivery ol circulating cells that formulate a regenerative niche. We have previously established that transplanted
human bone marrow (BM) stem eclls induce functional revascularization in imnwune deficient mice with critical
limb ischemia {Capoccia et al, (2009} Blood). Transplanted puritied progeniter cells with hematapoietic and
mesenchymal phenatypes cngrafled w ischemic regions, and induced mouse capillary formation and recovery of
perfusuion. This concept termed stem cell-mediated vascular regeneration has emerged as a central process
during tissue repair afler inpury.

Background

Human BM and umbilical ¢ord blood represent easily procured sources of progenitor cells from hematopoietic,
endothelial, and mesenchymal stromal lineages that potentially modulate angiogenesis, Using high aldehyde
dehydrogenase (ALDH) activity, an enzyme involved in the protection of cells from oxidative insult, we have
identificd a novel population of mixed-lineage progenitor cells based on a conserved stem cell function. High
ALDI-aclivity isolates hematopoietic progenitor cells that reconstilule human hematopoiests in immune-
deficient mice. High ALDH-expression also enciched for expandable colony forming cells with endothelial and
mesenchywal functions, rare regenerative cell types difficult to procure using typical stem cell surface markers.
Intravenously transplanted ALD H" cells exhibit widespread tissue infiltration by non-hematopoietic cells, home
efficiently ischemic tissues, and augment the endogenous revascularization of ischemic muscle tissue. Thus, cel
selection using high ALDH-activity isolates multiple expandable progenitor lineages that potentially direct
vessel formation through conserved paracrine mechanisms, The specific progenitor lineages recruited to
ischemic arcas, the molecules seereted by regenerative cells, and the signaling patinvays engaged in responding
enclothelial cotlls (EC) are crrvently wknenen,

llypotheses

(1) FHypoxia-expanded progenitor cells of distinet lineages will secrete pro-angiogenic cytokines that
promaote vascular FC survival, proliferation, and tubule formation in vitro.

) Transplanted vrogenitors cells will recruit to ischemic regions and generate a pro-angiogenic
microenviromment fo potentiate endogenous revascularization i vivo.

{3) Mesenchymal progenitor cells will act as pericyles to organize blood vessel assembly and stabilize
perfused neovessels through the local seeretion of pro-angiogenic cytokines.

Objectives

)] To characterize the hematopoictic, endothelial, and mesenchymal progenitor functions of expanded
under normoxic versus hypoxic culture.

(2) To characterize molecules secreted by human hematopoietic, endothelial, or mesenchymal progenitor
cells that support EC survival. proliferation, and tubule formation in vitro.

(3) To document the engrafiment of transpianted cells in the ischemic region, and to characterize the
purificd progenitor cells blood vessel assembly in vivo.

{4) To characlerize the molecular pathways that blood vessel tormation in vivo.

Relevance

Using unique i vifro co-culture systems and progenitor cell transplantation info novel immune-deficient mice
with lissue ischemia, we will identily human cells that augment blood vessel formation, and functionally
characterize moleeular pathways that co-ordinate endogenous vascular regeneralion. We propose that the celiular
mechanisis that govern vascular repair in ischemic muscle will be conserved in other tissues such as damaged
myocardium afler infarct, or neural tissue alter stroke. Ultimately, this researeh will contribute fo the
development of novel drug and/or colfidar therapies to ireat ischemic tissue dysfunction in patients with
dinbetes, heart discase, and stroke.
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Befora submitting an order you will be asked to read and accept the tarms and conditions of ATCC's Matecial Transfer Agreement or, in
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Customers in Euiope, Australia, Canada, China, Hong Kong, India, Japan, Korea, Macay, Mexico, New Zealand, Singapore, and Taiwan,
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Cell Biology

ATCE® Number:
Designations:

Biosatety Leval:
Shipped:

Madium B Seruwm:
Growth Properties:
Organlsm:
Morphology:

Sourcs:

Parmlts/Forms:

Cytogonetic Analysis:

Age:
Gender:
Ethnicity:

Comments:

Propapgatfon:

Prnt this Page

CRL-7522" 7 Order this [tem Price:  $417.00

Hs 792(C).M Related Links »

L HNERI Entreg Search

frozen Make a Deposit

See Propagation frequentiy Asked Questions

adherent Materiz] Transfer Agcgement

Homo sapiens (human) Jechnisal Support

fibroblast Related Cell Culture Products

Tissue: muscle; connective and soft tissue

Disease: normal

Cell Type: fibroblast

In addition to the MJA mentioned above, other ATCC and/or fequlatory
permits may be required for the transfer of this ATCC matesial. Anyone
purchasing ATCC material is uvitimately respongible for obtaining the
permits. Please ¢lick _pere for information regarding the specific
requirements for shipment to your lacation.

modal number = 46; range = 41 to 46

29 years
ferale
Caucasian

Part of the NBL Call Ling Collection. This cell line is neither produced nor
fully characterized by ATCC . We do not guarantee that it will maintain a
specific morphology, purity, or any other property upon passage.

Please see the NBL Repository description.

ATCC complete growth medium: The base medium for this cell line is
ATCC-formulated  Dulbecco's Modified Eagle’'s Medium, Cataleg No.
30-2002. To make the complete growth medium, add the following
compenents to the base medium: fetal bovine serum to a final
cencentration of 10%.

Atmosphere; air, 95%; carbon dioxide (C0O2), 5%

Temperature: 37.0°C

FIA21G9 4:33 PM
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Subculturing:

Preservation:

Refated Products:

Notices and Disclaimers

Protocol:

1. Rernove and discard culture medium.

2. Briefly rinse the cell fayer with 0.25% (w/v) Trypsin- 0.53 mHM
EDTA soiation te remove all traces of serum that contains trypsin
inhibitor,

3. Add 2.0 to 3.0 ml of Trypsin-EOTA soiution to flask and cbserve
cells under an inverted mitroscope untd cell layer is dispersed
{usually within 5 to 15 minutes),

Nota: Te avoid clumping do not agitate the cells by hitting or
shaking the flask white waiting far the cells to detach. Cells that
are difficulk to detach may be placed at 37°C to facilitate disparsal.

4. Add 6.0 to B.0 m! of commplete growth mediunt and aspirate cells by
gently pipetling.

5. Add appropriate anquots of the cell suspension to new cullure
vesgsals,

6. Incubate cuftures at 37°C.

Subcultivation Ratlo: A subculbivation ratio of 1:2 to L3 is
recommended

Meadium Renewal! Every 2 to 3 days

Fraeze medium: Complete growth medium suppiemented with 5% (v/v)
DMSO

Storaga temperature: Iquid nitrogen vapor phase

Recommended mwedwm (without the additional suppiements or serum
dascribed under ATCC Medium):ATCC 30,2002

derived from same individual:ATCC CRL-7520

racornmended serum:AYCC 30 2020

derwved frem same ingividual: ATCC CRL-7521

derwved from same individual: ATCC CRL- 7522

Return to Tep

ATCC products are Intended for laboratory research purposes only, unless noted otherwise, They are not intended for use in humans.

While ATCC uses reasanable efforts to include accurate and up-to-date information on this site, ATCC makes no warranties or
representations as to its accuracy. Citatiens from scientific literature and patents are provided for informational purposes only. ATCC does
not warrant that such information has been confirmed to be accurate.

Al prices are listed in U.S. doltars and are subject to change without notice, A discount off the current List price will be applied to most
cultures for nonprofit institutions in the United States. Cultures that are ordered as test tupes or flasks will carry an additionat laboratory

fee. Feas for parmits, shipping, and nandhng may apply.
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Presarvation: culture medium 95%; DMSO, 5%

Related Products: Recommended medium (without the additional supplements or serum
describad under ATCC Medium I ATCC 302002
recormmended serum ATCC 38-1020
Return te.Top

Natices and Disclaimers

ATCC products are intended for laboratory research purposes only, unless nated otherwise. They are nat intended for use 1In humans.

While ATCC uses reasonable efforts to include accurate and up-ta-date informatian on this site, ATCC makes no warranties or
representations as to its accuracy. Citatrons frorm scientific literature and patents are prowded for informational purposes only. ATCC does
not warrant that such infarmation has been confirmed to be accurate.

Aif prices are Iisted in U.5. dollars and are subject 1o change without notice. A discount off the cumrent list price will be applied to most
cultures for nonprofit institutions in the United States. Cultures that are ordered as test tubes or flasks will carry an additional (aboratory

fee. Fees for permuts, shipping, and handling may apply.
Back to my Search

Login - 1o cuslommize your ATCC web expenence: Cragle a Prolile

Sate Search

o

Home | Site Map | FAQ | Btivacy Policy | Careers | Contact Us © 2009 ATCC. Ad R ghis Reserved.
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Product Description

Before submitting an order you will be asked to read and accept the terms and canditions of ATCC's Material Transfer Agreement of, in
certain cases, 2a MTA specified by the depositing institution.
Customers in EBurope, Australia, Canada, China, Hong Kong, India, Japan, Korea, Macau, Maxico, New Zealand, Singapore, and Taiwan,
R.0.C. must contact a local distributer for pricing information and to place an ordar for ATCC cultures and products.

Cefl Biotogy

ATCC® Number:

Designations:

Bigsafely Level:
Shipped:

Medium & Serum:

Growth Properties:

Organism:
Horphology:

Source:

Permits/Forms:

Cytogenetic Analysls:

Age:
Gender!
Ethnicity:

Comments:

Prapagation!

Subculturing:

[ of 2

CRL-7449™

! Order :hus Item ‘ Price:

Hs 707(8).Ep
1

frozen

See Propagation
adherent

Homo sapieas (human)
fibrablast

Organ: skin

Tissue: epidermis

Disease: normal

In addition to the MTA mentioned above, ather ATCC and/or requlatory
permits may be required for the transfer of this ATCC material. Anyene
purchasing ATCC material is ultimately responsible for obtaining the
permits. Please (iick here for information regarding the S$pecific
requirements for shipment to your location,

modal number = 46; range = 45 to 46

13 years
male
Caucaslan

The line was established from apparently nermal skin tissue from a patient
who had osteogenic sarcoma.

Park of tha MNBL Cell Line Collection. This cell Iine is neither produced nor
fully charactarized by ATCC . We do not guarantee that it wil maintain a
specific morphology, purity, or any other property upen passage.

Please see the NBL Rapository description,

ATCC complete growth medium: The base mediam for this cell line is
ATCC-formulated Dulbecco's Modified Eagle's Medium, Catalog No.
30-2002. To make the complete growth medium, adg the following
componeénts to the Dbese medium: fetal bovine serum to a final
concentration of 10%.
Temparature: 37.0°C
Subcultivation Ratio:
récommended

Medium Renewal: Every 2 to 3 days

Remove medium, and rinse with 0.25% trypsin, 0.03% EDTA solution.
Remove the solution and add an additional 1 to 2 ml of Lrypsin-EDTA
solution. Allew the flask to sit at room temperature (or at 37C) until the
cells detach.

Add Tresh culture medium, aspirate and dispense into new culture fasks.

A subcuitivation ratio of 1:2 to L4 is

Puin{ this Page

$417.00

Related Links »

HCBI Entreg Search

Ma 54
Erequently Asked Questions
Material Transfer Aqreement
Techoical Sugoort

Refated Cell Gulture Products

11412409 4:35 PM



Praservation: cuiture medium 95%; DMSO, 5%

Related Products: Recommended medwm (without the additional supplements or serum
dascribed under ATCC Medium}:ATCC 30- 2002
recommended serumiATCC 30-2020

Notices and Disclaimers

ATCC products are intended for laboratory research purposes anly, ualess noted otherwise. They are not intended for use 1A humans.

While ATCC uses reasonabie efforts to include accurate and up-to-date information on this site, ATCC makes no warranties or
representations as to its accuracy. Citations from seieatific literature and patents are provided for informaticnal purposes only. ATCC dosgs

not warrant that such information has been confirmed to be accurate.

ara istad in U.S. dollars and are subject to change without notice. A discount off the cument list price will be applied te most

All prices
ordered as test tuhes or fasks will carry an additional faboratory

cultures for nonprafit institutions in the United States. Cultures that are
fee. Fees for permits, shipping, and handling may apply.

Back to my Seareh

Log - o customize your ATCC web exponence: Creale i frofie

Site Search

Home | Site Map | FAQ | Brivacy.policy | Cargers | Contactus 2003 ATCC. AllRghts Reserved.
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Product Description

Before submitting an order you will be asked to read and accept the terms and conditions of ATCC's Material Trapsfer Aqreement or, in
certain cases, a MTA specified by the depositing institution,
Customers in Europe, Australia, Canada, Chins, Hong Koeng, india, Japan, Xorga, Macau, Mexico, New Zealand, Singapore, and Taiwan,
R.O.C. must contact a local distributor for pricing informatien and te place an order for ATCC cujtures and progucts.

Cell Biology

ATcc® Number:
Dasignations:

Depositors:
Biosafety Level;
Shipped:

Medium & Seruny:
Growth Properties:
Organism:

Morphology:

Source:

Parmits/Forms:

Applications:
Receptors:
Tumorigenic:

DNA Proflle (STR):

Cytogenetic Analysis:

cof 3

HTB-26™ - Ouder this item
MOA-MB-231

Price:

R Cailleau
1
frozen
Pr ation
adherant
Homao sapiens (human)

epithelial

Sugp g

Organ: mammary gland; breast

Disease:; adenocarcinoma

Derived from metastatic sita: pleural effusion

Cetl Type: epithatial

In addition to ihe MIA mentioned above, other ATCC and/or regylalory
germits may be required for the transfer of this ATCC material. Aayone
purchasing ATCC material is ultimately responsible for obtaining the
permits. Please glick hereg for infermation regarding the specific
requirements for shipment to your location.

transfection host (Nycleofection technglogy from Lonza

Roche FUGENE® Transfection Reagents)

epidermal growth factor (EGF), expressed

transforming growth factor alpha (TGF alpha), expressed

Yos

Amelagenin: X

CSFIPO; 12,13

D13S317: 13

D165539: 12

D55818: 12

D75820: 8,9

THOi: 7,9.3

TPOX: 8,9

vWA: 15,18

The cell line is aneuploid female {modal number = 64, range = 52 to 68),
with chromopsome counts in the near-triploid range. Normal chromosomes
N8 and Ni5 were absent. Eleven stable rearranged marker chromesomes
are noted as well as unassignable chromosomes in addition to the majority
of autasomes that are trisomic. Many of the marker chromosomes are
identical to those shown in the karyotype reported by K.L. Satya-Prakash,
et al.

Print this Pagg

$256.00
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Isceniymes;

Aga:
Gender:
Ethnicity:
Comments:

Propagation:

Subculturing:

Presarvation:

Related Products:

PGM1, 1-2
PGM3, 1
51 years adult

female
Caucasian
The calls express the WNT7B oncogene (PubMed: B168088].

ATCC complete growth medium: The base medium for this cel line is
ATCC-formutated teibovitz's L-15 Medium, Catalog No. 30-2008. To make
the complete growth medium, add the following components to the base
medium: fetal boving serum to a finai concentration of 10%.
Atmosphere: air, 100%

Temperature: 37.0°C

Protocol:

1. Remove and discard culture medium.

2. Briefly rinse the celi layer with 0.25% (w/v) Tiypsin- 0.53 mM
EDTA solution to remove all traces of serum that contains trypsin
inhibitor.

3. Add 2.0 to 3.0 ml of Trypsin-EDTA $olution to flask and observe
ceils under an inverted microscope until cell layer is dispersed
{usually within § o 15 minutes).

Note: To aveoid clumping do not agitate the cells by hitting or
shaking the Rask while waiting for the cells to detach, Ceils that
are difficult to detach may be placed at 37°C to facilitate dispersal.

4. Add 6.0 to 8.0 ml of complete growth medium and aspirate cells by
gently pipetting.

5. Add appropriate atiquots of the cefl suspension to new culture
vessels,

6. Incubate cultures at 372°C without CC2.

subcultivaclon Ratlo: A subcultivation ratio of 1:2 {e 1:4 is
recommended

Medlum Renewal: 2 to 3 times per week

Freeze medium: Complete growth medium supplemented with §% (v/v)
DMSO

Storage temperature: liquid nitrogen vapor phase

purified DNA:ATCC 45518

purified DNA:ATCC 4551%

purified DNA:ATCC HIB-26D

purified RNA:ATCC HTB-26R

recommended serum:ATCC 30-2020

Recommendad mediurn (without the additional supplements or sérum
described under AYCC Medium):ATCC 30-2008

11A12i06 4:31 PM
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ASSURANGES & APPROVAL'S: (10 B cOMPLET D BY GRADUATE STUDENT)

All research propesals involving human and/or animal subjects, bichazardous or radioactive
materials must be approved by a Western ethics, animal-care, or biohazards/radioactive review
committee.

indicate with an X on the chart holow the current status of the approvals required for this praposal.

tf approval has already been granted, an efecironic copy of the approval notice must accompany
this application.

STATUS

| HUMAN SUBJECTS [ No human Approval X Pending To be

ETHICS APPROVAL J subjects ‘ granted sought
Authorization #:

| | 12934

I'}N!MAL SUBJECTS | No animal | Approval X Pending | To be

- APPROVAL subjects : granted ~ ] | sought

i Authorization #: !

, . B | J2008-126-12 ]

! BIOHAZARDOUS No Approval X Pending Tobe
MATERIALS biohazardous Granted o sought
CLEARANCE maierials Authorization #;

BIO-RRI-0028
{ Pending renewal
RADIOACTIVE No T Approval X Pending Tobe

P MATERIALS . radioactive | granted sought

CLEARANCE b materials Authorization # ’
D 2352-RRI-208  k
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Blossafaty Approval Number: BIO-RRI-0029
Expiry Dats: October 23, 2008

July 22, 2008

Deaar Dr. Hass:

Plaagse nota your bicsafety approval number listed above. This number is very useful to you as a
researchr working with bichazarda. It ls a requirement for your resesrch grants, purchaging of
blohazaidinus riaterials and Level 2 inspections.

Resaarch Grande:
e This number ig required information for any research grants involving biohazards. Please provide
this number to Research Sarvices when requested.

Purchasing Materigls:

¢« This number must be Includad on purchase ordars for Level 1 or Lavel 2 biohazards. When you
order blohazardous material, uee tha on-lina purchase ordering system
(. wwo.caffinance/pacple/). In the *Comments to Purchasing” tab, includs your name as the
Rasaarcher and your bicsafety approval number,

Annual ingpactions:
o I you have 2 Lavel 2 Iaboratory oi campus, you are inspected avary year. This is your pamit
HumMbar to allow you to work with Level 2 blohazards.

To maintain your Biosafety Approval, you nead to.

+ Ensure that you update your Biohazardous Agents Registry Form at least every three years, of
vihen thare are changes to the binhazards you are working with,

o Ensure thet the people worldng in your laboratory are trained in Blosafaty.

o Engus $hat your laboratory follows the University of Westermn Ontario Biosafety Guidelines and
Pracedures Manual for Containmant Level 1 & 2 Laboratories.

» For mora information, pleasa 3g4: www uwo.calhumanregources/biosafety.

PMease lot rae know if you hava quastions or comments.

Regsrils,

Jonnifer By

Bionafety Coardinator for Western
Stevensol Lawson Buikding Room 298G
Phone; 519-861-2114 KB1138

Fay: 518-631-3420



Teiephona: (519) 661-3036 Fax; {5195'850-2466‘ Email: ethics@uwo.ca
Wabsite: www.uwo.calresearch/ethics

Use of Human Subjects - Ethics Approval Notice

L
Principal Investigator: Or. DA, Hess
Roview Number; 12034 Revision Number; 1
Rovlew Date: February 28, 2008 Review Level: Expedited

Protocol Titla: Transplantation of human stem cells far the induction of angicgenesis and the
ragenaration of beta-cell function
Dopar tisant and Institution: Vascular Biology, Robarts Research Insfitute

Sponsor: JUVENILE DIABETES RESEARCH FOUNDATION
Ethics Approval Date: February 28, 2008 Expiry Date: QOciober 31, 2008
Documents Raeviowed antd Approved: revised study end date

Documents Recelved for Information:
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This is to notify you that The University of Western Ontario Research Ethics Board for Health Sciences Research Involving Human
Subjects (HSREB) which is organized and operates according to the Tri-Council Policy Statement: Ethical Conduct of Research
Involving Humans and the Health Canada/LCH Good Clinical Practice Practices: Consolidated Guidelines; and the applicable laws
and regulations of Ontario has reviewed and granted approval to the above referenced revision(s) or amendment(s) on the approval
date noted abave. i1 membership of this REB also complies with the membership requirements for REB's as defined in Division 5
of the Food and Daua Regulations,

The ethics approval for this study shall ;emain valid until the expiry date noted above assuming timely and acceptable responses to the
HSREB's periodic: requests for surveillance and monitering information, 1f you require an updated approval notice prior (o that time
you must request it using the UWO Updated Approval Request Form.

During the course of the research, no deviations from, or changes to, the protocal or consent form may be initiated without prior
written approval from the HSREB except when necessary to eliminate immediate hazards to the subject or when the change(s) involve
only logistical or administralive aspecis of the study (e.g. change of monitor, telephone number). Expedited review of miner
change(s) in ongoing studies will be considered. Subjects must receive a copy of the signed information/consend docamentation,

Investigatars must promptly also report to the HSRERB:

a) changus incrrasing the risk to the participant(s) and/or affecting significanily the conduct of the study;

b) all adverse erd unexpected experiences or events that are both serious and unexpected,

¢) 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/consent documentation, and/or recruitment advertiserent, the
newly revised information/cansent documentation, and/or advertisement, must be submitted to this office for approval.

Mombers of the HSREB who are named as investigators in research studies, or declare a conflict of interest, do not participale in
discussion related to, nor vote on, such studies whan they are presented to the HSREB.

/ /WY\ YO e . Chair of HSREB: Or. John W. McDonalg
/ -

/Eélcs Officer to Contact far Further Information

f1Janice Sutherland {;'/{enni far McEwen [0 Grace Kaelly ] Denise Grafion
(jsuther@uwo.ca) (imcewend @uwo ca) {oracs kelly@uwo.ca) (dgraften @uwo.ca}
This is an official document, Please retain the original in your files. cc. ORE File
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