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Approved Personnel

(Please stroke out any person nel to be removed)

Approved
Microorganisms

Approved Cells

Approved Use of
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Material

Approved GMO

Approved use of
Animals

Approved Toxin(s)
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Additional Personnel

Pleasc stroke ovt any approved
Biohazards (o be remuved below

(Please list additional personne) here)

Write ad ditional Biohazards for
approval below, *

E. coli

L

|
|

_ i

Human (establushed) 21T sanes (24PT,
21NT, 21MT-1) mammary aplthelial, breast
cancer lings: MDA MB 231, MDA MB 231
BRMS1, MDA MB 435, MDA MB 435
LB_RMS‘! MDA MB 435 HWAL, MDA MB 468

T [MABA-MEB- B

i | MBA-MB- 231 Br
‘ L~ MY
Mbh MB- az,\ hwe- DZHGILMJ

blood (whole): plagma. Human tissues

=

{unpreserved)! lymph node and splean
EiA (233 VSV cel), pREVITRE, pcDNA3. . ‘ T
pREV-tat-on
mousea 'i
|
|
|
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PLEANE ATTACH A MATEREAL 8AFETY D1 TA SHEET QR EQUTLLLENT FOR NEW BIDHAZARDS.
WP EASE ATTACH A BREEF DESCRIPTION OF YHE S ORRE VHAT X PEAINS THE RIHIHARARDS FSED AND 708 THEY WLl BE
(55D,

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

Signature of Permit Holder: Q"‘V ’1 C/Q'S\

Classification: 2

Date of Last Biohazardous Agents Registry Form: Mar 31, 2009

BioSafety Olficer(s):

Chair, Biohazards Subcommittee:

Tuesday, August 25, 2009 Page 20f 2
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Additional Information of new agents:

MDA-MB-231BR & MDA-MB-231BR-HER2

received from N1H/NCI (shipping information attached)
Pathogen lest results are attached
Flow charts of planned experiments are attached

LN-M2

derived from 2 rounds of lymph node metastases of MDA-MB-468LN cells in
nude mice

will be used as a modcl to stady lymphatic metastasis

RADIL test results are attached

Flow charts of planned experiments are attached

MDA-MB-231-lue-D3H2LN

purchased from Caliper Life Sciences as a model of lymphatic metastasis
(company information is attached)

will be used as a model of experimental and spontaneous lymphatic metastasis
RADIL test results are attached

Flow charts of planned experiments are attached
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Chambers — Flow Chart
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Non-lnvasive imaging of Metastas
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— Melanoma
8 C578I6: media control
8 C57B1S: killed cells control
8 C57B81/6; B16F10LacZ cells
remeve site of injection

8 C5781/6; B16F10LacZ cells
8 day endpoint

8 C57BY8: B16F10LacZ cells
10 day endpoint

8 C57B/6: B16F10LacZ celis
14 day endpoint

1d. Experimental Lymph Node
Metastasis Mode! Development

|
|

1S

Identification of Targets for Intervention.

88 C57B!/6 J

|

12 Nude 1 week post m;ectlon
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be performed using the
most aggressive cell line
. as determined in exp. 1b

5 Nude: 2 weeks postinjection -

12 N de 4 weeks: f)t:s_t—inieétj.dh o :_ .
42 Nude; 5 wesks postijection

.12 Nige: 3 weeks post injection.

595 Nude

Chambers Tuck Lewis MacDonald — Flow Chart
Steps of Breast Cancer Metastas

Experimental Models and

12 Nudel LMZ
12 Nude: M DAMB438

12 Nude: MDA-MB-231 O DIHLN
Nude: MDA-MB-231 Jue-D3HALN:+ FUCCI

| 12:Nude: MDAMB 2311003 HZLN + tdTomato.
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interest. There
total of

288 mice.

- the lymph node
8 Nude : MDA-MB-468LN

8 Nude : MDA-MB-468GFP

Cells are injected directly into

Note: the above experiments will be

will be 3 genes of interesl for a

repeated for each gene of

3¢, Genes of interest in 468-derived
Human Breast Cancer Cells
8 Nude : MDA-MB-46BGFP+gene of interest

[
™
»
P
L

6 Nude : Naive
12.Nude : 21PT cells

Mice are sacrificed for lymph
node harvest to create 3D in
vitro model
12 Nude : 21MT-1 cells (controf)
12 Nude : 21PT +gene of interest
Note: the above experiments will be
repealed for each gene of interest.
There witl be 3 genes of interest for
aach cell line (21PT ceils and 2INT
celis) for a total of 432 mice

|
|t
-

2c. Spontaneous Lymph Node
+.gene of interest 1
8 Nude - MDA-MMB-231
+ gene of interest 1
+ gene of interest 2
8 Nude - MDA-MB-231
+ gene of interest 2

Metastasis Model Development
8 Nude - MDA-MB-231-luc-D3H2LN

| 8 wNude - MDA-MB-231-luc-D3H2LN
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Subject Her2 cells

Erom “Bronder, Julie (NIH/NCI)" <bronder@mail.nih.gov> »

Date Wadnesday, November 2. 2005 40:27 am

To dwdales@uwo.c8

Cc Ann,Chembers@lrce.on.ce

Dear David,

| am shipping one frozen vial of 231BR-EGFP vector (pc1) cells and one vial of 231BR-EGFP Her-2
overexpressing cells (Her2 1.1). The cell ines should reach you by 1ate tomatrow/Eriday.

| am also sending 1 mi of zeocin as well at 100 mg/mL (use it in solution st 0.375 mg/mL; the Her-2 celis
were selected in the presence of zeocin). | would suggest not putting zeocin in the media for the first few
days to aflow the cells to recover from the thaw. After a day or two,the growth media is DMEM + 10%
£CS + 1X HEPES (0.02 M) + 0.375 mg/mL zeocin (Invitrogen).

To thaw: ‘
Quickly thaw cells in 37 degree water bath, resuspend in 10 mLs DMEM (Invitrogen # 11965-092)* 10%

FCS, and pellet at low speed for 3-4 mins. Aspirale the supernatant and resuspend the cells In 10 mL
DMEM + 10% FCS and put in 100 mm dish. After 1-2 days of letting the cells sit down on a 100 mm dish,

then change to fresh media. These cells grow rapidly, so | split them twice a week at ~ 1:6. To freeze
cells, | use 90% FBS + 10% DMSO. :

These cells have been deemed mycoplasma free, free of human pathogens, and MAP tested negative, |
have electronic files of the mycoplasma and human pathogen test results (attached); for the MAP test
results, it is best that | simply fax those to you. Could you please let me know the fax number to send

these to?

Please do not hesitate to contact me if you have any questions.

Julie

Julie L. Bronder, Ph.D.

Women's Cancers Section

Laboratory of Molecular Pharmacology
National Cancer Institute

National Institutes of Health

Building 37, Room 1126, MSC 4254
Bethesda, MD 20892

Tel: 301-451-6445

Fax: 301-402-8910

1
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¥ WM eww® A Subsidiary of Scisnce Applicatiany
An Employaa-Gwned Comzany Intemational Corporation

-~ MEMORANDUM
DATE: September 7, 2005
TO: Dr. Julie L. Bronder, Eleazar Vega-Valle
NCI Laboratory of Molecular Phaxfmacolo gy

Building 37/1126 :
Bethesda, Md. 20892 L
Phone: 301- 451-6445, 301-846-7233
bronderj@mail.nih.gov -
evegavalle@nciferf.gov

FROM.: Kristen Pike
Senior Research Associate
Laboratory of Molecular Technology
915 Tollhouse Avenue Suite 211, Roor 113
Frederick, Md. 21701 =
Phone: 301-846-6897
Fax: 301-846-6100
E-mail: pike@mail ncifcrf gov

SUBJECT: VIRAL PCR ANALYSIS FOR CELL LINES pcl, pc2Fs, 2D11-
EbB2, IH10-ErbB2, EibB2-1.1, and ErbB2-1.12 -

We received the above human cell line pellets on Tuesday September 6,
2005. DNA was extracted, quantitated, and standardized. It was first tested
for its integrity utilizing the glyceraldehyde phosphate dehydrogenase PCR.
Then it was tested for presence of CMV, EBV, HBV, HCV, HTLV 1,
HTLV 2, HIV 1, HIV 2, ICV, and MoMuLV DNA sequences. Viral DNA
controls were used, mixed with human DNA to monitor inhibition. The
PCR reactions werc then analyzed on our Agilent 2100 Bioanalyzer chip
instrument. o

These samples tested negative for all of the aBove viruses by our assay.

DECETYRN BO-04-'A9 16 27  FROM- 5196252646 TO-  UWO-BR-Occ. Health  P@811/021
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The chip images and data chart are attached. Please feel frec to contact me
if you have any questions. ¥

Attachments
c¢: Martin White
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_rep002_myc Resuits for Luminescence Mycoplasma Test (Caﬁ{brex MycoAlert) 8/26/2005

Animal Motecular Diagnostic Labora‘:tjory

Reguestor Name:BRONDER, J Regquest Ijats: 09/23/05 _ Group No:_05-0071M

Address: SAIC Yellow Task#  _ _ Reviewed By.
SAIC-NCI Center #, _ 200531408193 Charge: Y
Bldg: 0560 Room: Phone#: _ 301-846-7233
Frederick, MD 21702 Fax#: _
Email: ___

Do the samples contain bichazardous material?__ N

If yes, please specify the pathogen:

(Please contact the Animal Molecular Diagnostics Laboratory far informatlon on spé:éial handliing and packaging of plohazardous material.)

Comment: Samples from Eleazar Vega-Valle _ 2 . . -

Procedure __Sample # #Vials Sample De‘s‘;:riptlon __Result Comment
Mycoplasma Lum 5+ samps 05-0071-1 1 Pe NEG
Mycoplasma Lum S+ samps 05-0071-2 1 2041 = NEG
Mycoplesma Lum 5+ samps 05-0071-3 1 1.1 ErbB2 . NEG

Mycoplasma Lum 5+ 5amps 05-0071-4 1 Media : NEG

NCI-Fredefick, P.Q. Box B, Frederick, MD 21702,

Animal Molecular Diagnostics Laboratory,
01-846-1053, Fax 301-848-6225, Ernall randerson@ncifcrf.gov

Contact: Rhonda Anderson; Telephone: 3

For information about the MycoAlart (TM) assay, vislt the manufacturer's web slte: "http'.ffwww.cambrex.comrdefault.asp.
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RADIL Case 14788-2009

@o14
Page 1 of 2

FINAL REPORT OF LABORATORY EXAMINATION

Research Animal Diagnostic Laboratory
, 4011 Discovery Drive, Columbia MO 65201
1-800-669-0825 1-573-882-5983
radil@missouri.edu . www.radil missouri.edu
CASE NUMBER: 14788-2009 RECEIVED ON: 6/30/2009

COMPLETED ON: 7/7/2009

SUBMITTED BY:
Dave Dales
{London Regional Cancer-Programme
790 Commissioners Rd €
London ON NBA 4L.6
Canada
{519) 685-8600 x53271
(519) 685=8646 (fax)

SPECIMEN DESCRIPTION:

SPECIES: Human PURCHASE ORDER #; VH-412077
DESCRIPTION: human cells (tumor} recovered from
mouse

NUMBER OF SPECTMENS: 1

D
MDA MB 468-LN-M2

SERVICES/TESTS PERFORMED IMPACT 1II PCR Profile

PCR evaluation for: Ectromelia, EDIM, LCMV, LDEV, MHY, fMNV, MPV, MVM, Mycoplasma sp.,
Polyomna, PVM, REO3, Sendal, TMEV GOVII i

GENERAL COMMENTS: cultured 2%x108 cells/vial frozen in media\f% 10% FBS + 10% DMSO

SUMMARY: All test results were negative.

If you have questions, please call our toll free number ét 1-800-669-0825 or e-mail us at
radil@missouri.edu. :

AECETYED A9-04-'09 16-27  FROM- 5196858646 TO-  UWO-BHR-Occ. Health  PB14/821
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RADIL Case 14788-2009

Case Number:
Page 2

PCR EVALUATION:

Specimen: cells
Ectromelia
EDIM
LCMY
LDEV
MHV
MNV
MPV
MVM
Mycopiasma sp.
Polyoma
PVM
REQ2
Sendai
TMEV GDVII

(LEGEND: + = positive
equivoca!

NECPETYED A9-RA4-"(9 1~ 27

14788-2009

FRI 16:41 FAX 518 685 86469

- = negative
NT or blank = no test performed

EROM-

MDA MB 468-LN-M2

id;id = pooled sample
sus = suspect

E1 9855646 TO-

CANCER RESEARCH/LRCC

blank = test not performed
wps = wesk positive)

WO-HRE-0cc.

@o15

Page 2 of 2

equ =

Health
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FINAL REPORT OF LABORATORY EXAMINATION
MU Research Animal Diagnostic Laboratory
1600 East Rollins, Columbia MO 65211 1-800-669-0825 1-573-832-5983
radil@missouri.edu http: / /www.radil.missouri.edu

CASE NUMBER: 6374-2008 RECEIVED ON: 1/31/2008
COMPLETED ON: 2/8/2008

SUBMITTED BY: qOF\EFtDENTML

Amanda Ibarra
Xenogen Corporation
2061 Challenger Drive
Alameda, CA 94501
510-291-6173

SPECIMEN DESCRIPTION:
SPECIES: Human PURCHASE ORDER #: 29266

DESCRIPTION: MB231-D3HZLN (P8)
NUMBER OF SPECIMENS: 1

D
MB231-D3H2LN (P8)

'ROFILE/EXAM RFQUESTED: IMPACT I PCR Profile
PCR evaluation for: Ectromelia, EDIM, Hantaan, K virus, LCMV, LDEV, MAD, mCMV, MHVY, MNV, MPV, MTV, MYM,
Mycoplasma sp., Polyoma, PYM, REQ3, Sendai, TMEV GDVII

JENERAL COMMENTS: Human Mammary

UMMARY: All test results were negative.

if you have questions, please calt our toll free number at 1-800-669-0825 or e-mail us at radil@missouri.edu.

e W DECETVET BO-RA-° A9 1627 FROM-  &19A%5%646 TO- WO-HR-0Occ. Health PB16/021
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“ase Number: 6374-2008

age 2

CR EVALUATION:

Spacimen: cells
Ectromelia
EDIM
Hantzan
K wirus
LCMyv
LDEV
MAD
mCMy
MHYV
MNV
MPV
MTV
MVM
Mycoplasma sp.
Polyoma
PvM
REO3
Sendai
TMEY GDVII

LEGEND: + = positive - = negative
quivacal  NT or blank = no test performed

dm e S Al R TYUED RQO-AA=' A0 1R/ 27

FRI 16:42 FAX 519 G685 86486

id:id = pooled sample

TRAM-

CANCER RESEARCH/LRCC

MB231-D3H2LN (P8)

biank = test nat performed
suS = suspect  wps = weak positive)

C19RRERAAH

equ =

@oL7
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. . "
2 Bioware Cell Line MDA-MB-231-luc-D3H2LN
-t
- Designation: MOA-MB-231-luc-D3H2LN
3 Tissue Human: adenocarcinoma; mammary gland; pleurs effusion
Parents! Ling Source: American Type Culture Collection (#HTB-26)

Co-Trasnfection Plasmids: 1) pGL3 control red {SV40-luc) (Promega/C. Contag, Stanford University)
2) pSVa0/Zec (Invitrogen)

Transfaction Method: Lipofectamine/Plus Reagent {Invitrogen)
Bisluminascence /in Vino:  Approximately 189-208 phatons/second/cell, subject ta imaging and culturing conditions

Passage: MDA-MB-231-D3H2LN cells are derived from an orthotopic MB-231-luc-D3H1 tmor.

The Features
Caliper Life Sciences Rioware Cell Line Models Offer the Ability to:
+ Monitor early tumor development
o Monitor tumor growth and metastases in vivo
e Quantify tumor burden in the whole animal
o Follow responses ta therapeutic treatments non-invasively in longitudinal studies using the same cohorts of mige,

Murine Pathogen Free
All Caliper Life Sciences cell lines are confirmed to be pathogen free by the IMPACT Profile | {PCR) at the University

of Missouri Research Animal Diagnestic and Investigative Laborstory.

Model Description
MDA-MB-231-1luc-D3H2LN is » luciferase expressing cell line that was derived from MDA-MB-231 human

adenocarcinama cells by stable transfection for the North American Firefly Luciferase gene expressed from the 5v40
promoter. MDA-MB-231-luc-D3H2LN cells are derived from a primary orthotopic tumor of MDA-MB-231-luc-D3H2LN
cells. This cell ling can be used /n vivo to establish.

e Experimental Metastasis model {intravenous) end Intracarciac

@ Orthotopic mammary fat pad madei with metastasis

in Vitre Bioluminescence

MDA-MB-231-luc-DIH2LN, IVIS system: 2 minute, 10 bin, Level B/FOV 15

. Protocols:
r 3 MDA-MB-231-luc-D3H2LN cells in 100 L
PRI - S T S - S 2 =2 medis ware saedad into a 96 well plate
s 3 % " 8§ B % g 2 2 3 ¥ by 1:2 serial dilution from 10,000 celle
o S e T N {well#1) 1o 20 cells {well#10). The plate

was imaged using the IVI§ system (2 min,
10 bin, level B/FOV 15) approximately 2-3
minutes after addition of 100 pL 2X lu-
ciferin. Wells #11 and #32 served as nega-
tive controls.

155008

A-by99Y . Concluzions:
. kst Pt Approximately 30 cetls were detectable
B8 ot e : in vitro in this experimant. A strong cor-
it /_,,,.-/ relation between cell number and biolu-
$F ey minescence (R2 =0,999) was als0 demon-
i o strated,
SELaDh '-J"
H’/..‘-'
Loea ot PR -
a 008 3D a0 AT ansy

€Ak Numcr

WO-HE-Occ. Health PR15/@21
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CELL LINE MDA-MB-231-LUC-D3H2ZLN

do19

Orthotopic Mammary Fat Pad Tumor Growth-Nude heige mice (CR}

! MDA-MB-231-luc-DIHZLN, 2%10¢ cells, Mammary Fat Pad
IVIS system: 1 minute - 30 seconds, 2 bin, Level B/FOV 15

Representative Mouse 718, Ventral View

Lxp drd9a
Fzmale Nude-bE
e maf )38

NOTE: Nude mice Harlan data - very rapid mip growlh with ebvious necrosis: poor
correlation betwoen biclumiaescence angd tumor volume,

Carratziion
Tiener vohime ve Rioniminegcence

Myn mor ISRmInGEURGT

R — ———

Ahgn Tuingi Volynw

SN A ¥rume min®

e
T A dme g 1 1o
| ¥ . BN ety ]
ot e e saam
i e
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Spontaneous Metastases from an Orthotopic Mammary Fat Pad Implant

Protocols:
MDA-MB-231-luc-D3H2LN  cells
{2x10%) are injected into the
mammary {3t pad of female
nude beige mice (Charfes Riv-
er). Mike are imaged weekly
for 9 weeks to monitor tumor
growth.

Conclusions:

In vive imaging demonstrates
the progression of MDA-MB-
231-luc tumors in the mammary
fat pad of female nude beige
mice (Charles River). Carrelation
of mean tumor volume 10 mean
picluminscence is R2=0.958

MDA-MB-231-luc-DIH2LN, 2x10° cells, Harlan Nude Mice
VIS system: 3 minutes, 70 bin, Level B/FOV 15

In Vivo Image

Representative Mouse #35
Ventral View
Female Nude Mouse {Harlan)

Brachial Lymph Node

Micrometastasis (n Right
Brachial Lymph Node
Mouse #35

Ex Vivo Image

Pz
oy mELE

Exp #2075, a=§
Female nude
mice, Harlan

_

Protocols:

MDA-MB-231-luc-D3H2LN cells {2x10%) are injected orthotopically into the abdominal mammary fat pad of female nude mice (Harlan)
(n=8). Mice are imaged weekly for five weeks from the ventral view. Primary tumors are shielded in order to detect low signals fromn
secondary metastases. Selected tissues are analyzed by ex vivo imaging and processed for subsequent histology.

Conclusions:

Metasta
Subsequent histopathology confirmed metastases in 5/8 lymph nodes,

OEATTOUTT AOLAA_/ 00 1627 TFROM= GB19RRESEAR TO-
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tic signals begin to appear after 3-4 waeks, By week &, lymph node metastases were detected /n vivo in 100% (8/8) of mice.
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CELL LINE MDA-MB-231-LUC-DIHZLN

intracardiac Injection: Experimental Metastasis

MDA-ME-231-uc-DIHZLN, 1x10° calls .c., Harlan Nude Mice
IVIS system: 2 minutes, 10 bin, Level B/FOV 15

Represantative Day O Week 1 Week 2 Week 3 Week 4 Week 4 wposa
Mouse #56 . — w

Ventral View

Fothiw

Dorsal View

Exp L0279, Ms# 56
Famale nude, Halan

n-8

Protocols:
MOA-MB-231-luc-D3IH2LN cells (1x10%) wera injectad into the left ventricle of famale nude mice (n=8). Mice were imaged weekly from
dorsal and ventral views far § weeks. Selected tissues were imaged ex vivp 10 contirm in vivo signals.

Conclusions:
Metastatic signals begia to appear after 2 weeks. By week 3. metastases were detected in vivo in 100% of mice (3/8) to multiple

5ites,
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Disclatmer

This product is provided under license rom Promega Corporation and The Regents of the University of California.

Under the terms of Fromega license, the usa of this product and derivatives thereof is strictly limited to /in vivo research use. Researchers may usc
this praduct in their research and they may transfer derivatives Lo others for research use provided at the ime of rransfer a copy of this (abel license
i5 given 10 The recipients and the recipients agree 10 be bound by the terms and conditions of this label license.  In addition, researchers perferming
ir vivp bigluminescent imaging must do one of the followang: (1) use luminescent dssay reagents purchased from Pramega or Caliper Life Sciences
for 3ll determinations of luminescent activily resulung from ihe research use of this product and iLs derivatives; or (2] contact Promega to oblain a
license for the use of the product and its derivatives in conjunction with luminescent zssay reagents nol purchased from Promega or Caliper Life
Sciencas. Na feach-Lhrough payments shall be owed to Promega relating Lo an organization’s commercialization of products that are giscoverias
rasuiting from the research use of this product or its derivatives, provided Lhal such progucts of the organization de ol fall within the valig claims of
any issued patents assignad to of licensad by Pramega, or that such commaercialization would not be a violation of the terms of this label license. No
right 10 use this product for any disgnostic, therapeutic, or commercial application is hereby conveyed 10 the purchaser of thig product. Commercial
apglication is defined as any and all uses of this praduct and derivatives by a party for monetary or other consideration and may include but is net
limited to use in: (1) product manufacture: or (2} to provide s sarvice, information ar data; andsor (3} resale of the proguct orits derivatives, whether
af nat such product or its gerivatives are soid for use in research. H the purchaser is not willing 1o accept the conditions of this imited label license,
Caliper Life Sciences is wiling Lo accept the return of the unopened product and provide the purchaser with a full refund. However, in the event
the product is apened. then the purchaser sgrees 1o be bound by the conditions of this limited labg! license,

Buyer acknowvledgss that the wild-Type and mutant recombinant Coleopters luciferase nucleic acid and protein ("UC Patented Material") is the
subject of U.S. Patent Nos. 5,583,024, 5,674,713 and 5,700,673, assigned to The Regents nf The University of California.

The UC Patented Material, or any material that contains or incorperates the UC Patented Material, may nol be ransferred or licensed to any ather
party, or be used for commercial purposes by any other party. without a commercial figense or the express written consent of The Regents of The

University of Catfornia.
The Materials may be used solely for internal research, and no fight to use the Materials for any human in vivo, disgnostic, therapeutic. or commercial
application is hereby conveyed to Buyer. :
Additionally, the Buyer may not,
(1) use tha Materials in The course of providing a service ar data 1o third parties;
(2) transfer the Matesials to any third party or 10 any place other than Buyer's premises;
(3) attcrmpt 1o alwar, medify or re-engineer the Materials in any way, or extract or transfer any geneuc malerial from the product to
another organism; of
(4) sublicense the rights grarited herein.
» Buyer s not prohibited from using the Materials te discover or develop products that it intends 1o sell far consideration as leng as these products
do not contain any Materigls.
» If Buyer has purchased breeding rights (o an animal mode!, Buyer may have the animal model bred by 3 third party, proviged that such third party
() dogs ot use the animgl model for any purpose other than breeding for the benein of Buyer,
(i) destrays of returns the enimals upon conclusion of the breeding services, and

(ii©) is otherwise legally bound by the terms of this label license.
= 8yyer agrees that the Materials are and shall be awned and/or controlled by Caliger Life Sciences. not by Buyer, and thal Lhese terms and
conditions craate & bailment with Buyer with respect to any and all such Materiais.

» Buyer agrees that all intellectual property righls relating to the Materals (induding, but not limited Lo, those fights concerning the camposition,
methods of production, or uses, of the Materials) are and shall continue to be awned and/or controlled by Caliper Life Sciences and not by

Buyer.

* However, Caliper Life S<iences shall not claim ownership of any invention made by Buyer using the Malerials but which relates (o subject matter
other than the Materials,

» Buyer may terminate this bailment at any time upon written notice, and Caliper Life Sciences may terminate this bailment in the event of breach
of this labei license by Buyer.

* In the event of termination hereof, Buyer shall destroy or return all Materials to Caliper Life Sciences,

Contact information:
¥ you have any auestions regarding these cel: lines, plezse contact Caliper 31 508-497-6592 or e-mail: reagants@caliperls.com

‘W‘ -
}w Ca l I e r ©2008 Callpar Life Sclences, Inc. All rights reserved.

ifeSciences Caliper, the Calipes lege, IVIS, Spectrum snd Hioware

sre tradenames ana/or rademarks of Caliper Life

CDI‘DO rate Headquarters Sciences, InC. Al @Ther namas are trademarks of
68 Eim Street their respective companies.

Hoapkinton, MA 01748-1668

www.caliperl5.com B10-55-33 Q108
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THE UNIVERSITY OF WESTERN ONTARIO
BIOHAZARDOUS AGENTS REGISTRY FORM
Revised Biohazords Subcomrmitteo: January, 2007

University of Weslem Ontario wherg the Use of biohszardous infectious agents are described in
the experimental work proposed. The form must also ba completed if animal work [s proposed
involving the use of biohazardous agents of anlmal carrying zoonotlc agents infectious 10 humans.
Containment Levels will be required in accorgance with Laboratory Biosatety Guidelines, 3rd
edition, 2004, Health Canada (HC) or Containment Standards for Veleninary Faclities, 1" eaition

1096, Cenadien Food Inspection Agency (CFIA).

This farm mus! be completed by ea;h Principal Investigator holding a grant administered by the

Completed forms are 1o be relurned to Occupational Health and Safety (Stevenson-Lawson

Bulglng, Room 60) for forwerd to the Biohazand Subcommiltee. For questions regarding this form,

pleage conlact the Blosafety Coordinator extension 81135, If there are changes 10 the
information on this form (excluding grent tive and funding agencles) modifications must be
completep and sent fo Occupstional Heallh and Sefety. See website:!
www.uwo.calhumanresources

PRINCIPAL INVESTIGHROR nhers /0
SIGNATURE e wrd e
DEPARTMENT Cancer Hepearch LePs -
ADDRESS 790 commissioners Rd. E.
PHONE NUMBER__(539) €A5-8652

EMAIL ann.champers@lhse.on.ca

Location of experimental work to be carried out: Building(5) LRGP
*For work being performed 8t Instilutions sffiliated with the Universlty of Weatern Ontario, ih¢
Safety Officer for the instilulion where experiments will take place must sign the form prior to It
being sent 1o Occupalional Health and Sefely (See Section 12.0, Approvals). For research being
done &l Lawson Heslth Resesrch Institute, London Regional Cancer Canire, Child and Parent
Research Instilule or Robarls Research Inptitute. Univergity Biosafety Committee members cen

algo sign as the Safoty Olfﬁcer.

Room(s)A‘}'B?ﬁ , 903,925

) Clineal nnd Experimencal seudies of Osceopontin and Breasc Cancel:

TITLE OF GRANT(S): » Tronslational Progrem to Exsmino ite functional Coatribucion co
Malignency and itd pocantial as a Marker of Progression end =85 a Thexepeutic Targec

2) Stepe of Breastc Cancer Metastpein Experimental models und Idencificacion of

Targote 0¥ Ingtervencion

PLEASE ATTACH A BRIEF DESCRIPTION OF YOUR WORK, SUCH A THE RESEARCH
GRANT SUMMARY(S) THAT EXPLAINS THE BIOHAZARDS USED, PROJECTS

SUBMITTED WITHOUT A SUMMARY WILL NOT BE REVIEWED.
1) Oncario Cancex Research Necwork [OCRW]

FUNDING AGENCY/AGENCIES_2) canadian Breast Cancer Research Allience
(CBCRA h 016506)

Names of 8l personnel working under Principal Investigators supervision in thie locatlon:

) Raleed Al-Katib, PhD viii) Terlike Sharma, FPhD

J)_ Pleter Anborgh, PhD ix] Leéley Scutezx

;ii)—Laura Carsa

iv) David Dalee .

v)__Brigitce Goulet, PhD

vi) Wendy Kermmetts

vii) Carl Posctenka

+ DESCRIPTION MUST BE ATTACHED 0 THIS FORM DR PROJECT WILL NOT D& REVIEWED?
Pope 5 of &
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1.0 Microorganiams

1.1 Doas your wolk

) (including but not imited 10 virses. orions. parasiles, bactaria)?
| If no. plaase pracaed 10 Section 2.0

1 7 Pisasa complete the tebis belaw:

+519 432 1961

1-280

P.003/%01

Involve the use of mieroorganisms or piological 296N m or amimal ofigin
S YES - NO

re—— o —mTy
Maximurn quantity 1o

! Name of [ s il known o T3 L knowa to De | Is tknown to
' gislogical pe 8 humsn an animal be 2 zooaol | be cultured &l one
agent(s) patnogen? pathogen? agent? tma?
) YESING = | YESINO o |YESING .~ I
} \ i g.enit —Yes @g, SYes No . | < Yas (—No: L
= Tves —=No |JSYes SNo |[—Yes -INo ]
| ' "3iYes ZNo |S3Yes oJNo |JYes -No ;
: 1 |
I-JYes ZNo JYes <No [~iYes INO
! . —

Containment Leval required,

1.4 For aboye named organism(s) ar piclogicel agent(s) ¢iccte HC or CFIA

(e s

2.0 Cell Culture

2.1 Doea your work involve the vee of cell cuttures?
If no, please proceed ta Section 3.0

2.7 Plaase indicate 1he type pl primary cens {ie. aenved from fres

culturd in the table below

. ey

o
N

h liggug) that will b grown in

~INO

* [Cell Type is this cell type used In your Source of Printary Cell Culture
) o Tissue
Homan Vs S = No T7ph 1092 & 8pleRls Cl¥sue 1
from eryan Q0TI
LY " e N Tvhoh nodd w tiéfdée cf HN= 10
Redant - es,t /_r\" nlen, Balbeu
Ngn-human primate - Yes &N))

“Other (specify)

2.3 Plasse ngicate the (pe of established

callg inal will be grown in tulture

in Lhe table balow.

e gy

| Celi Type s this call type used in | Specific call linels) Supaplier / Source
L BUL WOrk?
Human [-FYeB — No see accadhed shset | see ascached chaec
\ Rodent \f'\_f_e;&zl /}7_?.:!9\ sae arnached shee: | e2e accazhad shegt J
' | Nan-numan primete | 2 Y08 (= Ngl ‘
r{)lner epecity) k = Yesmw | i

et i} A ————"

2 4 For above namad cell typas(s; circle HC or CFIA containment
~e]l: lines ars coucainmeas Laval -
sTsaczhad oneat Whilh YR consainmend Lavel 3.

. DESCRPTION MUST BE ATTACHED TO THIS FORM OR PROJY
Page 2 of b
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TO-

1evel required 1 2 3

ather thaa chose marked “+° o che

ECT WILL NOT BE REVIEWED®
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1.4 Source of microrganism{e} o biclogical agenl(s}? Commezeial Source (e.9. Invigrogan}
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| Estoblished Cells that wili be grown In cuituro.

! Cell Ling Source
'] Humen
21 T seros {21PT, 10T, 291WMT-1) marmary epitnzlial Cang Farber Res, Insl.
‘ 8reast cancer in@y MOA MB 237 ATCC
MDA MB 234 BAMS1 Chambers’ [bOfIOY
: MOA MB 433 ATCC
' MDA MB 435 BRMS1 Chambers’ 1200reiory
| MDA MB 435 HAL Chambers laboratary
: MD&A MB 488 ATCC
‘ MOA MG 468 GFFP Chembers' labsrory
MDA M8 468 LN Cnambsrs raborstory
* 2¢3vav Or. A. Nepveu. McGill Universiy
i
I Rodent
4T1 ATCC
} GBCId Or. F. Miller, Micnigan Univaesily
! B7NR Lr F. Miliar, Michigan Unlversity
' 188 FARN Or. F. Millar, Michigan Lniversily
B816.F1 aTCC
: B18-F10 ATCC
f D2AY Chamoers’ 1sberalory
| DZ0OR Chamberg' labotatory
\ PAP2 Champars’ 1aboratary
Hyorigoma mALSD Chambers’ laboratory
[ Hybridoma mMALET -B Chambers' aboratory
\ Additionol Informatlon for Established Cell Lines:

1) All egillinag are mycoplegms frae and are roulinely tested [or myeoplasma.

', 71 Rogen darived cetl lings hava been teated for pethogens at Univarsity of Missouri's Raasarch
i Animal Diagnostic Laboratory (RADIL} Dy means of IMPACT BCR Profile.
: No pathogens were detestad.

\ 3) Cencontainment is Jevel 1 gmnér than "283vev which is lovei 2.

a1 A racombinent defective relrovirus (MMLV) will be u3ed to ransguce a gene 3t interestinio
i cell lings. During the tnitial stage of Iransduction the CElis NIve (o be traated as Lovel 2
I containment The ansduéed gene aFintarest will be infegrated NG tha host ganome sno
. propagated 38 80 IRGOGENDUS 9NE. After several pagEages with 3 selaction agent 1o
i eatablish 3 slabio transducad cell line, no viable recombinant relrovitue will be present in the
! call ling ang (herafore Lhe celi fine €30 be nandled as Lavel 1 con@inment,

U#__ -
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> DESCRIPTIDN MUBT BE ATTACHED TO TH18 FORM 0f PROJECT WILL NOT 8& REVIEWED®
Page 3 0f §
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3.0 Use of Human Saurce Moaterials
s . RO r
9.1 Doss your work invoIve the usa of human sourcs materials?( « E%) NO
if no. pleass procaed 10 Sacilon 4.0
3.2 Indicate if the following will be used in the la .
+ Human bload {whole) or other bogily fluids (4 YESLING  If YES, Specify  plreme
,  Human blogd {fraction) er other bodily Auids - YES > IFYES, 8pecty e
¢+ Human orgens (unpreserved) SXESSNOT IFYES, Specity o
»  Hufnan tissues (unpreseved) IYESLING  IYES, Specify 2ren todt op1adn
3.3 1s human sOurce Known 10 b8 infacted with 8nd Infectious sgen D YES @
1t YES _ please hame infectious agent
5.4 For ahove named malerials cirgte MG of CF1A contalnment level reauired. 1 @ 3
4.0 Genetically Modified Organisms sng Celilines
4.1 Will genatic modifications be made 10 Ihg,uﬁe.cogfganisms, piplogical agente or calls gescrivad
n Ssctions 1.0 and 207 —YES w3 NC !
f na_ please procead to Section 6.0
4.2 Will genalic sequences from the following Lo invoIvEd: T
s HIV - YES Qﬂo_:
i YES gpocify ==l
y HTLV 1 or 2 or genags (7om any COG clase 1 pathogans < YES C;‘ NO;
it YES spacty T,
» Othar human or amimal pathogen and of iheir 1pang < YES AN
if YES specify
. 4 o
4 3 Wil intact genetc sequentes be usedlien 1% A (21 3"’?"/
» SV 40 Large T entigen < YES(3NGs  ITYES spauily / il
+»  KNOWN ONCOOBNGS (J yfy NO IFYES Specifyo:\\:oge:\ee gased o0 raswdies ol o
goty PYSLIlE, )j
44 Wil g hive veclor(a) (viral of bactanal) be Lsed Tor gane ransduction - YES ) - NO
IfYES ngme virus rroombIndnd AClsnay mering leukemig
4.5 Lﬁtspedﬁcuemcﬂsjkrbeused:PREV'EEC"OD- pPREVIRE, wpodNa
/;.-P—-.\
4.8 Wil virus bo replication sefecive JSYES ) «i NO
4.7 Nl virus be nfectious 10 humans or animols ;—SVES) SNQ
4.8 Wil this be expected to increase o Comminment Level requied S YES Q-Lﬁ_lg)

PeOG,/ 027
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5.0 Human Gene Therapy Trials

'l 5 1 will numan clinical trials using the viral vector in d.0 ve conducteg? - YES
J

Il no. plesse procaed to Section 6.0

FYES ghoch o Tull gaseripion of the make-up of Ine virus.
| 52 Wil virys be gD [o raplicats in the nost? < YES
l § 3 How will the virug be adminigered? w/a

5.4 Plzggse give e Health Care Facility where the ¢tinteai trig) will be conducied:
5.5 Hes numon ethics approvel been oblained? < YES

6.0 Animal Experiments

6.2 Name of animai 3pecies to be Jused mousd

6.1 Will any of the agents listed ba used in live animals? ( Sves
f no, please proceed 1o section 7.0 e

T-50  P.Ob6/00!

7~
JNO_:

<NO

Nih

g ———

@oo7

F-3e0

W NQ RSN
N

S NO

pu— Y

6,3 AUS pratocol # 253%7-032-Ca. 2005-067 09.2005-955-93, 2005.CE2-69

1.0 Use of Anirnal apeties with 2oonotlc Hazards

7 —
8.6 If using muring ol linas, have (ney been lested for muring nalnogens?(ﬁﬂ‘:s/ = NQ

7.1 Will any of ihe following animals ar their organg, tisaues, lavages or dther bodily fluids

Including Bigod be vEed: o
+  Paund source dogs - YER SIOGL-
+ Pauno source cats = YE%
' v Sheep or gosls AYESS
i + Non- Human Primates = YE IFYES specify species
l + Wil cought animgls £vE S NG i YES specily spscies —
colony &

; 8.0 Biologlcol Toxing

8.1 Wil toxins of tickegical origin be vseg? = YES G’N/O'
If no. plogsa proceed o Saction 2.0

8.2 IYES please name Ihe loxin

8.3 What ig the LOs {spacify species) of the toxin

» DESCRIPTION MUST BE ATTACHED TO THi$ FORM OR PROJECT WILL NOT BE REVIEWED®
( Page 4 of 3
!
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8.0 Import Requirements

P
91 Will ine agent be imported? JSYES @?/
Il no. plesse proceed 1o Secticn 10.0
if yes, country of origin

i 0.2 Has 9n Impori Permit baan obtained from HIC for human pathogens? YES ANO
0.3 Has an imporl permit been optained from CFIA for enimal pathogens? S YES S NO

7 5,4 roa the import permit been santto OHS? SYES - NO
| It yes, Permit i ____

10.0  Training Requirements for Personnal named on Form

All personnel named on the above form who wil be using any of the abova named apenis alo

required to auend the following kt3ining COLTses given by OHS

v Biosafety
» Lsboratory and Environmentalivaste Management Salety
! a+ WHMIS

As e Principal Invasligatof, | have ensured tnot all of the personnel named on the form who wil
be using any of the hiohezardous_._ggems In Sections 1.0 10 8.0 hava bzen \rained.
' d

3IGNATURE OM A CL%X {/ /‘{’ (/j:z:(&, E‘L)

11.0 Containment Levels

114 For the work gescribed in 5ections 1.0 10 9.0, please clrcle the highast
HC or CF1A Containment Level required. 1% 3

P e
11.2 Has the iscility been cectifies by OHS for Lhis lovel of comalnmem? ( wafo < NO

11.3 If yes, plapge give 1he date and permit numpar S22 I - EER

120 Approvels Y RCY 200% A& s
UwWO Biahazard Sub&ommtq‘ee é“) M a K/@/)\!’/ 3 ( Ma:‘ = ‘
Signature ?—V\((L'\./{G—eﬂ, pare_ Lo 2% 08 ;

e axpefments will (ake place

Safety Officer for Ingliution wh

- A
\ Signature Date §-3gﬁ\ R,ER 0¥
' Safely Officer for University of westem Ontaria (if differant than 8bove)

| signatura_( ) Ve ey ate Mt 3 /C"Y

( fi & O 8 et Vil eeS
J e 4 ] o 3 p €y % P LTT LA a.1 E g -. Vi

1{ \,‘Ju 15 LO,_L,{l ! b‘(\\f-‘ ' ,;(.\fu’}(. l) ) e PR HNo- S o0\

P Wilgs Lot noy shed (g e 0 :

VICUS (O ADdY anect, WAE 15 W 5 1.

|

: » OESCRIPTION MUST BE ATTACHED TO THIS FORM OR PROJECT WILL NOT BE REVIEWED
\ Page 5 0f §
|
!
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