The University of Western Ontario
BIOLOGICAL AGENTS REGISTRY FORM
Approved Biohazards Subcommittee: October 14, 2011
Biosafety Website: www.uwo.ca/humanresources/biosafety/

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

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

Containment Levels will be established in accordance with Laboratory Biosafety Guidelines, 3rd edition, 2004,
Public Health Agency of Canada (PHAC) or Containment Standards for Veterinary Facilities, 1** edition 19986,
Canadian Food Inspection Agency (CFIA).

Electronically completed forms are to be submitted to Occupational Health and Safety, (OHS), (Support Services
Building, Room 4190 or to jstanle2@uwo.ca) for distribution to the Biohazards Subcommittee. For questions
regarding this form, please contact the Biosafety Officer at extension 81135 or biosafety@uwo.ca. If there are
changes to the information on this form (excluding grant title and funding agencies), contact QOccupational Health
and Safety for a modification form. See website: www.uwo.ca/humanresources/biosafety.

Please ensure that all questions are fully and clearly answered. Failure to do so will lead to the form being
returned, which will cause delays in your approval and frustration for you and your colleagues on the Committee.

If you are re-submitting this form as requested by the Biohazards Subcommittee, please make
modifications to the form in bold print, highlighted in yellow. Please re-submit forms electronically.

PRINCIPAL INVESTIGATOR: Dr. Arthur Brown
DEPARTMENT: Robarts Research Institute, Room 2290
ADDRESS: 100 Perth Drive, London, ON N6A 5K8
PHONE NUMBER: x, 24308
EMERGENCY PHONE NUMBER(S): 519-902-9707
EMAIL:  abrown@robarts.ca

Location of experimental work to be carried out :

Building :  Robarts Research Institute Room(s): 2290
Building : Room(s):
Building : Room(s):

*For work being performed at Institutions affiliated with the University of Western Ontario, the Safety
Officer for 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 15.0, Approvals).

FUNDING AGENCY/AGENCIES: CIHR, US Department of Defense
GRANT TITLE(S): 1. CIHR - SOX9 regulation of scar production after spinal cord injur. 2. DOD -
Advanced development of a therapeutic humanized anti-inflammatory

antibody...[for spinal cord injury].
UNDERGRADUATE COURSE NAME(IF APPLICABLE):

List all personnel working under Principal Investigators supervision in this location:

Name UWO E-mail Address Date of Biosafety Training
Feng Bao Feng Bao (fbao@robarts.ca) April 2011

Todd Hryciw Todd Hryciw (thryciw@gmail.com) October 2010

Nicole Geremia Nicole (ngeremia@yahoo.com) October 2005

William Monty McKillop wmckillo@uwo.ca April 2011
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Kathy Xu kxu@robarts.ca October 2011

Stephen McDonald smedon62@uwo.ca June 2011

Bethany Bass hethanybass@hotmail.com September 2011

Please explain how the biological agents are used in your project and how they are stored and
disposed of. The BARF without this description will not be reviewed.

Our laboratory focuses on strategies to improve recovery in animal models (rat and mouse) of spinal
cord injury (SCI). We have two strategies that are being investigated: 1. SOX9 project:altering the
development of the scar that forms after SCI and 2. Anti-CD11d project: using anti-integrin strategies
to block inflammation that exacerbates tissue loss in the injured spinal cord. Biohazards connected
with the SOX9 project include:

1.plasmids - SOX9 reporter plasmid - The plasmid is grown in non-pathogenic E. Coli. It is used to
transfect primary cells (rodent astrocytes) or cell lines.

2. E coli - used to replicate plasmids. Cultures are treated with bleach to discard.

3. Tamoxifen - Tamoxifen is administered to conditional SOX9 knock-out mice. Tamoxifen is disolved
in corn oil (handling of tamoxifen is done in a fume hood). Mice receive the tamoxifen by oral gavage
for one week. The cages containing tamoxifen-treated animals are marked. Bedding from tamoxifen-
treated mice is considered contaminated with tamoxifen for one week after the last oral gavage. The
bedding from such cages is bagged and incinerated. Cages emptied of bedding will be wiped down with
bleach thorougly rinsed and then washed.

4. BrdU is used for marking proliferating cells in the injured spinal cord. Brdu will be made up in a
fume hood (dissolving of the powder provides an inhalation risk). Cages with BrdU in the drinking
water will be clearly marked. The water is chenges every 2 - 3 days. Unused drinking water will be
trated with bleach (final concentration of 10%) before being discarded. Cage changes should be done in
a fumehood located in our lab. Bedding from BrdU-fed animals will be bagged and incinerated. Cages
emptied of bedding will be wiped down with bleach thorougly rinsed and then washed.

3. Primary rat and mouse astrocytes. Cultures are treated with bleach before disposal.

3. Cell lines: C3H 10T1/2 cells (mouse cell line ATCC CCL-226) and ATDCS5 cells (mouse cell line),
Cultures are treated with bleach before disposal.
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Please include a ONE page research summary or teaching protocol in lay terms.
Forms with summaries more than one page will not be reviewed.

Our laboratory is focused on developing and testing strategies that improve recovery from spinal cord
injury (SCI) traumatic brain injury (TBI) and stroke using animal models. We are currently pursuing
two projects: 1. SOX9 project: altering the development of the scar that forms after injury in the
nervous system and 2. Anti-CD11d project: using anti-integrin strategies to block inflammation that
exacerbates tissue loss in the injured spinal cord.

SOX9 project:

We have identified a molecular switch, SOX9, that tells astrocytes in the injured central nervous system
(CNS) to deposit components of the scar that inhibit nerve growth and turn off production of
components of the scar that promote nerve repair. We have also generated compelling evidence that
SOXO9 inhibition will increase nerve growth in the damaged CNS using a tamoxifen inducible SOX9
conditinal knock-out line of mice. We have subsequently developed the research tools to discover,
validate, and explore candidate therapeutics for inhibiting SOX9 as a method to improve regeneration
and recovery after CNS injury or disease. Recently, we have identified and verified in vitro, and within
rodent models, several classes of candidate therapeutics that inhibit SOX9 activity. These include a
series of off-patent drugs employed for unrelated applications, a novel peptide, and small molecules
currently being investigated for unrelated applications. The first aim of the present application is to
fully evaluate these SOX9 inhibitors in a rodent model of CNS injury (spinal cord injury) that we have
studies for over ten years. We have also developed and validated a cell-based sereening system (using
primary astrocyte cultures and established murine cell lines) to rapidly identify novel molecules that
affect the transeription and activity of SOX9 in astrocytes.

Anti-Integrin project:

We have developed an anti-inflammatory treatment for spinal cord injury that focuses on reducing the
acute inflammatory response so as to maximize the survival of cells in the nervous system that were not
damaged by the traumatic event. Specifically we have shown that after spinal cord injury the
intravenous administration of a monoclonal antiboedy that binds to white blood cells can prevent their
entry into the injured CNS, reduce inflammatory-mediated tissue destruction and thereby improve
neurological recovery in animal models. We have recently demonstrated that this antibody therapy
works as well or better in a model of TBI,
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1.0 Microorganisms

1.1 Does your work involve the use of biological agents? YES [INO
(non-pathogenic and pathogenic biological agents including but not limited to bacteria and other microorganisms,
viruses, prions, parasites or pathagens of plant or animal origin)? If no, please proceed to Section 2.0

Do you use microorganisms that require a permit from the CFIA? [ ] YES LINO

If YES, please give the name of the species

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.

Please describe any CFIA permit conditions:

1.2 Please complete the table below:

Full Scientific Is it known | Is it known | Is it known | Maximum Source/ PHAC or CFIA

Name of tobe a to be an to be a quantity to be | Supplier Containment

Biological human animal zoonotic cultured at Level

Agent(s)* pathogen? | pathogen? | agent? one time? (in

(Be specific) YES/NO YES/NO YES/NO Litres)

DH5alpha (E. | [] Yes |[[] Yes []Yes [05L Invitrogen D1 []2

Coli strain for | X No No No [J2+ []3

the plasmids)
L] Yes |[] Yes [ ] Yes ]t [z
L] No [ 1 No [ ] No [J2+ []3
L] Yes [ ] Yes [ ] Yes 11 [2
[T Ne [ ] No [ ] No [(2+ []3
[] Yes |[] Yes L] Yes L11 L[] 2
[ ] No [] No [ ] No [12+ []3
[] Yes L] Yes [ ] Yes (11 []2
] No [ ] No [] No [J2+ []3
L] Yes [ ] Yes L] Yes (11 []2
[ ] No [ ] No [] No J2+ [] 3
[ ] Yes [ ] Yes [] Yes L1 []2
[] No ] No ] No [J2+ [] 3
[ ] Yes [ ] Yes [ ] Yes (11 []2
[ ] No [] No [ ] No [12+ []3

*Please attach a Material Safety Data Sheet or equivalent from the supplier if the bacterium used is not on this link:
http://www.uwo.calhumanresources/docandform/docs/ohs/CFIA Ecoli list.pdf

Additional Comments:
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2.0 Cell Culture

2.1 Does your work involve the use of cell cultures?

(If NO, please proceed to Section 3.0)

YES

[] NO

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

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

Human [ ]Yes No Not applicable

Rodent Yes [ |No brain (astrocytes) 2007-009-02

Non-human primate [ ]Yes No

Other (specify) [ JYes [XINo

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

Cell Type Is this cell type Specific cell line(s)* | Containment Level | Supplier / Source
used in your work? of each cell line of cell line(s)
Human [ ]Yes No
Rodent Yes [ |No | C3H10T1/2 cells 1 ATCC
and ATDCS
Non-human primate | [ ] Yes [X] No
Other (specify) [ ] Yes [XNo

*Please attach « Material Safety Data Sheet or equivalent from the supplier. (For more information, see www.atcc.org)

2.4 For above named cell types(s) indicate PHAC or CFIA containment level required [X]1 []2 [J2+ []3

Additional Comments:

3.0 Use of Human Source Materials

3.1 Does your work involve the use of human source materials? [ ]YES <] NO

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

Material {Company Name | Material Infected Infectious Containment
With An Infectious Agent (If Level (Select
Agent? applicable) | one)
YES/UNKNOWN

Human Blood (whole) or []Yes L )2

other Body Fluid [ ] Unknown [Jo+ []3

Human Blood (fraction) [ ]Yes (1 []2

or other Body Fluid [ ] Unknown [J2+ []3

Human Organs or [ ]Yes (11 []2

Tissues (unpreserved) [ ] Unknown 2+ []3

?i:rsnuaens (();?;Sn:n?é ) Not Applicable Not Applicable

Additional Comments:
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4.0 Genetically Modified Organisms and Cell lines

4.1 Will genetic modifications be made to the microorganisms, biological agents, or cells described in Sections

1.0 and 2.07 Xl YES [ ] NO If NO, please proceed to Section 5.0
4.2 Will genetic modification(s) involving plasmids be done? [_| YES, complete table below [INO
Bacteria Plasmid(s) ** | Source of | Gene Will there be a | Will there be a What are the
Used for Plasmid Transformed | change dueto | change in the consequences
Cloning * or transformation | pathogenicity of the | due to the
Transfected of the bacteria after the transformation
bacteria? genetic of the
modification? bacteria?
DHSalpha | SOX9 Dr. SOX9DNA | No No None
(E. Coli reporter Michael binding site
strain for | plasmid Underhill | + luciferase
the UBC on the
plasmids) pGL3-basic
(Promega)
backbone

* Please attach a Material Safety Data Sheet or equivalent if available.
** Please attach a plasmid map,
***No Material Safety Data Sheet is required for the following strains of E. coli:
http.//iwww.uwo.cathumanresources/docandform/docs/ohs/CFIA Ecoli list. pdf

4.3 Will genetic modification(s) of bacteria and/or cells involving viral vectors be made?
[ ]YES, complete table below

XINO

Virus Used for
Vector
Construction

Vector(s) *

Source of Vector

Gene(s)

Transduced

transduction

Describe the change
that results from

* Please attach a Material Safety Data Sheet or equivalent,

4.3.1 Will virus be replication defective?

4.3.2 Will virus be infectious to humans or animals?

4.3.3 Will this be expected to increase the containment level required? [ | YES

5.0 Will genetic sequences from the following be involved?
NO [_] YES, specify

HIV

E1A oncogene
Known oncogenes

> ¢ > >

[ NO[] YES
XINO [] YES
NO [] YES, specify

5.1 Is any work being conducted with prions or prion sequences?

Additional Comments:

[]YES [INO
[]YES [CINO
[INO

MTLV 1 or 2 or genes from any Level 1 or Level 2 pathogens [X] NO [ ] YES, specify
SV 40 Large T antigen

Other human or animal pathogen and or their toxins D NO [ ] YES, specify
BINO[] YES
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6.0 Human Gene Therapy Trials

6.1 Will human clinical trials be conducted involving a biological agent? [ ] YES <] NO

{including but not limited to microorganisms, viruses, prions, parasites or pathogens of plant or animal origin)
If no, please proceed to Section 7.0

8.2 If YES, please specify which biological agent will be used:
Please attach a full description of the biological agent.

6.3 Will the biological agent be able to replicate in the host? [ ]YES [JNO
6.4 How will the biclogical agent be administered?

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

6.6 Has human ethics approval been obtained? [_] YES, number: [JNO [ ] PENDING
7.0 Animal Experiments

7.1 Will live animals be used? YES [ 1NO If NO, please proceed to section 8.0
7.2 Name of animal species to be used mice and rats

7.3 AUS protocol # 2007-009-02

7.4 List the location(s) for the animal experimentation and housing. RRI 2286, 2297

7.5 Will any of the agents listed in section 4.0 be used in live animals
D NO [] YES, specify:

7.6 Will the agent(s) be shed by the animal:
[]YES [ ] NO, please justify: NA

8.0 Use of Animal species with Zoonotic Hazards

8.1 Will any animals with zoonotic hazards or their organs, tissues, lavages or other body fluids inciuding blood
be used (see list below)? [ ]YES DX NO - If NO, please proceed to section 9.0

8.2 Will live animals be used? [ ] YES [NO

8.3 If YES, please specify the animal(s) used:

¢ Pound source dogs []YES [ JNO
¢ Pound source cats []1YES [ I]NO
¢ Cattie, sheep orgoats [ | YES, species [ INO
¢ Non-human primates [ ] YES, species [ ]NO
¢ Wild caught animals [[] YES, species & colony # [ ]NO
¢ Birds [ ] YES, species [ ]NO
¢ Others (wild or domestic) [ ] YES, specify [(INO

8.4 If no live animals are used, please specify the source of the specimens:
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9.0 Biological Toxins and Hormones

9.1 Will toxins or hormones of biological origin be used? YES [ 1NO If NO, please proceed to
Section 10.0

9.2 If YES, please name the toxin(s) or hormones(s) Tamoxifen
Please attach information, such as a Material Safety Data Sheet, for the toxin(s) used.

9.3 What is the LDs, (specify species) of the toxin or hormone 2150 mg/kg oral, Mouse
9.4 How much of the toxin or hormone is handled at cne time*? 5g
9.5 How much of the toxin or hormone is stored*? Sg

9.6 Will any biological toxins or hormones be used in live animals?  [X] YES CINO

If YES, Please provide details: Tamoxifen is administered to conditional SOX9 knock-out mice. Tamoxifen
is disolved in corn oil (handling of tamoxifen is done in a fume hood). Mice receive the tamoxifen by oral
gavage for one week.

*For information on biosecurity requirements, please see:
http:/iwww. uwo.ca/humanresources/docandform/docs/healthandsafety/biosafety/Biosecurity Requirements. pdf

Additional Comments:  The cages containing tamoxifen-treated animals are marked. Bedding from
tamoxifen-treated mice is considered contaminated with tamoxifen for one week
after the last oral gavage.

10.0 Insects

10.1 Do you use insects? [ ]YES X] NO - If NO, please proceed to Section 11.0
10.2 If YES, please give the name of the species.

10.3 What is the origin of the insect?

10.4 What is the life stage of the insect?

10.5What is your intention? [_] Initiate and maintain colony, give location:
] “One-time” use, give location:

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

10.7 Do you use insects that require a permit from the CFIA permit? [ JYES [ | NO
If YES, Please attach the CFIA permit & describe any CFIA permit conditions:
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11.0 Plants

11.1 Do you use plants? [ ] YES NO - If NO, please proceed to Section 12.0
11.2  f YES, please give the name of the species.

11.3  What is the origin of the plant?

11.4  What is the form of the plant (seed, seedling, plant, tree...)?

11.5 What is your intention? [ ] Grow and maintain a crop [ ] “One-time” use

11.6 Do you do any modifications to the plant? [ | YES [ I]NO
If yes, please describe:

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

11.8 Is the CFIA permit attached? [ ]YES [ ]NO
If YES, Please attach the CFIA permit & describe any CFIA permit conditions:

12.0 Import Requirements

12.1 Wilt any of the above agents be imported? [ ] YES, country of origin X] NO

if NO, please proceed to Section 13.0

12.2 Has an Import Permit been obtained from HC for human pathogens? [ ]YES [ INO
12.3 Has an import permit been obtained from CFIA for animal or plant pathogens? [ ] YES [ ]NO
12.4 Has the import permit been sent to OHS? [ | YES, please provide permit # [INO

13.0 Training Requirements for Personnel Named on Form

All personnel named 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:

+ Biosafety

+ Laboratory and EnvironmentalWaste Management Safety

+ WHMIS (Western or equivalent)

+ Employee Health and Safety Orientation

As the Principal Investigator, | have ensured that ali of the personnel named on the form who will be using any of
the biological agents in Sections 1.0 to 9.0 have been trained.

An X in the check box indicates you agree with the above statement...
Enter Your Name Dr. Arthur Brown Date: June 13, 2012
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14.0 Containment Levels

14.1 For the work described in sections 1.0 to 9.0, please indicate the highest
HC or CFIA Containment Level required. X1 [J2 [J2+ []3

14.2 Has the facility been certified by OHS for this level of containment?
[X] YES, location and date of most recent biosafety inspection: June 13, 2012
[ ] NO, please certify
[ ] NOT REQUIRED for Level 1 containment

14.3 Please indicate permit number (not applicable for first time applicants): BIO-RRI-0023
15.0 Procedures to be Followed

15.1  Are additional risk reduction measures necessary beyond containment level 1, 2, 2+ or 3 measures that
are unique to these agents? [ ]YES NO
If YES please describe:

15.2  Please outline what will be done if there is an exposure to the biological agents listed such as a
needlestick injury or an accidental splash:
Biohazards in this protocol not administered by needle stick. Should a splash exposure occur
worker will flush with water.

15.3  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 http://www.shs.uwo.ca/workplace/workplacehealth.htm!

An X in the check box indicates you agree with the above statement...
Enter Your Name Dr. Arthur Brown  Date: June 13, 2012

15.4  Additional Comments:

16.0 Approvals

1) UWO Biohazards Subcommittee: SIGNATURE:
Date:

2) Safety Officer for the University of Western Ontario
SIGNATURE:
Date:

3) Safety Officer for Institution where experiments will take place (if not
SIGNATURE:
Date:

Approval Number: Expiry Date (3 years from Approval):

Special Conditions of Approval:
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| %3 inspectionAgency  dinspeciion des aliments

Cffice of Biohazard Containment and Safety Bureau du confinement des biorisques et securite

Sderce Branch, CFIA Drrection générale des sciences, ACIA
59 Carmelot Drive, Otigwa, Orilario KIAQYD 39 prorenadie Camelot, Citzaa, Ontario KIA QYD

Tel: (613) 221-7068 Fax; (613) 2286129 Tél: (613) 221-7068 Teléc (513) 2286129
Errail: ImponZoopal@nspection.ge.ca Coumid: ImporiZoopath@nspecion.ge.c2

October 20", 2009

Ms. Shamila Survery / Mr. Michael Decosimo
Cedarlane Laboratories Ltd

4410 Paletta Court

Burlington, Ontario  L7L 5R2

By Facsimile: (289) 288-0020

SUBJECT: Importation of Escherichiacolistrains ¥

Dear Ms. Survery / Mr. Decosimo:

Qur office received your query about the importation of Escherichia cofi from the American Type Culture
Collection (ATCC) located in Manassas, Virginia, United States. The following Escherichia coli strains are
consider to be level 1 animal pathogens:

+ 5K - CIE8S « J52 - MC4100 (MulLac) « U5/41

- 58 « DH1 - J53 + MG1655 + W208

+ 58-161 + DH10 GOLD -+ JC3272 - MM294 .« W45

+ 679 » DH10B « JC7661 + MS101 + W1485

. 1532 -+ DH5 - JC9387 + NC-7 - W3104

- AB284 * DH5¢alpha’ - JF1504 - Nissle 1917 - W3110

- AB311 - DP50 « JF1508 + One Shot STBL3 « WAT704

« AB1157 * DY145 - JF1509 + OP50 * WP2

« AB1206 - DY380 + JJOSS - P678 - X1854

» AG1 « E11 = JME3 + PA309 ¢ X2160T
-B « EJ183 + JM101 - PK-5 « X2541

- BB4 + EL250 - JM108 » PMC103 « X2547T

» BD792 - EMG2 - K12 - PR13 « XL1-BLUE
= BL21 - EPI 300 + KC8 = Rri + XL1-BLUE-MRF
= BL21 (DE3) « EZ10 « KA802 - RV308 » XLOLR

+ BM25.8 + FDA Seattle 1946 + KAM32 + S17-1A -PIR - Y10

-C » Fusion-Blue + KAM33 + SCS1 « Y1090 (1090)
« C-1a .« H1443 ' - KAM43 + SMR10 + YN2980

+ C-3000 - HF4714 - LE450 + SOLR + W3t10

« C25 « HB101 - LE451 + SuperchargeEZ10 « WG

+ C41 (DE3) + HS(PFAMP)R - LE452 « SURE + WG439

+ C43 (OE3) + Hfr3000 - MB408 + TOP10 + WGE443

- C600 « Hfr3000 X74 « MBX1928 - TG1 + WG445

» Cavalli Hir « HMS174 « MC1061

The Office of Bichazard Containment and Safety (BCS) of the Canadian Food Inspection Agency (CFIA)
only issues import permits for microorganisms that are pathogenic to animals, or parts of microorganisms
that are pathogenic to animals. As the products listed above are not considered pathogenic to animals, the
Office of BCS does not have any regulatory requirements for their importation.

Please note that other legislation may apply. You may wish to contact the Public Health Agency of
Canada's (PHAC) Office of Laboratory Security at (613) 957-1779.

Note: Microorganisms pathogenic to animals and veterinary biologics require an import permit from the
CFIA,

Sincerely,

’é/, 7;_/3‘_(\01'_:: 5 A

/  Cinthia Labrie

Head, Animal Pathogen importation Program Canada
Office of Biohazard Containment & Safety



ATCC: Catalog Search

Designations:
Depositors:
Biosafety Level:
Shipped:

Medium & Serum:
Growth Properties:

Organism:

Morphology:

Source:

Permits/Forms:

Applications:
Tumorigenic:

Antigen Expression:

Cytogenetic Analysis:

Age:

Comments:

Propagation:

Subculturing:

Preservation:

References:

C Heidelberger

1
frozen

See Propagation

adherent

Mus musculus

fibroblast

Organ: embryo
Strain: C3H

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

transfection host

No

H-2k

Mouse karyotype with a modal number of 80 chromosomes.
embryo

C3HMOT1/2, Clone 8 was isolated by C. Reznikoff, D. Brankow and C.
Heidelberger in 1972 from a line of C3H mouse embryo cells.

The cells are very sensitive to post confluence inhibition of cell
division, do not produce tumors in syngeneic mice, have no
background of spontaneous transformation, nor do they contain overt
endogenous transforming murine leukemia or sarcoma viruses.

The cells are contact sensitive.

There is no detectable background spontaneous transformation.

They are highly susceptible to transformation by chemical agents.
Tested and found negative for ectromelia virus {mousepox).

NOTE: THE INOCULATION DENSITY, FEEDING AND HARVESTING
SCHEDULES MUST BE FOLLOWED RIGIDLY IF THE LINE IS TO
RETAIN ITS ESSENTIAL CHARACTERISTICS.

THE BATCH OF SERUM USED FOR GROWTH AND FOR
TRANSFORMATION  ASSAYS MAY  AFFECT BOTH THE
MORPHOLOGY OF THIS LINE AND THE RESULTS OBTAINED.
Monolayers established and maintained for the standard transformation
assay should be free of all foci after 6 weeks.

The donor recommends that the line be used between the 5th and
15th passages only.

ATCC complete growth medium: The base medium for this cell line
is Eagle's Basal medium with 2 mM L-glutamine , 1.5 g/L sodium
bicarbonate and Earle's BSS. To make the complete growth medium,
add the following components to the base medium: heat-inactivated
fetal bovine serum to a final concentration of 10%.

Temperature: 37.0°C

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

Protocol: Remove medium, and rinse with 0.25% trypsin, 0.53 mM
EDTA solution. Remove the solution and add an additional 1 to 2 ml
of trypsin-EDTA solution. Allow the flask to sit at room temperature (or
at 37C) until the cells detach. Add fresh culture medium, aspirate and
dispense into new culture flasks. SUBCULTURE MUST BE DONE
BEFORE THE CULTURE REACHES CONFLUENCE.

Subcultivation Ratio: Seed new flasks at 2000 viable cells/sq cm.
Medium Renewal: Once between subcultures if necessary

Freeze medium: Complete growth medium 95%: DMSO, 5%
Storage temperature: liquid notrogen vapor temperature
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1208: Reznikoff CA, et al. Quantitative and qualitative studies of
chemical transformation of cloned C3H mouse embryo cells sensitive
to postconfiuence inhibition of cell division. Cancer Res. 33: 3239-
3249, 1973. PubMed: 4796800

1209: Terzaghi M, Litle JB. Repair of potentially lethal radiation
damage in mammalian cells is associated with enhancement of
malignant transformation. Nature 253: 548-549, 1975. PubMed:
1167940

1210: Mondal 5, Heideiberger C. Transformation of C3HM0T1/2 CL8
mouse ambryo fibroblasts by ultraviolet irradiation and a phorbol ester.
Nature 280: 710-7114, 1978. PubMed: 1264242

22440: Smith GJ, et al. Clonal analysis of the expression of multiple
fransformation phenotypes and tumorigenicity by morphotogically
transformed 10T1/2 cells. Cancer Res. 53; 500-508, 1993. PubMed:

8425183
22697: Rapp UR, et al. Endogenous oncorpaviruses in chemically
induced transformation. |. Transformation independent of virus

production. Virology 65: 392-409, 1975. PubMed: 165619

23019: Reznikoff CA, et al. Establishment and characterization of a
cloned line of C3H mouse embryo cells sensitive to postconfluence
inhibition of division. Cancer Res. 33: 3231-3238, 1973. PubMed:
4357355
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SIGMA-ALDRICH

sigma-aldrich.com

Material Safety Data Sheet
Version 4.0

Revision Date 10/18/2010

Print Date 07/16/2012

1. PRODUCT AND COMPANY IDENTIFICATION

Product name

Product Number
Brand
Product Use

Supplier

Telephone

Fax

Emergency Phone # (For
both supplier and
manufacturer)
Preparation Information

ATDCS5 |

99072806
Sigma
For laboratory research purposes.

Sigma-Aldrich Canada, Ltd
2149 Winston Park Drive
OAKVILLE ON L6H 648
CANADA

+1 9058299500

+1 9058299292
1-800-424-9300

Sigma-Aldrich Corporation
Product Safety - Americas Region
1-800-521-8956

Manufacturer

Sigma-Aldrich Corporation
3050 Spruce St.

St. Louis, Missouri 63103
USA

2. HAZARDS IDENTIFICATION
Emergency Overview
Target Organs
Eyes, Skin

WHMIS Classification
D2B

GHS Classification
Skin irritation (Category 2)
Eye irritation (Category 2A)

Toxic Material Causing Other Toxic Effects

Moderate skin irritant

Moderate eye irritant

GHS Label elements, including precautionary statements

Pictogram

Signal word

Hazard statement(s)
H315
H319

Precautionary statement(s)
P305 + P351 + P338

HMIS Classification
Health hazard:
Chronic Health Hazard:
Flammability:
Physical hazards:

Potential Health Effects

Sigma - 99072806

O

Warning

Causes skin irritation.
Causes serious eye irritation.

IF IN EYES: Rinse cautiously with water for several minutes. Remove contact lenses, if

present and easy to do. Continue rinsing.

OO *N
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Inhalation
Skin

Eyes
Ingestion

May be harmful if inhaled. Causes respiratory tract irritation.
May be harmful if absorbed through skin. Causes skin irritation.
Causes eye irritation.

May be harmful if swallowed.

3. COMPQOSITION/INFORMATION ON INGREDIENTS

CAS-No, [EC-No. | Index-No. [ Concentration

Fetal bovine serum

no data available [ - [ - [ 90 %
Dimethyl sulfoxide
67-68-5 [ 200-664-3 | - [10 %

Cells, non human, non primate

no data available [ -

L- E

4. FIRST AID MEASURES

General advice

Consult a physician. Show this safety data sheet to the doctor in attendance.Move out of dangerous area.

If inhaled

If breathed in, move person into fresh air. If not breathing, give artificial respiration. Consult a physician.

In case of skin contact

Wash off with soap and plenty of water. Consult a physician.

In case of eye contact

Rinse thoroughly with plenty of water for at least 15 minutes and consult a physician.

If swallowed

Never give anything by mouth to an unconscious person. Rinse mouth with water. Consult a physician.

5. FIRE-FIGHTING MEASURES

Conditions of flammability
Not flammable or combustible.

Suitable extinguishing media

Use water spray, alcohol-resistant foam, dry chemical or carbon dioxide.

Special protective equipment for fire-fighters
Wear self contained breathing apparatus for fire fighting if necessary.

Hazardous combustion products
Hazardous decomposition products formed under fire conditions. - Carbon oxides, Sulphur oxides

Explosion data - sensitivity to mechanical impact

no data available

Explosion data - sensitivity to static discharge

no data available

6. ACCIDENTAL RELEASE MEASURES

Personal precautions

Use personal protective equipment. Avoid dust formation. Avoid breathing vapors, mist or gas. Ensure adequate
ventilation. Avoid breathing dust.

Environmental precautions
Do not let product enter drains.

Methods and materials for containment and cleaning up
Pick up and arrange disposal without creating dust. Sweep up and shovel. Keep in suitable, closed containers for

disposal.

Sigma - 99072806
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7. HANDLING AND STORAGE

Precautions for safe handling
Avoid contact with skin and eyes. Avoid formation of dust and aerosols.
Provide appropriate exhaust ventilation at places where dust is formed. Normal measures for preventive fire protection.

Conditions for safe storage
Keap container tightly closed in a dry and well-ventilated place.

8. EXPOSURE CONTROLS/PERSONAL PROTECTION

Contains no substances with occupational exposure limit values.
Personal protective equipment

Respiratory protection

For nuisance exposures use type P95 (US) or type P1 (EU EN 143) particle respirator.For higher level protection
use type OVIAG/P99 (US) or type ABEK-P2 (EU EN 143) respirator cartridges. Use respirators and components
tested and approved under appropriate government standards such as NIOSH (US) or CEN (EU).

Hand protection

Handle with gloves. Gloves must be inspected prior to use. Use proper glove removal technique (without touching
glove's outer surface) to avoid skin contact with this product. Dispose of contaminated gloves after use in
accordance with applicable laws and good laboratory practices. Wash and dry hands.

Eye protection
Safety glasses with side-shields conforming to EN166 Use equipment for eye protection tested and approved under
appropriate government standards such as NIOSH (US} or EN 166(EU).

Skin and body protfection
impervious clothing, The type of protective equipment must be selected according to the concentration and amount
of the dangerous substance at the specific workplace.

Hygiene measures
Handle in accordance with good industrial hygiene and safety practice. Wash hands before breaks and at the end of
workday.

Specific engineering controls
Use mechanical exhaust or laboratory fumehood to avoid exposure.

9. PHYSICAL AND CHEMICAL PROPERTIES

Appearance
Form solid
Colour no data available

Safety data

pH no data available
Melting/freezing no data available
point

Beiling point no data available
Flash point no data available

ignition temperature

Autoignition
temperature

Lower explosion limit
Upper explosion limit
Vapour pressure
Density

Sigma - 99072806

no data available

no data available

no data available
no data available
no data available

no data available
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Water solubility

Partition coefficient:
n-octanol/water

Relative vapour
density

Odour
Odour Threshold
Evaporation rate

no data available

ho data available

no data available

no data available
no data available

no data available

10. STABILITY AND REACTIVITY

Chemical stabhility

Stable under recommended storage conditions.

Possibility of hazardous reactions

no data available

Conditions to avoid
no data available

Materials to avoid
no data available

Hazardous decomposition products

Hazardous decomposition products formed under fire conditions. - Carbon oxides, Sulphur oxides

11. TOXICOLOGICAL INFORMATION

Acute toxicity

QOral LD50
no data available

Inhalation LC50
no data available

Dermal L.D50
no data available

Other information on acute toxicity

no data available

Skin corrosionf/irritation
no data available

Serious eye damage/eye irritation

Eyes: no data available

Respiratory or skin sensitization

no data available

Germ cell mutagenicity
no data available

Carcinogenicity

IARC: No component of this product present at levels greater than or equal to 0.1% is identified as probable,

possible or confirmed human carcinogen by IARC.

ACGIH: No component of this product present at levels greater than or equal to 0.1% is identified as a
carcinogen or potential carcinogen by ACGIH.

Reproductive toxicity

no data available

Sigma - 98072806
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Teratogenicity

no data available

Specific target organ toxicity - single exposure (Globally Harmonized System)
ho data available

Specific target organ toxicity - repeated exposure (Globally Harmonized System)
no data available

Aspiration hazard
no data available

Potential health effects

Inhalation May be harmful if inhaled. Causes respiratory tract irritation.
Ingestion May be harmful if swallowed.

Skin May be harmful if absorbed through skin. Causes skin irritation.
Eyes Causes eye irritation.

Synergistic effects
no data available

Additional Information
RTECS: Not available

12. ECOLOGICAL INFORMATION
Toxicity
no data available

Persistence and degradability
no data available

Bioaccumulative potential
no data available

Mohility in soil
no data available

PBT and vPvB assessment
no data available

Other adverse effects

no data available

13. DISPOSAL CONSIDERATIONS

Product
Offer surplus and non-recyclable solutions to a licensed disposal company. Contact a licensed professional waste
disposal service to dispose of this material.

Contaminated packaging
Dispose of as unused product.

14. TRANSPORT INFORMATION

DOT {US)
Not dangerous goods

IMDG
Not dangerous goods

IATA
Not dangerous goods

Sigma - 99072806 Page 5 of 6



15. REGULATORY INFORMATION

DSL Status
This product contains the following components that are not on the Canadian DSL nor NDSL lists.
CAS-No.
Fetal bovine serum -
Cells, non human, non primate -

WHMIS Classification
D2B Toxic Material Causing Other Toxic Effects Moderate skin irritant
Moderate eye irritant

This product has been classified in accordance with the hazard criteria of the Controlled Products Regulations and the
MSDS contains all the information required by the Controlled Products Regulations.

16. OTHER INFORMATION

Further information

Copyright 2010 Sigma-Aldrich Co. License granted to make unlimited paper copies for internal use only.

The above information is believed to be correct but does not purport to be all inclusive and shalt be used only as a
guide. The information in this document is based on the present state of our knowledge and is appiicable to the
product with regard to appropriate safety precautions. It does not represent any guarantee of the properties of the
product. Sigma-Aldrich Co., shall not be held liable for any damage resulting from handling or from contact with the
above product. See reverse side of invoice or packing slip for additional terms and conditions of sale.

Sigma - 99072806 Page 6 of &



SIGMA-ALDRICH TO x,h I n%

MATERIAL SAFETY DATA SHEET
Date Printed: 06-21-2007

Date Updated: 02-05-2006
Version 1.4

Product Name TAMOXIFEN FREE BASE

Product Number T5648

Brand SIGMA

Company Sigma-Aldrich Canada, Ltd

Address 2149 Winston Park Drive
Oakville, ON L6H &6J8
Canada

Technical Phone: 9058299500

Fax: 9058299292

Emergency Phone: 800-424-9300

Substance Name CAS # SARA 313
CIS-2-(4-(1,2-DIPHENYL-1-BUTENYL) PH 10540-29-1 No
ENOXY) -N,N-DIMETHYLETHYLAMINE

Formula C26H29NO

Synonyms l-para-beta-Dimethylaminoethoxyphenyl-trans-1,2-di
phenylbut-1-ene * (Z)-2-(4-(1,2-Diphenyl-1-butenyl
)phenoxy) -N,N-dimethylethanamine * (Z)-2-(para-(1,
2-Diphenyl-1-butenyl)phenoxy) -N,N-dimethylamine (I
UPAC) * ICI 47699 * Tamoxifen (Z) * trans-Tamoxife
n * Z-Tamoxifen

RTECS Number: KR5919600

Section 3 - Hazards Identification

EMERGENCY OVERVIEW
Toxic.
May cause cancer. May cause harm tc the unborn child. May impair
fertility. May cause harm to breastfed babies.
Target organ(s): Liver. Kidneys. Confirmed Carcinogen (US). Calif.
Prop. 65 carcinogen.

HMIS RATING
HEALTH: 1%
FLAMMABILITY: 0
REACTIVITY: 1

NFPA RATING
HEALTH: 1
FLAMMABILITY: 0
REACTIVITY: 1

*additional chronic hazards present.

For additional information on toxicity, please refer to Section 11.

SIGMA - T5648
Page 1
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ORAL EXPOSURE
If swallowed, wash out mouth with water provided person is
conscious. Call a physician immediately.

INHALATION EXPCSURE
If inhaled, remove to fresh air. If not breathing give
artificial respiration. If breathing is difficult, give oxygen.

DERMAL EXPOSURE
In case of skin contact, flush with copicus amounts of water for
at least 15 minutes. Remove contaminated clothing and shoes.
Call a physician.

EYE EXPOSURE
In case of contact with eyes, flush with copious amounts of
water for at least 15 minutes. Assure adequate flushing by
separating the eyelids with fingers. Call a physician.

FLASH POINT
N/A

AUTCIGNITICN TEMP
N/A

FLAMMABILITY
N/A

EXTINGUISHING MEDIA
Suitable: Water spray. Carbon dioxide, dry chemical powder, or
appropriate foam.

FIREFIGHTING
Protective Equipment: Wear self-contained breathing apparatus
and protective c¢lothing to prevent contact with skin and eyes.
Specific Hazard(s): Emits toxic fumes under fire conditions.

Section 6 - Accidental Release Measures

PROCEDURE TO BE FOLLOWED IN CASE OF LEAK OR SPILL
Evacuate area,.

PROCEDURE {S) OF PERSONAL PRECAUTION (S}
Wear self-contained breathing apparatus, rubber boots, and heavy
rubber gloves. Wear disposable coveralls and discard them after
use.

METHODS FOR CLEANING UP
Sweep up, place in a bag and hold for waste disposal. Avoid
raising dust. Ventilate area and wash spill site after material
pickup is complete.

HANDLING
User Exposure: Do not breathe dust. Do not get in eyes, on skin,
on clothing. Avoid prelonged or repeated exposure.

STORAGE
Suitable: Keep tightly clesed.
Store at 2-8°C

SPECIAL REQUIREMENTS

SIGMA - T5648 2007.
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Light sensitive.

ENGINEERING CONTROLS
Use only in a chemical fume hood. Safety shower and eye bath.

PERSONAL PROTECTIVE EQUIPMENT
Respiratory: Use respirators and components tested and approved
under appropriate government standards such as NIOSH (US) or CEN
(EU) . Where risk assessment shows air-purifying respirators are
appropriate use a full-face particle respirator type Ni00 (US) or
type P3 (EN 143) respirator cartridges as a kackup to engineering
controls. If the respirator is the sole means of protection, use a
full-face supplied air respirator.
Hand: Compatible chemical-resistant gloves,
Eye: Chemical safety goggles.

GENERAL HYGIENE MEASURES
Wash contaminated clothing before reuse. Wash thorcughly after
handling.

Appearance Physical State: Solid
Property Value At Temperature or Pressure
Molecular Weight 371.53 AMU

pH N/A

BP/BP Range N/A

MP/MP Range 97.0 - 8B.0 °C
Freezing Point N/A

Vapor Pressure N/A

Vapor Density N/A

Saturated Vapor Conc, N/A
SG/Density N/A

Bulk Density N/A

Odor Threshold N/A

Volatile% N/A

VOC Content N/A

Water Content N/A

Sclvent Content N/A
Evaporation Rate N/A

Viscosgity N/A

Surface Tension N/A

Partition Coefficient N/A
Decomposgition Temp, N/A

Flash Point N/A

Explosion Limits N/A
Flammability N/A
Autocignition Tewmp N/A
Refractive Index N/A

Optical Rotatiocn N/A
Mizcellaneous Data N/A
Solubility N/A

STABILITY
Stable: Stable.
Conditions to Aveld: Light.

SIGMA - T5648 2007.3
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Materials toc Avoid: Strong oxidizing agents.

HAZARDOUS DECOMPOSITION PRODUCTS
Hazardous Decomposition Producgts: Carbon menoxide, Carbon dioxide,
Nitrogen oxides.

HAZARDOUS POLYMERIZATION
Hazardous Polymerization: Will not occur

RCUTE OF EXPOSURE
Skin Contact: May cause skin irritation.
Skin Absorpticn: May be harmful if absorbed through the skin.
Eye Contact: May cause eye irritation.
Inhalation: May be harmful if inhaled. Material may be
irritating to mucous membranes and upper respiratory tract.
Ingestion: May be harmful if swallowed.

TARGET ORGAN(S} OR SYSTEM(S)
Blood. Eyes. Liver. Xidneys.

TOXICITY DATA

Oral
Rat
4100 mg/kg
LD50

Intraperitoneal
Rat

700 MG/KG

LD506

Cral
Mouse
2150 mg/kg
LD5Q

Intraperitoneal
Mouse

575 MG/KG

LD5C

CHRCNIC EXPOSURE - CARCINCGEN
Result: This is or ceontains a component that has been reported
to be carcinogenic based on its IARC, OSHA, ACGIH, NTPB, or EPA
classification.

Species: Rat

Route of Application: Oral

Dose: 6825 MG/KG

Exposure Time: 6&65W

Frequency: C

Regult: Tumorigenic:Equivocal tumorigenic agent by RTECS
criteria. Liver:Tumors.

IARC CARCINOGEN LIST
Rating: Group 1
NTP CARCINOGEN LIST
Rating: Known to be carcinocgenic.

SIGMA - T5648 2007.3
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CHRONIC EXPOSURE - TERATOGEN
Result: May cause congenital malformation in the fetus.

Species: Rabbit

Dose: 3280 UG/KG

Route of Application: Oral

Exposure Time: (6-18D PREG)

Result: Effects on Embryo or Fetus: Extra embryonic structures
{e.g., placenta, umbilical cord). Effects on Embryo or Fetus:
Fetotoxicity [except death, e.g., stunted fetus).

CHRONIC EXPOSURE - MUTAGEN

Species: Human

Dose: 1 MG/L

Cell Type: lymphocyte

Mutation test: Micronucleus test

Speciesg: Human

Dose: 10 MG/L

Cell Type: lymphocyte
Mutation test: DNA

8pecies: Human

Dose: 1 UMOL/L

Cell Type: mammary gland
Mutation test: DNA inhibition

Species: Human

Dose: 500 UG/L

Cell Type: lymphocyte

Mutation test: Cytogenetic analysis

Species: Human

Dese: 250 UG/L

Cell Type: lymphocyte
Mutation test: SLN

Species: Rat

Route: Oral

Dose: 840 MG/KG

Exposure Time: &W

Mutation test: Morphological transformation.

Species: Rat

Dose: 10 UMOL/L
Cell Type: liver
Mutation test: DNA

Species: Rat
Route: Cral

Dose: 60 UMOL/KG
Mutation test: DNA

Species: Rat

Route: Intraperitoneal
Dose: 35 MG/XG
Exposure Time: 7D
Mutation test: DNA

Species; Rat
Route; Subcutaneous
Dose: 250C UG/KG

SIGMA - TS5648 2007.3
Page 5



Exposure Time: 5D
Mutation test: Cther mutation test systems

Species: Rat

Route: Subcutaneous

Dose: 500 UG/KG

Mutation test: DNA inhibition

Species: Rat

Route: Oral

Dose: 35 MG/KG

Mutation test: Cytogenetic analysis

Species: Rat
Route: Oral

Doge: 35 MG/KG
Mutation test: SLN

8pecies: Rat

Route: QOral

Dose: 840 MG/KG

Exposure Time: &W

Mutation test: Mutation in mammalian somatic cells.

Species: Mouse

Route: Intraperitoneal
Dose: 480 UMOL/KG
Exposure Time: 4D
Mutation test: DNA

Species: Mouse
Route: Oral

Dose: 480 UMOL/KG
Exposure Time: 4D
Mutation test: DNA

Species; Mouse
Dose: 10 UMOL/L
Cell Type: liver
Mutation test: DNA

CHRONIC EXPOSURE - REPRODUCTIVE HAZARD
Result: May cause reproductive disorders.

Species: Woman

Dose: 4 MG/KG

Route of Application: Oral

Exposure Time: (5D POST)

Result: Maternal Effects: Postpartum.

Species: Rat

Dose: 2250 UG/KG

Route of Application: Oral

Exposure Time: (1-3D PREG)

Result: Effects on Fertility: Female fertility index {(e.g., #
females pregnant per # sperm positive females; # females
pregnant per # females mated }.

Species: Rat

Dose: & MG/KG

Route of Application: Oral

Exposure Time: (9-11D PREG)

Result: Effects on Embryo or Fetus: Other effects to embryo.
Effects on Fertility: Post-implantation mortality (e.g., dead

SIGMA - TH648 2007.3
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and/or resorbed implants per total number of implants). Effects
on Embryo or Fetus: Fetotoxicity (except death, e.g., stunted
fetus).

Species: Rat

Dose: 50 UG/KG

Route of Application: Cral

Exposure Time: (4D PREG)

Result: Effects on Fertility: Pre-implantation mortality (e.g.,
reduction in number of implants per female; total number of
implants per corpora lutea).

Species: Rat

Doge: 330 MG/KG

Route of Application: Oral

Exposure Time: (30D PRE)

Result: Maternal Effects: Cther effects.

Species: Rat

Dose: 600 UG/KG

Route of Application: Subcutaneous

Exposure Time: (15-20D PREG)

Result: Effects on Newborn: Physical. Effects on Newborn: Other
pestnatal measures or effects.

8pecies: Rat

Dose: 2250 UG/KG

Route of Application: Subcutanecus

Exposure Time: (1-3D PREG)

Result: Effects on Fertility: Female fertility index (e.g., #
females pregnant per # sperm positive females; # females
pregnant per # females mated ).

Species: Rat

Dose: 100 UG/KG

Route of Application: Subcutaneous

Exposure Time: (3D PREG)

Result: Effects on Fertility: Pre-implantation mortality {e.g.,
reduction in number of implants per female; total number of
implants per corpora lutea).

Species: Rat

Dose: 500 UG/KG

Route of Application: Subcutaneous

Exposure Time: (1D PRE}

Result: Maternal Effects: Uterus, cervix, vagina.

Species: Rat

Dose: 75 UG/KG

Route of Application: Subcutaneous

Exposure Time: {3D PRE)

Result: Maternal Effects: Ovaries, fallopian tubes. Maternal
Effects: Uterus, cervix, vagina. Maternal Effects: Menstrual
cycle c¢hanges or disorders.

Species: Rat

Dose: 3500 UG/KG

Route of aApplication: Intramuscular

Exposure Time: (14D PRE}

Result: Maternal Effects: Other effects. Maternal Effects:
Uterus, cervix, wvagina. Maternal Effects: Menstrual cycle
changes or disorders.

Species: Mouse

SIGMA - T5648 2007.
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Dose: 2400 UG/KG

Route of Applicaticon: Oral

Exposure Time: (1-3D PREG)

Result: Effects on Fertility: Female fertility index {(e.g., #
females pregnant per # sperm positive females; # females
pregnant per # females mated ).

Species: Mouse

Dose: 1 MG/KG

Route of Application: Cral

Exposure Time: (3D PREG)

Result: Maternal Effects: Oogenesis.

Species: Mouse

Dose: 50 UG/KG

Route of Application: Oral

Exposure Time: (3D PREG)

Result: Effects on Fertility: Other measures of fertility

Species: Mouse

Dose: 7200 UG/KG

Route of Application: Subcutanecus

Exposure Time: (1-3D PREG)

Result: Effects on Fertility: Female fertility index (e.g., #
females pregnant per # sperm positive females; # females
pregnant per # females mated ).

Specieg: Mouse

Dose: 25 MG/KG

Route of Application: Subcutaneous

Exposure Time: (5D PREG)

Result: Maternal Effects: Ovaries, fallopian tubes. Maternal
Effects: Uterus, cervix, vagina.

Species: Mouse

Dose: 480 UG/KG

Route of Application: Parenteral

Exposure Time: (15-20D PREG)

Result:; Effects on Newborn: Delayed effects,

Species: Hamster

Doge: 6 MG/KG

Route of Application: Subcutanecus

Exposure Time: (1-3D PREG)

Result: Maternal Effects: Uterus, cervix, vagina. Effects on
Fertility: Pre-implantation mortality (e.g., reduction in number
of implants per female; total number of implants per corpora
lutea) .

APPROPRIATE METHOD CF DISPOSAL OF SUBSTANCE OR FREPARATION
Contact a licensed professional waste disposal service to dispose
of this material. Dissolve or mix the material with a combustible
solvent and burn in a chemical incinerator equipped with an
afterburner and scrubber. Observe all federal, state, and local
environmental regulations.

SIGMA - T5648
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DoT

Proper Shipping Name: None
Non-Hazardous for Transport: This substance isg
considered to be non-hazardous for transport.

IATA

Non-Hazardous for Air Transport: Non-hazardous for air
transport.

EU ADDITICNAL CLASSIFICATION

us

Symbeol of Danger: T

Indication of Danger: Toxic.

R: 45-60-61-64

Risk Statements: May cause cancer. May impair fertility. May

cause harm to the unborn child. May cause harm to breastfed
babies.

S: 53-45

Safety Statements: Aveoid exposure - obtain special instructions
before use. In case of accident or if you feel unwell, seek
medical advice immediately (show the label where possible).

CLASSIFICATION AND LABEL TEXT

Indication of Danger: Toxic.

Risk Statements: May cause cancer. May cause harm to the unborn
child. May impair fertility. May cause harm to breastfed babies.
Safety Statements: Avolid exposure - obtain special instructions
before use. In case of accident or if you feel unwell, seek
medical advice immediately (show the label where possible) .

US Statements: Target organ(s}): Liver. Kidneys. Confirmed
Carcinogen (US). Calif. Prop. 65 carcinogen.

UNITED STATES REGULATORY INFORMATION

SARA LISTED: No

UNITED STATES - STATE REGULATORY INFORMATION

CALIFORNIA PROP - 65

California Prop - 65: This product is or contains chemical (s)
known to the state of California te cause cancer,

CANADA REGULATORY INFORMATION

WHMIS Classification: This product has been classified in
accordance with the hazard criteria of the CPR, and the MSDS
contains all the information required by the CFPR.

DSL: No

NDSL: No

DISCLAIMER

For R&D use only. Not for drug, household or other uses.

WARRANTY

The above information is believed to be correct but does not

purport to be all inclusive and shall be used only as a guide. The

information in this document is based on the present state of our
knowledge and is applicable to the product with regard to
appropriate safety precautions. It does not represent any
guarantee of the properties of the preduct. Sigma-aAldrich Inc.,

shall not be held liable for any damage resulting from handling or

from contact with the above product. See reverse side of invoice
or packing slip for additional terms and conditions of sale.
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Copyright 2006 Sigma-Aldrich Co. License granted to make unlimited
paper copies for internal use only.
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Western

UNIVERSITY-CANADA

TOXIN USE RISK ASSESSMENT

Name of Toxin:

Proposed Use Dose:

Proposed Storage Dose:

LD 5, (species):

Calculation:
2150000 pg/kg X 50 kg/person
Dose per person based on LD 5 in pg = 107500000
LD;, per person with safety factor of 10 based on LDsg in pg = 10750000

Comments/Recommendations:




