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Figure 2, Characterization of E-2 pluripotency. 4, Alkaline supermix (control} containing significant quantities of both genes (n=2);
phosphatase-stained colonies of E-2; B, C, relative fold change in the FACS analysis of E-2 showing the gating of D, SSEA4 (~96%), E,
expression of OCT4 and NANOG in E-2 cells compared to a ¢cDNA TRA-160 (~72%), and £, integrin alpha-6 (~99%) positive E-2 cells.
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Figure 3. Characterization of E-2 differentiation potential. 4, sponta- significant quantities of these genes (n=2); £, image of teratoma after
neously differentiated E-2 cells in monolayer culture; B-D, relative transplantation into the kidney capsule of NOD SCID mouse and
fold change in the expression of NESTIN, VIMENTIN, and SOX17 retrieved after 4.5 wk; F—H, H&E staining shows examples of neuronal
by E-2 cells compared to a ¢cDNA super mix {control) containing clusters, primitive endodenn-derived epithelium and connective tissue.
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propagation in feeder-free conditions. Thus, feeder-free
systems may not be a suitable procedure to derive
transplantable hESC lines until the molecular mechanism
of self renewal is fully understood.

In summary, we have described the creation of a stable
hESC line using serum replacement and largely xeno-free
conditions. To meet future clinical requirements, hESC
lines will also need to be derived under GMP conditions.
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From: Kuldip Sidhu

To: Gadbais, Ellen (NIH/OD) [£1

Cc: Danjel Owens

Subject: FW: IVF Australia

Date: Sunday, March 21, 2010 7:47:48 PM

Attachments: Clinical ART Consant.pdf
Raonation to Research Consent.pdf
Research. Study Consent.pdf
Heads of Agreement.odf

Dear Elien,

Below is a copy of the email along with all the documents (attached) from our collaborating IVF
Australia Clinic addressing all the issues raised in dot points 3rd-6th below in your email.

Re Dot point 1st. It is to certify that the Prince of Wales Hospital is one of the affiliated institutions of
the University of New South Wales. A general summary of the institutions involved in the IVF clinical
treatment and stem cell research as well as the nature of the relationships between these institutions is
explained in the attached document (heads of agreement)

Dot point 2nd. This information is contained in the documents supplied earlier,
Hope all these documents help to make decision at your level.

Regards,

A/Prof Kuldip Sidhu

Director, Stem Cell Lab

Chair, Stem Cell Biology,
Faculty of Medicine,

402-408 Wallace Wurth Building
UNSW, NSW 2052

Australia

Tel: + 61 2 9385 3938 (Off)
+61 2 9385 2002(Lab)
Fax: + 61 2 9385 3938

http://psych.med.unsw.edu.au/psychweb.nsf/page/SCL

----- Qriginal Message-----

From: John Ryan [mailto:jryan@ivf.com.au]
Sent: Friday, 19 March 2010 4:42 PM

To: Kuldip Sidhu

Subject: IVF Australia

Hi Kuldip,

Please find attached de-identified copies of the consents for the patients donating the embryo from
which Endeavour 2 stem cell line was created.

1. Clinical ART Consent
2. Donation to Research Consent
3. Research Study Consent

Please note that the research study consent includes a statement which confirms the Patient
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mailto:jryan@jyf.com,au

Information document was read by the donating couple.

The doctor responsible for managing the patient throughout their clinical treatment was not involved in
the subsequent consenting process or the establishment of the hESC line.

1 hope this is what you were after.
Cheer

John Ryan
Director, Embryology Lab
IVF Australia

Hi Ellen,

The information asked for in your email will be forthcoming soon as I am waiting for the same from IVF
clinic.

Thanks,

A/Prof Kuldip Sidhu

Director, Stem Cell Lab

Chair, Stem Cell Biology,
Faculty of Medicine,

402-408 Wallace Wurth Building
UNSW, NSW 2052

Australia

Tel: + 61 2 9385 3938 (Off)
+61 2 9385 2002(Lab)
Fax: + 61 2 9385 3938

http://psych.med.unsw.edu.au/psychweb.nsf/page/SCL

From: Gadbois, Ellen (NIH/OD) [E] [mailto:gadboisel@od.nih.gov]
Sent: Saturday, 27 February 2010 3:50 AM

To: Daniel Owens; Kuldip Sidhu
Cc: HESCREGISTRY {NIH/NIDCD)
Subject: RE: New hESC Registry Application Request #2010-ADM-002

Thank you again for your submission to NIH. The NIH Administrative Review Team has conducted an
initial review of your submission and has several questions. Could you please provide the following
documentation:

- A general summary of the institutions involved in the IVF dlinical treatment and stem cell research
as well as the nature of the relationships is between those institutions. Please also clarify if the Prince of
Wales Hospital is part of the University of New South Wales.

- A general explanation of the documentation provided to NIH.

- A copy of the clinical consent form for IVF treatment that was signed by the donors of the embryo
from which the cell line was derived (please redact any information identifying the donors).

- A copy of the research consent form to donate the embryo from which the celf line was derived
(please redact any information identifying the donors).

- Please confirm whether the donors of the embryo from which the cell line was derived received

<&y
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EXTERNAL HEADS OF AGREEMENT

The Parties

1. The Australian Foundation for Diabetes Research Lid (AFDR) is a tax exempt
charitable entity that provides support to the goal of overcoming the need for
insulin injections in people with diabetes.

2. IVF Australia Lid s a private organization assisting infertile couples to have
children,

3. South Eastern Sydney Area Health Service (SESAHS) administers public
hospitats in Sydney's south east for the treatment of patients, teaching of
students and carrying out medical research, The Diabetes Transplant Unit is a
non-legal entity within the SESAHS.

The Plan
The aim of this Agreement is fo facilitate the creation of human embryonic stem
(hES} cell lines in Sydney from spare fertilized eggs available.

Contributions
1. AFDR:

* S
(@  to alfow the employment of a senior scientist, such as Dr Kuldip Sidhu,
to make hES cell lines,

(b)  to assist in the purchase of materials raquired to make and propagate
hES cell lines

* has provided the initiative to create a relationship ameong all parties to this
Agreement

2. IVF Australia;
» wili obtain a licence from the National Health and Medical Research Council
to allow the creation of hES cells and at all times comply with the
requirements of that license

¢ will advise the Diabetes Transplant Unit in wriing of any legislative
requirements or changes lo the licence as they arise.

* will provide spare frozen fertilized eggs, which the donors have agreed may
be used to make hES celi lines

* will aifow one its senior scientists, Dr John Ryan, 10 spend up fo 10% of his
time to assist Dr Sidhu, or another senior scientist of similar expertise, in
creating hES cell lines.

3. SESAHS

¢ wilt altow the Diabetes Transplant Unit to use its laboratory space to allow the
creation and propagation of hES cell lines

Extarnal heads of agreement; making human £S cell lines 1
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From: Kutdip Sidhy

To: HESCREGISTRY (NIH/NIDCD): Ranjel Qwens

Subject: RE: New hESC Reglstry Application Reguest #2010-ADM-002
Date: Saturday, April 03, 2010 7:04:13 AM

Attachments: Chapter 36.pdf

Dear Ellen Gadbois,

Pl see below my response highlighted in blue re your queries # 1-3:

(

1) Please confirm that no payments were offered for the donated embryos.
It is to cerify that no payments were offered for donated embryos

2) Can you assure that the following element was satisfied and provide any relevant documentation: “Policies and/or
proceduras were in place at the health care facility where the embryos were deonated that neither consenting nor
refusing to donate embryos for research would affect the quality of care provided to potential doner{s).”

3) Can you assure that the following element was satisfied and provide any relevant documentation: “During the
consent process, the donor(s) were informed of the following:...that the donation was made without any restriction
or direction regarding the individual(s) whe may receive medical benefit from the use of the hESCs, such as who
may ba the recipients of cell transplants.”

It is to clarify that issuance of licence by NHMRC for derivation of stem cells (E-2) from human embiyos was

contingent upon satisfying all the ethics requirements and that were met re # 2,3 as defafled under National

Statement on Ethical Conduct in Human Research. attached s a pdf file with

excerpts (highlighted} and that may satisfy the points raised in # 2 & 3 above, Below is website re National
Statement for reference:

— I / files ghmre/file/publications/ /67210109, odf

Thanks,

.

Afprof Kuldip Sidhu

Director, Stem Cell Lab

Chair, Stem Cell Biology,

Faculty of Medicine,

402-408 Wallace Wurth Building
UNSW, NSW 2052

Australia

Tel: + 61 2 9385 3938 (Off}

+61 2 9385 2002{Lab)
Fax: + 61 2 9385 3938
http://psych.med.unsw.edu.au/psychweb.nsf/page/SCL

From: HESCREGISTRY (NIH/NIDCD) [mailto:hescregistry@mail.nih.gov]
Sent: Saturday, 3 April 2010 1:09 AM

To: Daniel Owens; Kuldip Sidhu

Cc: HESCREGISTRY (NIH/NIDCD)

Subject: RE: New hESC Registry Application Request #2010-ADM-002


mailto:hescregistry@mail.nih.govl
http://psych.med.unsw.edu.au/psychweb.nsf/page/SCL







