Donor Eggs

I ntroduction

Having a baby through donor eggs involves a complex
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medical technology and requires you to make some very

important decisions that aren’t involved in many of the other technologies except for our donor
insemination program. The important decisions you make about this technology will affect not
only you, but also generations to come. Using donor eggs creates a unique set of social
circumstances which not only can affect the inseminated woman, the couple, the relatives and

friends and the unborn child.

In vitro fertilization (IVF) technology has
made the use of donor eggs possible. This
technology involves stimulating the production of
many eggs (10 to 20) in the donor (thisis depicted by
#1 in the diagram to the right). These eggs are then
retrieved from her body (this is depicted by #2 in the
diagram to the right). The retrieved eggs are
fertilized using the recipient male partner's sperm
(depicted by #3 in the next diagram at the bottom of
this page). Once fertilized, they are then cultured as
embryos (this is depicted in #4 in the diagram at the
bottom of the page).

Simultaneously, the recipient’'s cycle is
synchronized with the donor’s cycle. Starting both
the donor and recipient on medication to turn off
their hormones at the same time usually does this.
While the donor is stimulated to produce many
eggs, the recipient's endometrium is prepared using
estrogen and progesterone.

The embryos are then transferred back into
the recipient (this is depicted in #5 in the bottom
diagram).

The success of donor eggs depends on the
prognosis (chance) of the donor. If a young fertile
woman donated the eggs, the chance of a
pregnancy in asingle cycle can be up to 50%.

The difficulty with donor eggs is finding a
donor. Choice of a donor will be discussed in more
detail in alater section.

Who Can Benefit From Donor Eggs

"Donor eggs' is a technology, which can
produce a pregnancy for women who have run out of
eggs. The average age when a woman runs out of
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eggs that will produce a pregnancy is 41 years old. Y ounger women can have premature ovarian
faillure, essentially running out of eggs a a much earlier age. Investigations and possible
treatments for this are covered in a separate information sheet on “ovarian falure”. Surgery,
radiation or chemotherapy can cause loss of a woman's eggs. This technology is aso used
occasionally to avoid some genetic diseases.

Choosing Your Donor

Known donor eggs refers to a situation were the donor is afriend or relative or at least is
known by the recipient. The advantage of known donor is the decrease in cost, usually increased
ease in finding a donor, and in the case of donor being a relative, inclusion of close genetic
material in the new baby. However, use of a known donor introduces a new set of social
complications. When the child is born, the donor relative or friend will be aware the baby is
genetically linked to them. The socia circumstances which will develop once the baby is born
should be thought through carefully.

If you choose a known donor, they will be required to attend a clinic appointment where
the technical aspects of the procedure will be explained to them. If they are willing to continue, a
medical history and appropriate directed physical examination is done. They will be required aso
to undergo limited fertility testing (usually day three blood testing and any other screening
indicated) and have program blood work. Extratesting is required if potential donor presents any
genetic or infections disease risk. For genetic reasons, the potential donor cannot be related to the
man who will supply the sperm sample for the fertilization step.

The next step is to compose an agreement. This should be signed by the donor, recipient
and recipient husband and witnessed by another person who is not directly involved in the
process. The agreement can be created by the concerned parties (we have sample agreements
available) or a lawyer specialized in family law can be consulted. Even if all parties understand
their obligations, responsibilities and privileges, it is better to put these in writing. At S.O.F.T.,
we would like you to give us a copy of this contract to place in your chart.

Anonymous donor eggs refers to a situation in which the donor and recipient do not
know each other. This was, up until recently, the most common type of donor eggs. Many
fertility clinics recruited potential donors, arranged legal and counseling services and paid the
donors. In March, 2005, the government of Canada passed a law covering many of the
reproductive technologies including donor sperm and eggs. Essentially it alows donor sperm and
eggs but it makes it a criminal offense to pay someone other than for expenses. These payments
are allowed but exactly what is a receitable expenses has not been defined and will not be until
the regulations that govern the law are written. For this reason, and because it is now illegal to
charge for the recruitment of donors, most fertility clinics have stopped their anonymous donor
egg programs. S.O.F.T. currently does not have an anonymous donor program but we hope to
develop onein the future.

Although we do not have an anonymous donor egg program at S.O.F.T. we have actually
seen an increased demand for this technology. However, at the present time, you have to find
your own donor. Some of our patients have been able to recruit anonymous donors by
communicating through e-mail. Recent developments in our IVF program have made this
technology much more affordable (this will be outlined in more detail in the cost section).

Steps



Initial Evaluation of the Donor

All donors must go through a rigorous qualification procedure. The initial visit at the
clinic essentialy includes “informed consent”. The procedure for donor eggs is explained to them
in detail including time commitments and risks. If they are interested in proceeding, another visit
is required to the clinic. If the potential donor is in a relationship, it is helpful if her partner
attends as he should be in agreement. This visit includes a review of the procedure for donor
eggs, a detailed health, socia and family history and directed physical examination as indicated.
Laboratory testing including any screening for infectious or genetic diseases is also done.

The Agreement

As stated before, an agreement, written by the parties or by alawyer acting on their behalf
and specialized in family law should be in place before proceeding further. Usually the parties
are on good terms and understand their obligations and rights and privileges. However, it is a
good ideato review these in writing so that no misunderstandings take place.

Sample agreements are available at the clinic. The agreement is not a contract as there are
no laws currently in place regarding most of these issues. Agreements usually state the
obligations of the donor and the recipient as well as their non-obligations. It must be remembered
that it isillegal to pay the donor more than receptable expenses.

Genetic Screening

There are only a few hundred genetic tests for more than 5,000 known genetic diseases. It
would be impossible to screen each donor for these. However each donor undergoes a detailed
family history to uncover any indication of inherited diseases. Although this screening cannot
eliminate the chance of an inherited disease, it is generaly believed that because of this screening
the chance of an inherited disease in a donor child is actualy less than in a spontaneous
pregnancy. If you have specific genetic concerns, you can request additional testing of a donor
(available for afee) to add to your safety.

I nfectious Disease Screening

One of the objectives of routine testing of donors is to reduce the possibility of
transmitting infectious diseases. Each donor is screened with “program blood work” which is
done on al our infertility patients. If any risk behaviors are present, additional screening tests
will be done to minimize the risk of infectious disease transmission.

History and physical examination is important in screening for infectious diseases. High-
risk behaviors such as use of non-therapeutic drugs or sex with multiple partners may actually
disqualify a potential donor. Physical examination is done, when indicated, to find any evidence
of sexually transmitted diseases. Initial lab screening includes testing for cytomegalovirus
antibody, HTLV-I/Il antibody, hepatitis B surface antigen, hepatitis B core antibody, hepatitis C
antibody, HIV 1 and 2 antibodies, syphilis serology, gonorrhea culture, and a urine test for
Chlamydia antigen and Trichomonas, Mycoplasma and Ureaplasma.

Counsdling

Counseling is done during the initia visits but additional counseling will be offered and
made available if requested. Thiswill be at the expense of the recipient. Also, even if additional



counseling is not requested by the donor, if it is felt there may be outstanding issues, it will be
requested by the staff at S.O.F.T.

Stepsin Donor Egg IVF (Donor)
Pre-medication with the oral contraceptive

The first step that may be used in an IVF cycle is to place both the donor and recipient on
an oral contraceptive. This allows for synchronization of both their cycles and slight adjustments
in the start date for the more intensive part of the cycle. The oral contraceptive is usually started
with the spontaneous cycle of the donor as often the recipient does not have cycles.

Several studies have indicated that egg quality may be improved by using an ora
contraceptive for at least one cycle before the induction of multiple eggs. The theory is that
ovulation and the normal luteal phase of the cycle does something to enable the body to select
one egg for ovulation in the next cycle. If our objective is to stimulate the production of many
eggs, it may be beneficia not to alow ovulation in the cycle before. The ora contraceptive
(Marvelon DIN#02042487) is usually begun on day 5 of the donor’s cycle and continued 5 days
into the start of the gonadotropins releasing hormone agonist. By changing the length of time the
birth control pill is taken, some flexibility in the exact timing of the IVF cycle can be attained
and this can be especially helpful in donor egg IVF.

Turning off the hormones— Use of a GhRH Agonist (Donor)

A GnRH agonist fits into the GnRH receptor. When it initially enters the receptor it
stimulates the same response as GnRH would: the release of FSH and LH. However, the
medication remains in the receptor, making it unable to respond again (“downregulating it”).This
makes the pituitary incapable of producing FSH or LH.

The first step in most IVF cycles is “down-regulation” with a gonadotropins releasing
hormone agonist (GnRH agonist) (Synarel DIN#02188783, Lupron kit DIN# 00727695 or
Suprafact DIN# 2225158 or 1989669. These medications stimulate and then block the receptors
necessary for the production of FSH and LH. Without FSH and LH, estradiol (E2) is not made.
Most of the timein a“long protocol” it is started about day 14 to 21 of the donor’s cycle but this
can be earlier or later if abirth control pill is used.

Most women (90%) will have adequate suppression of their own hormones 7 to 10 days
after beginning the GnRH agonist. Thisis confirmed by checking the estradiol and LH levels and
performing a baseline vagina ultrasound. The levels of estradiol and LH should be low and the
baseline vagina ultrasound should demonstrate a very thin endometrium (lining of the uterus)
and no ovarian cysts. Blood and ultrasound monitoring are explained more fully later in this
information sheet.

Once suppression has been demonstrated, controlled ovarian hyperstimulation (COH) or
the daily injection of FSH can begin. The usua length of FSH stimulation required is 10 to 12
days. You may be instructed to begin FSH on the day of down-regulation or wait a few more
days before starting your FSH. This allows us to predict the day of your retrieval at the start of
the cycle.

The GnRH agonist is continued during the FSH stimulation to prevent the LH
surge.



Controlled Ovarian Hyperstimulation — FSH stimulation (Donor)

The production of both eggs and
estrogen by the ovary is stimulated by
Follicle Stimulating Hormone (FSH)
from the pituitary. However, in IVF we
have blocked the pituitary production of
FSH. Controlled ovarian
hyperstimulation involves the
administration by injection of FSH in
high levels to produce multiple eggs.
FSH comes in many forms. Historically, it was collected and
concentrated from urine of menopausa women and was
therefore called Human Menopausal Gonadotropins
(HMG). Only one product is still available which is produced
in this fashion called Repronex DIN# 02247790. Another urine
based product is Bravelle DIN% . Newer forms of FSH are now produced in cell
cultures by recombinant technology but all forms work in the same way. Recombinant FSH is
caled Gona-F multidose DIN# 02244787 and Puregon
DIN#02231656. All forms are given by injection once a day
(usualy in the afternoon or evening). All these formulations have
the advantage of subcutaneous injection rather than intramuscular é
injection. You can easily be taught to do your own injections. ;
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The objective of stimulation in IVF is to produce 10 to 20
eggs. Mature eggs are usualy present in follicles. Follicles are
cystic structures in the ovaries, each of which contain an egg and can be monitored by vaginal
ultrasound. In an IVF cycle

your physician will try and

An Example of Monitoring - IVF Cycle

maximize the number of

. Cycle | Estradiol | L L argest Follicle Size (mm)
follicles between 16 and Day E, H
24 mm in diameter. Day 0 50 1 Small Small

Theexact level and 5 50 2 Small Small
type of FSH stimulation Day 4 500 1 Small Small
will be individudlized for ™5 e e5n ™ 5 11,10, 9,9, 8, | 12, 11, 11,9, 9,
each patient based on 6.6 6 55
predictors (I.E. age, da&y 3 ™ re™ o800 | 3 | 15,15, 14, 14, | 16, 15, 14, 12,
FSH, previous cycles). 13 10. 10. 9 12 9 9
FSH stimulation is P E—— —

. Day10 | 5000 | 2 |17,17,16,15,| 18, 17,16, 14,
monitored  very closaly 15,12,12,11 | 14,11, 11.
using blood monitoring T eesn 3 110,19, 18, 17, | 20, 19, 18, 16,
and vaginal ultrasounds. In 17 14,14 13 16.13. 13
the long protocol, the first B P R—

Day12 | 9000 | 2 |21,21,20,19,| 22, 21,20, 18,
19,16,16,15. | 18, 15, 15.




