Oncofertility in women:
Time for a national solution

The authors propose a multifaceted approach to raise awareness
of oncofertility services and break down barriers to access
for reproductive-age women with a cancer diagnosis
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ertility preservation and sexual
F health are main concerns in

reproductive-age cancer sur-
vivors. Approximately 1% of cancer
survivors are younger than age 20
and up to 10% are estimated to be
younger than age 45.! For many of
these survivors, a cancer diagno-
sis may have occurred prior to their
completion of childbearing.

Infertility or premature ovar-
ian failure has been reported in 40%
to 80% of cancer survivors due to
chemotoxicity-induced accelerated
loss of oocytes.”? Most gonadotoxic
chemotherapeutic agents cause DNA
double-strand breaks that cannot be
adequately repaired, eventually lead-
ing to apoptotic cell death.® There-
fore, any chemotherapeutic agent
that induces apoptotic death will
cause irreversible depletion of ovar-
ian reserve, since primordial follicles
cannot be regenerated.

Alkylating agents, such as cyclo-
phosphamide, have been shown to
be most cytotoxic, and young cancer
survivors who have received a com-
bination of alkylating agents and
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abdominopelvic radiation—such as
those with Hodgkin’s lymphoma—are
at higher risk. Other poor prognostic
factors for fertility include a hypotha-
lamic-pituitary radiation dose greater
than 30 Gy, an ovarian-uterine radia-
tion dose greater than 5 Gy, summed
alkylating agent dose score of 3 to 4
for each agent, and treatment with
lomustine or cyclophosphamide.*

In general, awoman's age (which
reflects her existing ovarian reserve),
type of therapeutic agents used, and
duration of therapy impact the post-
treatment viability of ovarian func-
tion. Despite conflicting information
in published literature, medical sup-
pression by gonadotropin-releasing
hormone agonists is not effective.

Fertility preservation options
in the United States include egg,
embryo, and ovarian tissue banking
and ovarian transposition and ovar-
ian transplantation.’

Oncofertility: Maximizing
reproductive potential

in cancer patients

In 2006, Dr. Teresa Woodruff of
the Feinberg School of Medicine
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at Northwestern University coined
the term oncofertility. Oncofertility
is defined by the Merriam-Webster
dictionary as “a field concerned with
minimizing the negative effects of
cancer treatment (such as chemo-
therapy or radiation) on the repro-
ductive system and fertility and with
assisting individuals with reproduc-
tive impairments resulting from can-
cer therapy.”

Recognition of the many barri-
ers to fertility preservation led to the
establishment of the Oncofertility
Consortium, a multi-institution group
that includes Northwestern Univer-
sity, the University of California San
Diego, the University of Pennsylvania,
the University of Missouri, and Ore-
gon Health and Science University.
The Consortium facilitates collabora-
tion between biomedical and social
scientists, pediatricians, oncologists,
reproductive specialists, educators,
social workers, and medical ethi-
cists in an effort to assess the impact
of cancer and its treatment on future
fertility and reproductive health and
to advance knowledge. The Consor-
tium also is a valuable information
resource on fertility preservation

May 2018 | OBG Management 11



GUEST EDITORIAL

TABLE Programs that offer financial assistance for fertility treatments

Program

Services offered

Heartbeat Fertility Preservation Program
(Walgreens Pharmacy and Ferring Pharmaceuticals)
https://www.walgreens.com/topic/specialty-pharmacy
/fertility-preservation.jsp

Free medications for egg and embryo freezing for women
newly diagnosed with cancer

Excludes Medicaid

LIVESTRONG Fertility
https://www.livestrong.org/we-can-help/livestrong-fertility

Financial assistance for newly diagnosed men and women
who are seeking to bank sperm, eggs, or embryos prior to
cancer treatment

$45 million spent, over 680 clinics

Team Maggie for a Cure
http://www.teammaggieforacure.org/

Financial assistance to young women and men for the
purpose of preserving eggs and sperm

Denial by insurance carriers prior to consideration of
application

The Samfund
http://www.thesamfund.org/

Scholarships to young adult cancer survivors for a wide
range of cancer-associated costs, including storage of eggs,
embryos, and sperm and expenses for fertility treatment

Tinina Q. Cade Foundation

Up to $10,000 to infertile families; fertility treatments and

https://www.cadefoundation.org/

adoption

e Combination of Savannah grant and family building grant

options for patients, their families,
and providers.®

The oncofertility program at
Northwestern University was estab-
lished as an interdisciplinary team
of oncologists, reproductive health
specialists, supportive care staff,
and researchers. Reproductive-age
women with cancer can participate
in a comprehensive interdisciplin-
ary approach to the management of
their malignancy with strict plan-
ning and coordination of care, if
they wish to maintain fertility follow-
ing treatment. Many hospitals and
health care systems have established
such programs, recognizing that the
need to preserve fertility potential
is an essential part of the compre-
hensive care of a reproductive-age
woman undergoing treatment.
When a cancer diagnosis is made,
prompt referral to a fertility special-
ist and a multidisciplinary approach
to treatment planning are critical
to mitigate the negative impact of
cancer treatment on fertility and the
potential risk of ovarian damage.
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Barriers to

oncofertility care

Timely referral to fertility special-
ists may not occur because of lack
of a formal oncofertility program or
unawareness of available therapeu-
tic options. In some instances, delay-
ing cancer treatment is not feasible.
Additionally, many other factors
must be considered regarding soci-
etal, ethical, and legal implications.
But most concerning is the lack
of consistent and timely access to
funding for fertility preservation by
third-party payers. Although some
funding options exist, these require
both patient awareness and effort to
pursue (TABLE).

National legislation does not
include provision for this aspect
of women’s health, and as of 2017
insurance coverage for oncofertility
was mandated only in 2 states, Con-
necticut and Rhode Island. In New
York, Governor Cuomo directed the
Department of Financial Services to
study how to ensure that New York-
ers can have access to oncofertility
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services, and legislation is pending
in the New York state legislature.”

Recently, Cardozo and colleagues
reported that 15 states currently
require insurers to provide some form
of infertility coverage.® By contrast,
RESOLVE: The National Infertility
Association, reports information on
fertility coverage and the status of bills
by state on its website (https://resolve
.org). For example, in California,
Hawaii, Illinois, and Maryland, bills
have been proposed and are in vari-
ous stages of assessment. Connecticut
and Rhode Island mandate coverage.
As always, details matter. Cardozo and
colleagues eloquently point out limi-
tations of coverage based on age and
definition of infertility, and potential
financial impact.?

An actuarial consulting com-
pany called NovaRest prepared a
document for the state of Maryland
in which the estimated expected
number of “cases” would amount
to 1,327 women and 731 men aged
10 to 44.° These individuals might

require  oncofertility  services.
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Oncofertility efforts are moving in the right direction

Lucia DiVenere, MA

Drs. Ursillo and Chalas bring attention

to an important issue. As technology
advances, so do treatment and coverage
needs, and so does the need for ongoing
physician and patient education.

In 1990, the US Congress passed the
Breast and Cervical Cancer Mortality Prevention Act to
help ensure that low-income women would have access to
screening for these diseases. It took 10 years before Con-
gress passed the Breast and Cervical Cancer Prevention and
Treatment Act so that women detected with breast or cervi-
cal cancer could be treated. A curious delay, | know.

Today, we seem to be in a similar situation regarding
fertility preservation. Cancer treatment is advanced, cover-
age is available. Fertility-related treatment is now possible,
but coverage is nearly absent.

In my research for this commentary, | learned (a little)
about ovarian transplantation and translocation. Even that
little was enough to see that we live in an amazing new
world. Drs. Ursillo and Chalas put out an important call for
physicians to learn, to teach their patients, and, especially, to
consider fertility preservation options before (when possible)
initiating cancer treatment. It also is imperative to consider
fertility preservation in young patients who have not yet
reached their fertile years. Cancer treatment begun before
fertility preservation may mean future irreversible infertility.

They also call for insurers and public programs to cover
fertility and fertility preservation as “essential in the compre-
hensive care” of cancer patients. To the American College
of Obstetricians and Gynecologists (ACOG), that means a
federal policy that would ensure public and private cover-
age for every woman, no matter where she lives, her income
level, or her employer.

In many ways, this is a difficult time in public policy
related to women’s health. With ACOG’s leadership, our
physician colleague organizations and patient advocacy
groups are fighting hard to retain women’s health protec-
tions already in law. At this moment, opportunities are rare

for consideration of expansion. But a national solution is the
right solution.

Until we reach that goal, we support state efforts to re-
quire private health insurers to cover fertility preservation. As
Drs. Ursillo and Chalas point out, only 2 states require private
insurers to cover fertility preservation treatment. State-by-
state efforts are notoriously difficult, unique, and inequitable
to patients. Patients in some states simply are luckier than
patients in other states. That is not how to solve a health
care problem.

As is often the case, employers—in this case big,
cutting-edge companies—are leading the way. Recently, an
article in the Wall Street Journal (February 7, 2018) described
companies that offer fertility treatment coverage to attract
potential employees, such as Pinterest, American Express,
and Foursquare. This is an important first step that we can
build upon, ensuring that coverage includes fertility protec-
tion and then leveraging employer coverage experience to
influence coverage more broadly.

Big employers may help us find our way, showing just
how little inclusion of this coverage relates to premiums; by
some estimates, only 0.4%. That is a small investment for
enormous results in a patient’s future.

My takeaways from this thoughtful editorial:

e Physicians should educate themselves about fertility
preservation options.

¢ Physicians should educate their patients about the
same.

* Physicians should consider these options before initi-
ating treatment.

e We all should advocate for our patients, in this case,
national, state, and employer coverage of fertility treat-
ment, including preservation.

Ms. DiVenere is Officer, Government and Political Affairs, at the American
College of Obstetricians and Gynecologists in Washington, DC. She is an
OBG Management Contributing Editor.
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NovaRest estimated that clients could
experience up to a 0.4% increase in
insurance premiums annually if this
program was offered. Similar esti-
mates are reported by other states. In
Kentucky and Mississippi, such bills
“died in committee” The American
Society for Reproductive Medicine
(ASRM) is actively lobbying with
partners, including the Coalition to
Protect Parenthood After Cancer, to
advocate for preservation of fertility.
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We need a joint effort

Most recent statistics support an
increase in cancer survivorship over
the past decade.” This trend likely
will continue thanks to greater appli-
cation of screening and more effec-
tive therapies. The use of targeted
therapy is on the rise, but it is not
applicable for most malignancies
at this time, and its effect on fertil-
ity is largely unknown. Millennials
now constitute the largest group in
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our population, and delaying child-
bearing to the late second and third
decades is now common. These
medical and societal trends will
result in more women being inter-
ested in fertility preservation.

The ASRM and other organiza-
tions are lobbying to support leg-
islation to mandate coverage for
oncofertility on a state-by-state
basis. Major limitations of this
approach include inability to address

CONTINUED ON PAGE 28
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oncofertility unless such legislation
already has been introduced, the
lack of impact on individuals resid-
ing in other states, and inefficiency of
regional lobbying. In addition, those
who are self-insured are not sub-
ject to state mandates and therefore
will not benefit from such coverage
mandates. Finally, nuances in the
definition of infertility or age-based
restrictions may limit access to these
services even when mandated.

A cancer diagnosis is always
potentially life-threatening and is
often perceived as devastating on a
personal level. In women of repro-
ductive age, it represents a threat
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to their future ability to bear chil-

dren and to ovarian function. These

women deserve to have the oppor-
tunity to consider all options to
maintain fertility, and they should
not struggle with difficult financial
choices at a time of such extreme
stress.

To address this important issue,

a 3-pronged approach is called for:

e All providers caring for cancer
patients of reproductive age must be
aware of fertility preservation and
inform patients of these options.

o Cancer survivors and their caretak-
ers must assist in legislative advo-
cacy efforts.
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e Nationally mandated
must be sought.

A joint effort by the medical commu-

nity and women advocates is critical

to bring attention to this issue in a

national forum and provide a solu-

tion that benefits all women.

coverage
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