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Should Oncologists Routinely Discuss Fertility Preservation With
Cancer Patients of Childbearing Age?

In June 2006, the American Society of Clinical Oncol-
ogy published guidelines to improve the clinical prac-
tices of oncologists when they address fertility preserva-
tion in and counseling of cancer patients.! An expert panel
agreed that any oncologist who sees fertile patients who
are considering cancer therapy should address potential
treatment-induced infertility before starting therapy. The
panel reviewed extensive fertility preservation literature
from 1987 to 2005 and realized the paucity of large and/or
randomized studies. As such, the proposed guidelines were
derived predominantly from cohort studies, case series,
small nonrandomized clinical trials, and case reports. The
methods proven most efficacious to preserve fertility were
sperm cryopreservation in males and embryo cryopreser-
vation in females. The panel did not attempt to review and
quantify risks to fertility from various cancers and specific
treatments. The consensus was that oncologists should dis-
cuss infertility as a potential risk of therapy. Additionally,
oncologists should answer basic questions about whether
fertility preservation options decrease the chance of suc-
cessful cancer treatment, increase the risk of maternal
or perinatal complications, or compromise the health of
offspring. Furthermore, oncologists should refer appropri-
ate patients to reproductive specialists and practitioners of
psychosocial care.!

Despite these guidelines that were designed to increase
awareness and influence clinical practice, several national
surveys have shown that oncologists are still not discussing
treatment-associated fertility risks with patients and are
not referring patients to reproductive specialists. In a na-
tional survey published in 2009, Quinn et al® reported that
only 47% of health care professionals routinely referred
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their cancer patients of childbearing age to a reproductive
endocrinologist. In another survey of academic medical
centers, 95% of oncologists reported that

they routinely discuss the effect that treat- | See also
ment may have on patients’ fertility, but only | page 45

39% routinely referred patients to a specialist

in reproductive medicine.’ Regarding sperm conservation,
91% of oncologists agreed it should be offered to eligible
men, but only 10% reported actually offering it.*

Against this background, the article by Jensen et al’ in
this issue of Mayo Clinic Proceedings provides an excel-
lent review of contemporary fertility preservation strategies
and associated issues for individuals with cancer or other
serious illnesses. The article focuses on 4 key messages.

THE PotenTIAL EFFEcT OF CANCER TREATMENT

oN Future FERTILITY

Although the consensus is that cancer therapy can result in
infertility, research data are insufficient to identify the risk
of each agent and/or regimen because of the complexity of
variables involved. The effects of chemotherapy and radia-
tion therapy on fertility depend on the individual drug(s)
and/or size and location of the radiation field, overall dose,
dose intensity, method of administration, disease, age, sex,
and pretreatment fertility of the patient. Most of the avail-
able literature that quantifies infertility risks reports rates
of azoospermia and amenorrhea, although these are only
surrogate measures of infertility. In addition, infertility risk
data for patients undergoing newer chemotherapy regimens
and receiving targeted biologic agents are scant.'

FerTiLITY PRESERVATION OPTIONS

Since 2006, new fertility preservation options have been
introduced for both males and females, as outlined by
Jensen et al. However, in females, the most proven method,
embryo cryopreservation, requires a 2- to 6-week delay
of chemotherapy, depending on the timing of the patient’s
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menstruation cycle. Women who require chemotherapy
more urgently have the option of medical suppression of
ovarian function to mitigate the effect of chemotherapy.
However, this option is less well proven and at best merely
increases the probability of resuming menses after therapy,
which does not equate with fertility potential.® Of theo-
retical concern (but potentially important) is the relapse
of hormonally sensitive tumors after subsequent ovarian
stimulation. Azim et al” prospectively studied 79 women
using letrozole for ovarian stimulation. Although they
found no increased risk of tumor recurrence, it is doubtful
that their study provided sufficient power to confidently
counsel patients.

PreeNANcY AFTER CANCER THERAPY

There is concern that pregnancy increases the risk of re-
current hormonally responsive tumors like breast cancer.
The best available data are from large retrospective epide-
miological studies conducted in Scandinavia that identified
no increased risk of breast cancer recurrence.®' Unfortu-
nately, no properly designed prospective studies exist to
support this notion.

FerTILITY PRESERVATION As AN EMERGING DiscIPLINE
Currently, there are many unresolved issues related to fer-
tility preservation in oncology patients. Cancer survivors
face risks of relapse and secondary malignancies. In this
context, the risks of fertility preservation strategies are
largely unknown. Some patients inherently have a higher
risk of relapse by virtue of their age alone, and this in turn
affects their long-term mortality. A retrospective study that
evaluated more than 200,000 women in a SEER (Surveil-
lance Epidemiology and End Results) database of patients
diagnosed as having breast cancer between 1988 and 2003
showed that women younger than 40 years were 39% more
likely to die than were older patients.'

Optimal counseling for patients with a high risk of cancer
recurrence and mortality is unclear. Is it ethical to recom-
mend fertility preservation with such knowledge on overall
prognosis? Is it ethical to recommend semen cryopreserva-
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tion in male patients who are receiving palliative care and
who desire offspring? Another issue that complicates deci-
sion making is that adoption agencies may discriminate
against cancer survivors.'? Additionally, there is uncertainty
about who should pay for fertility preservation. Although
most of the techniques are not covered by insurance, finan-
cial support may be available from agencies such as the
“Sharing Hope” program (www.fertilehope.org).
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