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Disclosures
• Investment in Umotif, PRO platform
– Not related to any work product

• Will discuss off label use of GnRH analogues 
for “ovarian suppression”



Objectives

• Describe challenges of guideline formulation
• Review the most recent ASCO and ASRM 

guidelines
• Consider together a wish list for guidelines
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Role of guidelines

Disseminate evidence based practices

Provide expert opinion in the face of 
inadequate evidence

Standardize practice across institutions

Reduce disparities among individuals

Provide benchmark for insurance coverage



By necessity 
Guidelines look 

backwards



Hindsight isn’t always 20/20

• Quality of evidence
• Subjectivity in evaluating data in small studies
• Variations in methodology
• Different lens may lead to different focus



• establish a common vision and integrated strategy for the 
surveillance of late effects in CAYA cancer survivors.

• reduce duplication of effort, optimize the quality of care, and 
improve quality of life for childhood, adolescent, and young 
adult cancer survivors.



Step 3: Identify and summarize 
available evidence

Step 2: Clinical Questions

Step 1: Concordance and discordance 
among guidelines

GUIDELINE DEVELOPMENT SCHEMA



PICO questions Perform
PubMed Search

If uncertain, 
screen full text

for inclusion

Screen abstracts 
for inclusion

Create evidence
table for each
selected paper

Discuss papers + 
check evidence 

tables

Formulate
conclusions of 

evidence

References
guidelines/experts/

reviews

Formulate 
recommen-

dations

Systematic search 
of literature over 

last 20 years





Cancer, July 2016
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Key Questions

Who should be advised to receive fertility preservation?

What fertility preservation method should be used?

When should fertility preservation be discussed and 
initiated?

Who should be involved in the counseling and 
decision making regarding fertility preservation?

What are the ethical and logistical aspects?



Concordance of key questions 
among high quality guidelines

• Concordance: same recommendation across 
all guidelines

• Discordance: different recommendations, 
recommendation not included or only 1 
guideline made a specific recommendation

• Large variations were noted between 
guidelines
– 12.8% items concordant for females
– 11.4% items concordant for males





Key Questions

Who should be advised to receive fertility preservation?

ASCO: Being at risk for infertility due to anticancer 

treatment

ASRM: Males: Exposure to toxic effects of RT and 

chemotherapy at all stages of life.

Females: Surgery, chemotherapy (dependent on drug, 

dose and age of treatment). TBI, Abd RT, Pelvic RT may 

cause ovarian and uterine damage and are also dose 

and age dependent.



EM: Should all patients be referred to a fertility 
unit before initiating anticancer treatments?

Short answer: No, referrals should be individualized
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EM: Should all patients be referred to a fertility 
unit before initiating anticancer treatments?

Short answer: No, referrals should be individualized

“providers should not overestimate the risk of treatment-
related infertility… and some of them (e.g. very young patients 
undergoing treatment at low risk of infertility) can be 
reassured that they will not likely require the help of a fertility 
clinic after treatment”

“the perception of a high risk for infertility is individual and 
the patients’ own wishes should be taken into account” 



Key Questions
What fertility preservation method should be used?

ASCO: aromatase inhibitor based stimulation may 
ameliorate concern of cancer recurrence from 
stimulation and subsequent pregnancy.

Non-Experimental



Experimental
ASCO: needs to be confirmed 
whether safe in leukemia
Emerging data may prompt 
reconsideration of the designation 
of experimental in the future 

ASRM: Should only be offered as 
part of an IRB-approved research 
protocol

EM: best candidates: pre-pubertal girls, those who cannot delay 
chemotherapy, patients who have already received chemotherapy.
Not recommended in patients over 40 or with reduced ovarian 
reserve. Concern of reintroducing malignant cells.



ASCO/ASRM
Ovarian transposition 
should be offered 
although is not always 
successful

ASCO/ASRM
Conservative gyn surgery 
in Stage 1A2 to 1B cervical 
cancer (radical 
trachelectomy)



ASCO: (updated) conflicting evidence

“The panel recognizes that, when proven FP methods (oocyte, embryo, 

ovarian tissue) are not feasible, and in the setting of young women with 

breast cancer, GnRHa may be offered to patients in the hope of reducing 

the likelihood of chemotherapy-induced ovarian insufficiency. However, 

GnRHa should not be used in place of proven fertility preservation 

methods.”

ASRM: data conflicting, other FP 

should be offered in addition to 

considering GnRH Meta analysis 

shows efficacy in in breast cancer 

patients 

Did not prevent primary ovarian 

insufficiency in patients with 

lymphoma

Conflicting Data











EM: Ovarian Suppression with the use of LHRHa during 
chemotherapy should be considered a reliable strategy to 
preserve ovarian function and fertility, at least in breast 
cancer patients, given the availability of new data suggesting 
both the safety and efficacy of the procedure”

(but four of the experts disagreed with the statement and 
still consider the strategy experimental)



Key Questions
When should fertility preservation be discussed and 
initiated?

Diagnosis Treatment Post-therapy

All Recommend
ASCO: Sperm 
collected after the 
initiation of therapy 
has a potentially 
higher risk of DNA 
damage

ASCO: fertility 
preservationEM: Ovarian Tissue 

Cryopreservation ASRM: using the 
preserved 
gametes or providing 
other assisted 
reproduction



Key Questions
Who should be involved in the counseling and 
decision making regarding fertility preservation?

ASCO: all oncologic health care providers should be prepared to 
discuss infertility as a potential risk of therapy.

Oncology Health Care Providers 

ASRM: all oncologists should be aware of the adverse effects of 
treatment on fertility and of ways to minimize those effects



ASRM: A collaborative multidisciplinary team approach is 
encouraged. 

Psychosocial Team Members 

ASCO: Refer to psychosocial providers when distressed 
about potential infertility

Reproductive Health Care Providers
ASCO: Patients who express an interest (or ambivalence or 
uncertainty) should be referred to reproductive specialists

ASRM: Main role is in counseling and providing preservation



Key Questions

What are the ethical and logistical aspects?

Disposition of Stored Gametes, Embryos 
and Gonadal Tissue
Instructions should be specified about the disposition of stored 
gametes, embryos or gonadal tissue in the event of the 
patient’s death, unavailability or other contingency. Minors 
should update directions when they reach age of majority.



Parents may act to preserve the fertility of cancer patients 
who are minors and when the intervention is likely to 
provide potential benefits to the child. 

Assent of the child should be obtained if possible 

Unless written instructions state otherwise, gametes should 
be discarded if the child does not survive to adulthood. 

Minors with Cancer



The discussions should be documented in the 
medical chart. (ASCO)



Moving Forward:
Guidelines 2023?

• Is it important to clarify risk of AOF vs. POI?
• What are the genetic factors in infertility risk?
• What is the utility of GnRHa in populations other 

than early stage breast cancer?
• To whom and when should gonadal tissue 

cryopreservation be offered? Will it lose the 
experimental label?

• Importance of a navigator



www.echo.rhoinstitute.org



www.allianceforfertilitypreservation.org



Thank you!


