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The Oncofertility Consortium 0 Athe .
Northwestern University ) Onccofertt_lllty
www.oncofertility.northwestern.edu onsortium

Agenda for Osaka Oncofertility Visitors
Friday, March 24, 2017

As part of a study supported by a Health Labour Sciences Research Grant (H26-016)
from the Ministry of Health, Labour and Welfare, Japan, “the Working Panel Tasked with
Compiling Evidence Regarding the Fertility of Long-Term Survivors of Cancer during
Childhood or Adolescence and with Developing a Reproductive Medicine Network”
(organizer: Yoko Miyoshi) has opened a hotline at National Cancer Center, which
provides information about Oncofertility to patients and their families, and refers patients
to reproductive specialists if needed. Also, the Working Panel has explored feasibility of
Oncofertility partnership programs. Through these experiences, several practical and
ethical issues have been identified to further implement Oncofertility in Japan. Japanese
visitors are interested in learning more about the operation, process and facilities of the
Oncofertility Consortium in order to gain a better understanding of consulting services in
Oncofertility in the United States.

Visitors:

Yoko Miyoshi, MD, PhD Pediatric Endocrinologist,
Assistant Professor of Department of Pediatrics,
Osaka University Graduate School of Medicine, Japan

Chikako Shimizu, MD, PhD Breast Medical Oncologist,
Head, Department of Breast and Medical Oncology,
National Cancer Center Hospital, Tokyo, Japan

Atsuko Kitano, MD, PhD Breast Medical Oncologist,
Chief Resident, Department of Breast and Medical Oncology,
National Cancer Center Hospital, Tokyo, Japan

Emi Takeuchi Clinical Psychologist and Researcher,
Consultation, Counseling and Support Service Center,
National Cancer Center Hospital, Tokyo, Japan

Agenda:

8:15am-8:50am Lisa Flaum, MD

259 E. Erie St. Assistant Professor of Medicine (Hematology/Oncology)

Suite 2400 Feinberg School of Medicine

9:16am-10:00am Angela K. Lawson, PhD

259 E. Erie St. Assistant Professor of Obstetrics and Gynecology (Reproductive
Suite 2400 Endo and Infertility) and Psychiatry and Behavioral Sciences

Feinberg School of Medicine

10:00am — 10:15am Walk to 320 E. Superior, Searle, 13-562
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The Oncofertility Consortium 3

Northwestern University

) OFTgcofertility®

Consortium

www.oncofertility.northwestern.edu

10:15am-11:00am
320 E. Superior
Searle, 13-562

11:00am — 11:15am
11:15-Noon

303 E. Superior
Lurie 10-121

Noon-1:30pm

1:30pm — 1:45pm

1:45pm — 2:30pm
259 E. Erie St.
Suite 2400

2:30pm — 2:45pm
2:45pm-3:30pm
633 N. Saint Clair
18" Floor
3:30pm-4:15pm
633 N. Saint Clair
18-035
4:15pm-5:00pm

5:00pm-5:30pm
Lurie 10-123

Monica Laronda, PhD

Director of Basic & Translational Research,

Fertility & Hormone Preservation & Restoration Program
Department of Surgerym Stanley Manne Research Institute,
Ann & Robert H Lurie Children's Hospital of Chicago
Assistant Professor, Department of Pediatrics,

Feinberg School of Medicine

Walk to 303 E. Superior, Lurie 10-121 (10" floor)

Teresa Woodruff, PhD, DSc

Director, Oncofertility Consortium

Chief of Reproductive Bioligy Research,

Department of Obstetrics and Gynecology

Thomas J. Watkins Memorial Progessor of Obstetrics and
Gynecology, Feinberg School of Medicine

Break for Lunch
Atsuko Kato, MS-RSM Student

Walk to 259 E. Erie St. Suite 2400 (24" floor)
Eve C. Feinberg, MD
Assistant Professor of Obstetrics and Gynecology (Reproductive
Endo and Infertility), Feinberg School of Medicine
Walk to 633 N. Saint Clair, 18" Floor
Mary Ellen Pavone, MD
Associate Professor of Obstetrics and Gynecology (Reproductive
Endo and Infertility), Feinberg School of Medicine
Kristin Smith
Patient Navigator for Fertility Preservation
Oncofertility Consortium
Break, head back toward Lurie 10-123

Presentation of Project to Dr. Woodruff
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Abstract. Anincreasing number of pediatric cancer patients survive, and treatment-related infertility
represents one of the most important issues for these patients. While official guidelines in Japan
recommend long-term follow-up of childhood cancer survivors (CCSs), their gonadal function and
fertility have not been clarified. To address this issue, we organized a working panel to compile evidence
from long-term survivors who received treatments for cancer during childhood or adolescence. In
collaboration with members of the CCS Committee of the Japanese Society for Pediatric Endocrinology
(JSPE), we conducted a questionnaire survey regarding reproductive function in pediatric cancer
patients. A cross-sectional survey was sent to 178 JSPE-certified councilors who were asked to
self-evaluate the medical examinations they had performed. A total of 151 responses were obtained,
revealing that 143 endocrinologists were involved in the care of CCSs. A quarter of the respondents
reported having experienced issues during gonadal or reproductive examinations. Several survivors
did not remember or fully understand the explanation regarding gonadal damage, and faced physical
and psychological distress when discussing the risk of becoming infertile. Pediatric endocrinologists
had anxieties regarding their patients’ infertility and the risk of miscarriage, premature birth,
and delivery problems. Only a limited number of endocrinologists had experience with managing
childbirth and fertility preservation. Many councilors mentioned the necessity for inter-disciplinary
communication among healthcare providers. Both endocrinologists and oncologists should set and
follow a uniform clinical guideline that includes management of fertility of CCSs.

Key words: childhood cancer survivor, adolescent, pediatric endocrinologist, questionnaire survey,

fertility

Introduction practice to continue medical examinations for
endocrine disorders (6). Chemotherapy, radiation
Due to improvements in the treatment and therapy, and surgery may damage the gonadal
prognosis of cancer, the number of childhood function in patients with malignant and non-
and adolescent cancer survivors has increased. malignant diseases. The issue of gonadal function
Consequently, physicians tend to pay more is important for childhood and adolescent
attention to late complications (late effects) (1-4). cancer patients because it is directly linked
Childhood cancer survivors (CCSs) are under risk to their social life. Therefore, future fertility
of various complications, e.g., endocrinological, is an important consideration. In 2013, The
cardiovascular, pulmonary, neurologic, or American Society of Clinical Oncology revised
gastrointestinal problems. The Long-Term its guideline for healthcare providers regarding
Follow-Up Guidelines for Survivors of Childhood, fertility preservation in adults and children with
Adolescent, and Young Adult Cancers, issued by cancer (7). Even though gonadal dysfunction
the Children’s Oncology Group, are recognized and subfertility have been recognized as issues
resources for healthcare professionals who affecting long-term survivors of childhood and
provide ongoing care to survivors of pediatric adolescent cancer (8-11), few surveys on this
malignancies (5). In 2011, the Japanese Society topic have been conducted in Japan (12, 13).
for Pediatric Endocrinology (JSPE) issued a Therefore, appropriate evaluation and treatment

follow-up guide regarding CCS care with the aim are still unavailable.
of enabling all physicians involved in clinical The aim of the present study was to gather
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Abstract. Although existing guidelines recommend long-term follow-up of childhood cancer survivors
(CCSs), their fertility has not been fully investigated in Japan. To address this issue, we organized a
working panel consisting of medical specialists in foundation hospitals. We conducted questionnaire
surveys targeting pediatric endocrinologists regarding reproduction in pediatric and adolescent cancer
patients in collaboration with the CCS committee of the Japanese Society for Pediatric Endocrinology
(JSPE). The first questionnaire was sent to 178 directors or councilors of the JSPE, and the second was
sent to those who had provided answers on their experience with childbirth or fertility preservation.
A total of 151 responses (84.8%) were obtained in the first survey. In the second survey, the response
rate was 100% (39 respondents). There were 27 answers describing experiences with childbirth (16
from partners of male CCSs, 22 from female CCSs). A few cases of premature birth and low birth
weight were reported. There were 25 answers describing experiences with fertility preservation;
21 were from male and 17 from female CCSs. It was mainly physicians who recommended fertility
preservation. This nationwide questionnaire survey revealed that a limited number of Japanese
pediatric endocrinologists had experience with childbirth and fertility preservation in CCSs. A further
long-term follow-up study of their fertility is needed.

Key words: childhood cancer survivor, pediatric endocrinologist, questionnaire survey, childbirth,
fertility preservation

Introduction practice undertake medical examinations for

endocrine disorders (8). Chemotherapy, radiation

The incidence of childhood cancer is therapy, and surgery may damage gonadal
estimated as 2,000 to 2,500 cases per year function in patients with malignant and non-
in Japan. Because of improvements in the malignant diseases (9—12). In 2013, the American
treatment and prognosis of cancer, the number Society of Clinical Oncology (ASCO) revised its
of childhood and adolescent cancer survivors guidelines for healthcare providers regarding
has increased (1). A significant proportion of fertility preservation in adults and children with
survivors experience chronic health problems cancer (13). Even though gonadal dysfunction,
that result from cancer, its treatment, or both subfertility, and premature ovarian insufficiency

(2—4). The Long-Term Follow-Up Guidelines (POI) have been recognized as important late
for Survivors of Childhood, Adolescent, and effects in CCSs (14), few surveys on this topic
Young Adult Cancers, issued by the Children’s have been conducted in Japan (15-18). Most

Oncology Group, are recognized resources for CCSsin Japan do not receive outpatient follow-
healthcare professionals who provide ongoing up care as adults, resulting in no data on their
care to survivors of pediatric malignancies (5). long-term prognosis. Therefore, we conducted
Endocrine disorders are major problems that a survey to reveal the current clinical practice
can occur after the cancer treatment is over among pediatric endocrinologists in order to
(6, 7). Thus, the Japanese Society for Pediatric investigate issues and unmet needs associated
Endocrinology (JSPE) issued a follow-up guide with gonadal function or fertility in CCSs (19). We
in 2011, with a minor revision in 2016, regarding subsequently conducted a second questionnaire
childhood cancer survivor (CCS) care with the survey to elucidate issues regarding childbirth
aim of ensuring all physicians involved in clinical and fertility preservation in CCSs; this survey
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Abstract Advances in multimodal treatment have led to
dramatic improvement in cancer treatment outcomes. It is
now necessary to consider cancer patients’ holistic qual-
ity of life. Fertility preservation is the top concern for can-
cer survivors of reproductive age. Sperm cryopreserva-
tion before treatment is recommended for postpubescent
men, but many patients lose fertility without having been
informed about options for fertility preservation. To deter-
mine how sperm cryopreservation is perceived and prac-
ticed in Japan, we surveyed hematologists who often treat
young males. A questionnaire about sperm cryopreservation
was sent to 45 major hematology institutions. A total of 22
institutions responded before the deadline. All institutions
but one responded that they felt sperm cryopreservation is
necessary. Only 15 institutions responded that they inform
patients about sperm cryopreservation, and 12 institutions
responded that they perform sperm cryopreservation before
chemotherapy. A total of 213 young males started their
first course of chemotherapy during the survey period, of
whom 61 (28.6%) had their sperm cryopreserved. Although
almost all hematologists stated that sperm cryopreservation
is necessary for fertility preservation, not all institutions
informed patients about it. Our findings indicate that, to pro-
mote fertility preservation in Japan, it will be necessary to
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systematize sperm cryopreservation and build inter-hospital
networks.

Keywords Cancer survivor - Chemotherapy - Infertility -
Male - Sperm cryopreservation

Introduction

Advances in technology for the diagnosis and treatment of
cancer have dramatically improved treatment outcomes. Now
that over 80% of pediatric cancer patients and over 90% of
testicular cancer patients reportedly survive for at least 5 years
[1], it is necessary to devise treatment strategies that consider
post-treatment quality of life. In the case of young cancer
patients, fertility preservation is an extremely important issue.
Oncofertility has recently become established as a new field of
medicine [2], and clinical perspectives on fertility preservation
for young cancer patients are starting to change as evidenced
by new developments such as the publication of guidelines on
fertility preservation for cancer patients jointly developed by
the American Society of Clinical Oncology (ASCO) and the
American Society for Reproductive Medicine (ASRM) [3, 4].
Chemotherapy and radiation therapy can impair spermatogen-
esis in men, but pre-treatment sperm cryopreservation is avail-
able for postpubescent men as an established method of fertil-
ity preservation. However, many patients develop permanent
azoospermia after cancer treatment and have to seek treatment
for male infertility without ever being informed about options
for pre-treatment fertility preservation, or without understand-
ing the information provided to them. To examine trends in
sperm cryopreservation for young male cancer patients in
Japan undergoing their first course of chemotherapy, we con-
ducted a survey on sperm cryopreservation with hematolo-
gists, who often treat young male cancer patients.
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Abstract

Purpose The aim of this study is to describe physicians’ clin-
ical practice of discussing fertility issues with cancer patients
and determine the factors associated with such discussion.
Methods In this cross-sectional study, a nationwide Internet
survey was conducted among physicians who provided daily
medical care to cancer patients at hospitals or clinics.
Participants answered a questionnaire assessing characteris-
tics, discussion practices, attitudes, and barriers regarding fer-
tility preservation.

Results Among the 180 participants, 42% discussed fertility
issues with patients daily, and 30% had experience in referring
patients to fertility preservation specialists. A multivariate lo-
gistic regression analysis showed that those who agreed or
strongly agreed with the statements “physicians are responsi-
ble for discussing fertility preservation” (OR = 2.04, 95% CI
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1.14-3.63, p < 0.05) and “patients who have an exceedingly
aggressive disease and need immediate cancer treatment
should not be told about fertility issues” (OR =1.84, 95% CI
1.09-3.10, p < 0.05) were nearly twice as likely to discuss
fertility issues with patients.

Conclusions Compared to Western countries, fertility issues
are less likely to be discussed in Japan. To increase opportu-
nities for patients to discuss fertility issues, the ASCO guide-
lines should be widely understood. Additionally, these results
suggest that physicians who are more likely to discuss fertility
issues might feel more conflicted about whether they in fact
should discuss such issues with patients with poor prognosis
or insufficient time for cancer treatment.

Keywords Cancer survivor - Fertility - Discussion - Barrier -
Attitude

Introduction

The development of cancer treatment has increased the sur-
vival time for cancer patients, and many of young patients
may have experienced marriage, pregnancy, childbirth, and
various other maternal events through their survival lives. In
Japan, the 10-year survival rate among pediatric cancer pa-
tients aged 15-29 years old exceeded 65% as of 2006 [1].
The most common cancers among reproductive-age patients
(i.e., under 40 years old) are pediatric, breast, gynecological,
and testicular cancers. The rate of cancer diagnosis is higher
among women than man in this age group [1]. For those pa-
tients of reproductive age, the impact of cancer treatment on
their reproductive function is one of their concerns.

The American Society of Clinical Oncology (ASCO) pub-
lished the guidelines regarding fertility preservation in cancer
patients. The guideline mentioned the issue that young
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