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The 6" International Workshop
on Gynecologic Oncology

Welcome Message

Dear Colleagues and Friends,

Welcome to the 6™ International Workshop on Gynecologic Oncology
of the Asian Society of Gynecologic Oncology (ASGO Workshop 2020) in
Taiwan!

As the president of ASGO, | cordially invite you to the 6" International Work-
shop on Gynecologic Oncology of ASGO, which will be held on December
19" and 20™ 2020 in CHANG YUNG-FA FOUNDATION International Convention
Center, Taipei, Taiwan. ASGO was established by leaders of Japanese and
Korean gynecologists in consideration of the need for an Asian regional
society dedicated to gynecologic cancer, and held its first meeting in Seoul
in 2008. At present, gynecological oncology societies from 11 countries and regions have partici-
pated, and it has become a truly unified organization. Six biennial meetings and five international
workshops have been held to date, however this ASGO Workshop 2020 in Taiwan will be the first
time for the congress to be held outside of Japan and Korea. This means that this workshop will
propel ASGO out of its founders' zone, Japan and Korea, and begin to truly branch out across Asia.
The development of surgical techniques and new treatments in recent years is remarkable, and we
must learn and acquire them without delay. Let the exchange of knowledge and experience with
our Asian colleagues be a symbol of the ASGO Workshop 2020!

ASGO Workshop 2020 will warmly welcome you with numerous scientific programs as well as
traditional Taiwanese culture. We sincerely look forward to meeting you at the 6" International
Workshop on Gynecologic Oncology of the Asian Society of Gynecologic Oncology in 2020.

Sincerely yours,

Daisuke Aoki, M.D., Ph.D.
The President of Asian Society of Gynecologic Oncology
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Dear Colleagues,

On behalf of the organizing committee, we are honored to cordially
invite you to participate in the 6™ International Workshop on Gyneco-
. . logic Oncology of ASGO (ASGO Workshop 2020), which will be held on
= December 19" & 20" in CHANG YUNG-FA FOUNDATION International
' Convention Center, Taipei, Taiwan. Due to the COVID-19 pandemic,
. ASGO Workshop 2020 will be hosted in hybrid meeting.
@ ASGO Workshop has been contributing to the research, prevention and
treatment of gynecological cancer. Since commenced in 2008, ASGO
has made tremendous progress by providing unified, comprehensive
medical and surgical care to women with reproductive tract cancers from diagnosis to completion
of treatment. This year we will have speeches on topics covering in a variety of fields from distin-

guished speakers in Asia and all of the world to discuss the very latest advances in Gynecological
Oncology treatment and care.

This is the first time ASGO Workshop is held outside of Japan and Korea. We believe that ASGO
Workshop 2020 will certainly be one of the most valuable time for all the participants. Your out-
standing contribution and participation will be crucial to the success of the conference. We sin-
cerely look forward to greeting you at the 6th International Workshop on Gynecologic Oncology
in Taipei.

Sincerely Yours,

cbki.

Chih-Ming Ho, M.D.,Ph.D.
ASGO Workshop 2020
Organizing Committee Chair
TAGO President
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Agenda

Date: December 19" 2020 (Sat.)

601 Room Topic Speaker Moderator
09:20-09:25 Opening remarks of ASGO President: Dr. Daisuke Aoki
09:25-09:30 Opening remarks of IGCS Vice President: Dr. Jae-Weon Kim
09:30-09:35 Opening remarks of TAGO President: Dr. Chih-Ming Ho
09:35-09:40 Time for Taiwan - My Beautiful Island

Practice in gynecologic oncology during Covid 19 pandemics

Korea Dr. Sokbom Kang
Japan Dr. Yusuke Kobayashi
09:40-10:20 Dr. Hung-Cheng Lai
India Dr. Neerja Bhatla
Malaysia Dr. Suresh Kumarasamy
Taiwan Dr. Cheng-Chang Chang

Novel Immunotherapy for advanced endometrial cancer

10:20-10:50 ( Industrial section) Dr. Chia-Yen Huang Dr. Lee-Wen Huang
10:50-11:10 Update on c_erylcal cgncer- surgery- abdominal or Dr. Se-lk Kim Dr. Kung-Liahng Wang
minimally invasive approach
11:10-11:20 Break
11:20-11:40 Update on treatmen.t of metastatic or relapsed Dr. Pao-Ling Torng Dr. Wen-Fang Cheng
cervical cancer
11:40-12:00 Radical trachelectomy for early stage cervical Dr. Takayuki Enomoto  Dr. Hua-His Wu
cancer at 15-17 weeks of gestation
12:00-13:00 Lunch
13:00-13:20 Anatomic dissection in nerve-sparing radical Dr. Wu-Chou Lin Dr. Yiu-Tai Li

hysterectomy for cervical cancer

13:20-13:40 Molecular characterization and its clinical Dr. Ting-Chang Chang  Dr. Shih-Chu Ho
implication in endometrial cancer

13:40-13:50 Break

Two-step sentinel lymph node mapping strategy

13:50-14:10 . B .
in endometrial cancer staging

Dr. Sang-Wun Kim Dr. Chiou-Chung Yuan

Adjuvant therapy for early endometrial cancer-

14:10-14:30 when and how and why?

Dr. Kimio Ushijima Dr. Ya-Min Cheng
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601 Room Topic Speaker Moderator
14:30-14:40 Break
14:40-15:00 Treatment for stag_e 4 and metastatic Dr. Hee-Seung Kim Dr. Chyong-Huey Lai
endometrial cancer
15:00-15:20 Ovarian cancer surgery- 1% and 2™ debulking operation Dr. Masaki Mandai ~ Dr. Hung-Hsueh Chou
15:20-15:30 Break
15:30-15:50 Personalized rT‘ed'c'“.e‘ Maintenance therapy Dr. Ka-Yu Tse Dr. Chia-Yen Huang
in ovarian cancer
15:50-16:10 Treatment for relapsed ovarian cancer Dr. Heng-Cheng Hsu Dr. Pao-Ling Torng
16:10-16:20 Break
16:20-16:40 Current role of mlnlmally invasive surgery for Dr. Yi-len Chen Dr. Peng-Hui Wang
ovarian cancer
16:40-17:00 Big data analysis in populational gynecologic Dr. Cheng-I Liao Dr. Wen-Shiung Liou
oncology- methods and outcomes
17:00-17:10 Break
17:10-17:30 Shared decision-making in real practice Dr. Chen-Hsuan Wu Dr. Hao, Lin
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Date: December 19" 2020 (Sat.)

The 6™ International Workshop

603 Room Topic Speaker Moderator
09:20-09:25 Opening remarks of ASGO President: Dr. Daisuke Aoki
09:25-09:30 Opening remarks of IGCS Vice President: Dr. Jae-Weon Kim
09:30-09:35 Opening remarks of TAGO President: Dr. Chih-Ming Ho
09:35-09:40 Time for Taiwan - My Beautiful Island
Practice in gynecologic oncology during Covid 19 pandemics
Korea Dr. Sokbom Kang
Japan Dr. Yusuke Kobayashi
09:40-10:20 Dr. Hung-Cheng Lai
India Dr. Neerja Bhatla
Malaysia Dr. Suresh Kumarasamy
Taiwan Dr. Cheng-Chang Chang
10:20-10:40 Precision medicine in gynecologic cancers Dr. Shu-Jen Chen Dr. Bor-Ching Sheu
10:40-12:00  echanism targeting homologous recombination Dr. Katsutoshi ODA Dr. Tze-Ho Chen
deficiencies in ovarian cancer
11:00-11:10 Break
11:10-11:30 Biomarker and genetic testing for PARP inhibitor Dr. Ya-Min Cheng Dr. Ming-Shyen Yen
11:30-12:00 Safety and QoL of .Avastln.m Gyn cancer Dr. Hung-Hsueh Chou Dr. Yu-Min Ke
(Industrial section)
12:00-12:30 SGO-ROC 10" Council meeting
12:30-13:00 TAGO 9" Council meeting
13:00-13:30  CVolving area of maintenance therapy inrecurrent .o cpono chiang Dr. Nae-Fang Twu
ovarian cancer (Industrial section)
13:30-13:50 PARP inhibitors in ovarian cancer Dr. Shih-Tien Hsu Dr. Yao-Ching Hung
13:50-14:00 Break
14:00-14:20 Immuno-Oncology in Gynecological Malignancies Dr. Jen-Ruei Chen Dr. Keng-Fu Hsu
14:20-14:40 Biomarkers in Immuno-oncology for Dr. David SP Tan Dr. Ting-Chang Chang
Gynecological Cancers
14:40-14:50 Break
14:50-15:10 Cell therapy in gynecologic cancers Dr. Yin-Yi Chang Dr. Lian-Shung Yeh
Trabectedin in gynecological cancer . . . .
15:10-15:40 . . Dr. Wen-Shiung Liou Dr. Fu-Shing Liu
(Industrial section)
15:40-15:50 Break
What's next for PARP inhibitors? PARPi resistance
15:50-16:20 and ways to overcome Dr. Chyong-Huey Lai Dr. Yuan-Yee Kan
(Industrial section)
16:20-17:50 Young doctor Session / Oral Presentation Dr. Cheng-Yang Chou
th . g 5
17:50-17:55 The 7" ASGO E.ilennlz.;xl Meeting
See you in Thailand
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Date: December 20" 2020 (Sun.)

601 Room Topic Speaker Moderator
09:30-10:00 The Origin of Ovarian Cancer Species and Dr. le-Ming Shih Dr. Chih-Ming Ho
Precancerous Landscape
10:00-10:30 Identification of BRCAness in clinical dal.Iy prac.t'lce: Dr. Chien-Feng Li Dr. Tang-Yuan Chu
genes, phenotypes, and cases ( Industrial section)
10:30-10:40 Break
Optimize the chemotherapy in platinum-
10:40-11:10 sensitive recurrent ovarian cancer and real world data  Dr. Hung-Hsueh Chou  Dr. Kuan-Chong Chao
in Taiwan ( Industrial section)
11:10-11:30 Update in the treatment for uterine sarcoma Dr. Mikio Mikami Dr. Yi-Jen Chen
11:30-11:40 Break
11:40-12:00 Laparoscopic hyperthermic intraperitoneal Dr. Kuan-Gen Huang Dr. Mu-Hsien Yu
chemotherapy
12:00-12:20 Cancer during Pregnacy: a big challenge Dr. Sarikapan Wilailak Dr. Chien-Hsing Lu
12:20-12:30 Break
th . g 5
12:30-12:35 The 7" ASGO I_3|enn|_al Meeting
See you in Thailand
603 Room Topic Moderator
09:30-11:00 Young doctor Session / Oral Presentation Dr. Peng-Hui Wang
11:00-11:10 Break
11:10-12:30 Young doctor Session / Oral Presentation Dr. Peng-Hui Wang
th . g A
12:30-12:35 The 7 ASGO Biennial Meeting

See you in Thailand
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Sokbom Kang |

Current Position:
Head, Center for Gynecologic Cancer, National Cancer Center
Professor, Graduate School of Cancer Science and Policy
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Education:
M.D.,B.S.,Ph.D. Seoul National University, College of Medicine

Professional Experiences (Top 5):

Chair, Ovarian cancer committee, Korean Gynecologic Oncology Group
Editorial advisor, Journal of Gynecologic Oncology
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Practice in gynecologic oncology during COVID-19
pandemics in Korea

Sokbom Kang

The standard of care in gynecologic cancers has been inevitably hampered by the
COVID-19 crisis. As a result, patients and medical staffs are facing unprecedented
challenges in treating cancer. This crisis has interrupted health care delivery for many
patients with cancer, who often require frequent visits and extensive utilization of the
health care system to manage their disease and treatment complications. This vulnerable
population faces an increased risk of severe COVID-19 infection and mortality, increased
risk because of delayed cancer diagnosis, or interruption of treatment necessitated by
severe acute respiratory syndrome (SARS) CoV-2 infection precautions, as well as the delay
or interruption of their usual care for other medical problems. Indeed, from February to
April 2020, which was the critical period for COVID-19 in South Korea, many cancer patients
experienced delayed treatment. In addition, health care providers are at risk for burnout,
exhaustion, and emotional well-being disorders. The situation raised a need among the
oncology community for professional recommendations from a reliable source to assess
the rapidly unfolding information frequently and objectively and place it into context for
the care of this unique patient population. Those recommendations covered issues of
minimizing risk of patients, prioritization of patient care, health care team management,
recovery plan and clinical research. Many of medical societies announced their own
guidelines for management of cancer patients including gynecologic cancers in order to
effectively confront this terrible situation. However, those guidelines cannot be applied to
every country across the globe because of the different situations of COVID-19.

13
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9 Yusuke Kobayashi |
o
g_ Current Position:
] Assistant Professor, Department of Obstetrics and Gynecology,
- Keio University School of Medicine, JAPAN
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Education:
2007-2011
Graduate School of Medicine, Keio University
1996-2003

School of Medicine, Tsukuba University

Professional Experiences (Top 5):

2020-Present

Assistant Professor, Department of Obstetrics and Gynecology, Keio University School of
Medicine

2019-Present

Secretary-General of Asian Society of Gynecologic Oncology (ASGO)

2019-Present

Associate Editor, Journal of Ovarian Research (JOVR)

2018-Present

Principal Editor, Journal of Gynecologic Oncology (JGO)

2014-2019

Lecturer, Department of Obstetrics and Gynecology, Keio University School of Medicine
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Practice in gynecologic oncology during COVID-19
pandemics in Japan

Yusuke Kobayashi

Since December 8, 2019 when the first case of coronavirus disease 2019 (COVID-19)
was identified in Wuhan, China, the infection case has increased strikingly. In Japan, as of
November 26, there were 136,741 cases of COVID-19 infection, 2,021 deaths and 115,032
discharges from hospitals. To prevent the explosive spread of infection and to minimize the
number of severe, fatal, and the total number of infected cases, there has been a strong
encouragement to avoid the "Three Cs" (1. Closed spaces with insufficient ventilation, 2.
Crowded conditions with people, 3. Conversations in a short distance) to reduce the risks
of cluster development. This approach seemed to have prevented the excess strain on the
medical resource. However, the number of patients is increasing with the arrival of winter,
and it is necessary to reconsider the system of healthcare delivery.

We reported a case in our hospital where COVID-19 infection was suspected during
the treatment of gynecological tumors, and a change in treatment was required. Along
with focusing on the control of COVID-19 infection, it is also essential to develop a
new system to manage cancer patients in this pandemic. In Japan, the three oncology
societies collaborated to disseminate medical policies for each type of cancer. Although
the treatment options vary depending on the severity of the epidemic and local and
institutional conditions, the following three points should be considered in principle; 1)
Classify the cases into three categories: severe (life-threatening and urgent), moderate
(significant delay is prognostic), and mild (postponement of treatment for some time or
selection of another treatment does not significantly change the prognosis), and consider
postponing or changing the treatment, (2) Consider choosing a treatment that requires
minimal hospital visits or hospitalization if the treatment is equally effective, (3) Consider
using telemedicine for follow-up and medication only. Here | will introduce the treatment
policy for gynecological tumors in this session.

The spread of the COVID-19 epidemic has raised ethical, social, and medical issues
that cancer specialists have never experienced before. There are several points that we
must take into account from a holistic standpoint in order to adjust practice; the extent
of the COVID-19 epidemic in the region, the hospital's safety system for its medical staff,
occurrence of COVID-19 nosocomial infections, the medical resources devoted to COVID-19
patients, and the degree of malignancy and progression of each patient. Even during the
COVID-19 epidemic, we have a responsibility to provide appropriate treatment to ensure
cancer patients are minimally disadvantaged, and we are required to select the most
appropriate treatment in balance with the care of COVID-19 patients.
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Neerja Bhatla |

Current Position:

PROFESSOR, DIVISION OF GYNAECOLOGIC ONCOLOGY,
DEPARTMENT OF OBSETRICS & GYNAECOLOGY,

ALL INDIA INSTITUTE OF MEDICAL SCIENCES,

NEW DELHI, INDIA
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Education:

MBBS (AlIMS, NEW DELHI) - 1982

MD, OBSTETRICS & GYNAECOLOGY (AlIMS, NEW DELHI) — 1985
FICOG - 2000

Professional Experiences (Top 5):

FACULTY MEMBER AT AIIMS, NEW DELHI — SINCE 1989

CHAIRPERSON, FIGO GYNECOLOGIC ONCOLOGY COMMITTEE (2015-2018)

SECRETARY GENERAL, INTERNATIONAL FEDERATION OF CERVICAL PATHOLOGY &
COLPOSCOPY (IFCPC) —2017-21)

PRESIDENT, AOGIN (2014-16)

PRESIDENT, ASSOCIATION OF GYNAECOLOGIC ONCOLOGISTS OF INDIA (2014-15)
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Practice in Gynecologic Oncology during COVID-19
pandemic in India

Neerja Bhatla

The COVID-19 pandemic has abruptly caused major changes in management of patients
with gynecological malignancies in India. A complete national lockdown from end-March to
May led to disruption in ongoing treatment as well as difficulty for new patients to access
clinical care. Moreover, there was ever present concern regarding safety from Covid-19 infection
for both the patients and the health personnel. In most hospitals, a significant proportion of
the infrastructure and personnel were diverted for Covid care, leaving fewer hospital beds and
operation theatres available for oncology care. The Association of Gynaecologic Oncologists
of India brought out recommendations for prioritizing care during the pandemic, and several
publications addressed the issue of acceptable waiting times for preventive and curative
services. Cases with the highest probability of cure e.g., carcinoma cervix, germ cell tumours,
were to be managed at the earliest priority; patients with slow-growing tumours with good
tumour biology e.g., low-risk endometrial cancers could be advised hormonal therapy for
3-4 months, while high-risk endometrial cancers were advised surgical management within 4
weeks. Neoadjuvant chemotherapy (NACT) was a good option for management of epithelial
ovarian cancer in this time, but ovarian cancers likely to be less responsive to chemotherapy
were recommeded operation at the earliest. Patients already receiving external beam radiation
therapy were to be provided brachytherapy at the earliest priority. Whenever possible
hypofractionation schedules were encouraged. Surgeries for recurrent cases and risk-reducing
preventive surgical therapies were accorded the lowest surgical priority; whenever possible,
chemotherapy or radiotherapy options were considered for recurrence.

A number of online surveys have attempted to quantify the impact of the pandemic
on the practice of gynecological oncology. An analysis of three surveys showed a decrease
in the number of patients presenting; cessation of registration of new patients; delay in
initiation of treatment. Routine surgical interventions decreased and only emergency
surgeries were performed initially. Covid testing continues to be mandatory prior to surgery
and the use of adequate personal protective equipment was ensured. In the initial phase
of the pandemic, minimal access surgeries were at a halt but with growing evidence
they have been resumed with precautions as recommended by international guidelines.
Treatment was deferred In many patients, while many others were offered alternate non-
surgical treatments, i.e., chemotherapy and radiotherapy. Advanced cases of cervical cancer
received hypofractionation regimens more often. Early stage endometrial cancers were
treated mostly by laparotomy. Many were found to have intraperitoneal spread of disease,
normally an unusual finding. An increased number of cases were offered hormonal treatment
while awaiting surgery. In ovarian cancer, there was a shift from primary cytoreduction to
NACT. The number of cycles of NACT was often increased up to six cycles in many cases with
interval debulking surgery being deferred. Telemedicine services were set up to provide pre-
and postoperative guidance and reduce in-person hospital visits. Follow-up protocols were
modified with most adopting a less frequent follow-up approach. To conclude, the pandemic
has had a significant impact on oncology care, the full impact of which will be known later.
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Suresh Kumarasamy |

Current Position:

Consultant Gynaecological Oncologist, Gleneagles Hospital Penang,
Malaysia

Adjunct Clinical Professor, Royal College of Surgeons in Ireland — University
College Dublin Malaysia Campus
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Education:

MBBS, University of Mysore, India (1984)

Masters in Obstetrics & Gynaecology, University of Malaya (1992)

Membership of the Royal College of Obstetricians & Gynaecologists, London (1992)
Fellowship in Gynacological Oncology, United Kingdom (1995)

Fellowship of the Royal College of Obstetricians & Gynaecologists, London (2009)
Fellowship of the Royal College of Physicians of Ireland Ad Eundem (2011)

Professional experiences (Top 5):

Council Member, Asian Society of Gynaecological Oncology

Member, Oncology Committee, Asia-Oceanic Federation of Obstetrics & Gynaecology
Chairman, Gynaecological Oncology Sub-committee, Obstetrical & Gynaecological Society
of Malaysia

President, Obstetrical & Gynaecological Society of Malaysia (2012-2013),

Co-Founder, Asia Pacific HPV Coalition.
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Practice in Gynecological Oncology during Covid-19
pandemic in Malaysia

Suresh Kumarasamy

Malaysia is a middle income country in South East Asia with a population of 32.7 million.
The first case of Covid -19 in Malaysia was an imported case from Wuhan on 25" January 2020.
The first Malaysian testing positive for Covid -19 was reported on 3™ February 2020. As of 22™
November 2020 there have been 54,755 confirmed cases of Covid-19, with 41,597 recoveries and
335 deaths. 12,843 patients are currently under treatment. It is the country's policy to hospitalize
all individuals with a confirmed Covid-19 diagnosis in a government medical facility even if
they are asymptomatic. There have been three waves of Covid-19 cases. The first wave ended
successfully within less than 2 months. In early March 2020 a second wave occurred following
a religious meeting attended by over 16,000 people. Malaysia is currently facing a third wave
following a surge of cases in late September 2020.

Due to a rapid increase in positive cases and difficulty in tracing the contacts, the
government of Malaysia imposed a nationwide Movement Control Order (MCO) from 18"
March to 12" May 2020. During the MCO severe restrictions of movement were in place and
only essential services were allowed. With an improvement in the situation a gradual easing
of restrictions resulted in a Conditional Movement Control Order (CMCO) which allowed
most businesses to open. This was followed by a Recovery Movement Control Order (RMCO)
from 10™ June 2020 with further easing of restrictions. A surge in cases during the third wave
resulted in the government reverting to the CMCO in most states on 9" November 2020. This is
currently due to run till 6" December 2020.

For the first two weeks of the MCO all elective surgery was cancelled and only emergency
surgery was carried out. Subsequently, semi-elective surgery which included gynaecological
cancer surgery was commenced. The Ministry of Health issued guidelines stating that essential
gynaecological services for malignancy should continue without disruption while optimizing
universal precautions. The directive also recommended screening and testing of patients prior
to elective or semi-elective surgery.

Specific guidelines on how to manage individual gynaecological malignancies were
not issued. Individual gynaecological oncologists modified international guidelines and
recommendations depending on the circumstances in their respective hospitals and regions. In
general there was minimal disruption in the administration of chemotherapy or radiotherapy.
There was minimal disruption of surgery in non-covid hospitals. In hybrid hospitals (i.e.
hospitals treating both covid and non covid patients) the amount of cancer surgery that was
possible depended on the availability of hospital beds and operating time which was often
reduced as well as the availability of ICU beds. The anaesthetic and gynaecological oncology
teams would discuss and agree if surgery could proceed or if alternative treatments eg.
neoadjuvant chemotherapy or radiotherapy would be the preferred option depending on the
resources available at that point of time.

Non urgent follow up appointments were deferred when there were limitations in clinic
space or of numbers of medical staff due to redeployment to covid wards or quarantine
following exposure to covid positive individuals. In the state of Sabah which severely affected
by Covid-19, accounting for 50% of the country's cases and 2/3 of the deaths, funds were
provided by the government for surgery of public hospital patients to be carried out in private
hospitals. Training of fellows in some hospitals was affected by less surgery being carried out as
well as some fellows being temporarily deployed to help in the management of covid patients.
The national HPV vaccination program was also disrupted when schools were closed.
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Cheng-Chang Chang |

Current Position:

Department Chairman/ Associate Professor of Obstetrics and Gynecology,
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Education:

Dr. Chang received his MD degree from the National Defense Medical Center of Taiwan
in 1994, the Ph.D. degree from Postgraduate Institute of Medical Science, National
Defense Medical Center of Taiwan in 2015. He serviced in the airborne troop as a military
medical doctor (1994~1996). He was trained in Obstetrics and Gynecology since 1996 and
Gynecologic Oncology (2006~2009) in Tri-Service General Hospital (TSGH), Taiwan, and
became an accredited Gynecologic Oncologist in 2013.

Professional Experiences (Top 5):

1. In 2003, he went to Chattanooga Women Laser and Endoscopic Center, USA with Dr. C-Y
Liu for the training of female pelvic floor reconstruction.

2. In 2004, he also moved to Sunnyvale, CA, USA for the training of da Vinci robotic surgery
and completed the first robotic gynecologic surgery of Taiwan in 2005.

3. Dr. Chang's research focused on the molecular signatures approach to identify novel
biomarkers and potential therapeutic targets in epithelial ovarian cancer.

4. He also interested in the clinical application of artificial intelligence in gynecological
cancer evaluation and intrapartum cardiotocography.

5. On account of the COVID-19 pandemic, he has contributed to review the SARS-CoV-2
infection in the pregnancy and reproductive system.
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Practice in gynecologic oncology during COVID-19
pandemic in Taiwan

Cheng-Chang Chang

The 2019 novel coronavirus (2019-nCoV, later named SARS-CoV-2) is a pandemic disease
worldwide. Spreading of severe acute respiratory syndrome coronavirus-2 (SARS-CoV-2) is
continuing at a rapid speed. Till Nov 26, 2020, there have been 59,481,313 confirmed cases
and 1,404,542 deaths globally. Taiwan is close to mainland China and was expected to have
the second-highest number of cases of SARS-CoV-2 due to its proximity to and the number
of flights between China. Taiwan's government learned from the 2003 SARS experience and
established a public health response system for enabling rapid actions for the COVID-19.
Till Nov 26, 2020, there have been 625 confirmed cases and 7 deaths. Understanding the
action items (Border Control, Case Identification, and Containment) that were implemented
quickly in Taiwan and assessing these actions' effectiveness in preventing a largescale
epidemic may be instructive for other countries.

In our daily clinical practice, we can get a patient's travel history from the health
insurance card. Any fever patients will be traced about travel, occupation, contact, and
cluster history. The medical conference was converted to a virtual meeting.

1. Recommendations on the reduction of infection rate including identification of patients/
COVID-19 rapid screening test, depending on available resources, testing patients for
treatment or surgery and based on clinical symptoms within two weeks, strict tracing of
patients' contacts, establishing isolated areas for COVID patients, clean/COVID-19-free
operating room for cancer surgery, work from home/separated teams to maintain the
workforce, social distance, travel restrictions, frequent sterilization of areas which are
touched frequently, limitation of family and friends visiting the hospital.

2. Recommendations for outpatient clinics: Adequate protection equipment, maintaining
social distancing in outpatient waiting areas, minimize face-to-face appointments,
telephone/video consultations.

3. Recommendations on inpatient management: Restricting the number of visitors to none
or single-only and COVID designated wards/intensive care units/operating rooms. All
surgery performed in the COVID-19 pandemic, irrespective of the known or suspected
SARS-CoV-2 status of the patient, should be consider as high risk, and protection of the
surgical team should be at the highest level.

4. Oncological treatment guidelines: In situations where capacity is severely limited,
following the guidelines apply in chemotherapy. Prioritization for radiotherapy is based
on principles similar to chemotherapy patients.

Many of the guidelines focus on limiting patient and staff interactions by limiting the

number and length of clinical visits and limiting exposure.
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Cancer Genetics
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Novel Immunotherapy for Advanced
Endometrial Cancer

Chia-Yen Huang

Endometrial cancer (EC) is the most common gynecologic cancer in developed countries
including Taiwan. In Taiwan, it is the 6™ most common cancer in women with nearly
2,700 newly diagnosed cases annually. The majority of EC is diagnosed at early stage with
a good prognosis. However, approximately one-fourth of patients are diagnosed with
advanced disease. Despite excellent outcomes in early stage disease, patients presenting
with advanced stage or with aggressive histologic subtypes have a higher incidence of
recurrence and subsequently shorter survival.

The standard treatment of advanced / metastatic or recurrent endometrial cancer
is paclitaxel plus carboplatin. The response rate is about 40% to 62%, and OS is about
13 to 29 months. However, options for advanced disease after initial platinum—taxane
therapy are scarce. Data from the Cancer Genome Atlas (TCGA) project have advanced our
understanding of the biologic heterogeneity of endometrial cancer. This new knowledge
has opened up more options for targeted therapy for recurrent disease.

Immunotherapy for endometrial cancer is an emerging area of research and treatment,
especially for patients with advanced disease. Several immunotherapy related trials for
metastatic / recurrent endometrial cancer are ongoing. At present, there is only one US
FDA-approved immunotherapy for the treatment of uterine cancer. FDA granted accelerated
approval to pembrolizumab plus lenvatinib for the treatment of patients with advanced
endometrial carcinoma that is not microsatellite instability-high (MSI-H) or mismatch repair
deficient (d(MMR) and who have disease progression following prior systemic therapy but
are not candidates for curative surgery or radiation.

In a single-arm, phase 2 trial, the objective response rate was 38% at 24 weeks among
unselected patients with recurrent endometrial cancer, and among the patients with a
response, 64.5% had a response that lasted for at least 12 months. Responses occurred
in patients who had tumors without high MSI and in patients with uterine serous cancers.
Based on the results, a randomized phase 3 trial of lenvatinib plus pembrolizumab
versus doxorubicin or paclitaxel in patients with advanced endometrial cancer is ongoing
(NCT03517449).
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Research Professor,

Biomedical Research Institute, Seoul National University Hospital
Department of Obstetrics and Gynecology,

Seoul National University College of Medicine,

Seoul, Republic of Korea

Education:

2005.3-2009.2 M.D., Seoul National University College of Medicine
2012.3-2014.2 M.S,, Seoul National University Graduate School
2017.3- Ph.D. course, Seoul National University Graduate School

Professional Experiences (Top 5):

Institutional Training

2009.3-2010.2 Internship, Seoul National University Hospital, Seoul National University
College of Medicine

2010.3-2014.2 Residency, Dept. of Obstetrics and Gynecology, Seoul National University
Hospital

2017.5-2020.9 Fellowship, Division of Gynecologic Oncology, Dept. of Obstetrics and
Gynecology, Seoul National University Hospital

Publications
Proteomic Discovery of Biomarkers to Predict Prognosis of High-Grade Serous Ovarian

Carcinoma
Kim SI, Jung M, Dan K, Lee S, Lee C, Kim HS, et al. Cancers (Basel). 2020;12:790.

Comparison of survival outcomes between minimally invasive surgery and conventional
open surgery for radical hysterectomy as primary treatment in patients with stage IB1-11A2

cervical cancer.
Kim SI, Cho JH, Seol A, Kim YI, Lee M, Kim HS, et al. Gynecol Oncol. 2019;153(1):3-12.

Development of Web-Based Nomograms to Predict Treatment Response and Prognosis of
Epithelial Ovarian Cancer.

Kim SI, Song M, Hwangbo S, Lee S, Cho U, Kim JH, et al. Cancer Res Treat. 2019;51(3): 1144-55.

Genomic landscape of ovarian clear cell carcinoma via whole exome sequencing.
Kim SI, Lee JW, Lee M, Kim HS, Chung HH, Kim JW, et al. Gynecol Oncol. 2018;148(2):375-82.
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Update on cervical cancer surgery- abdominal or
minimally invasive approach

Se=lk Kim

For early-stage cervical cancer, radical hysterectomy (RH) with bilateral pelvic lymph
node dissection is recommended. RH accompanied by adjuvant treatment is also a
recommended treatment option for bulky tumors in stage IB2 or IIA2. In the era of
minimally invasive surgery (MIS), RH was commonly performed by laparoscopic surgery or
robot-assisted surgery, both supported by evidence of oncologic safety in real-world clinical
practice.

However, a recent phase Ill randomized controlled trial (RCT) in patients with early-
stage cervical cancer, named as the “Laparoscopic Approach to Carcinoma of the Cervix
(LACC) trial,” brought unexpected, discouraging results. Ramirez et al. reported that MIS
for RH had higher recurrence rates and worse overall survival compared to open surgery
among women with FIGO stage IA1 (lymphovascular invasion) to IB1 cervical cancer. We
recognize that there are some controversies surrounding the LACC trial. Nevertheless,
we are living in the post-LACC trial era. As the solitary level 1 evidence, the LACC trial has
already significantly influenced real-world clinical practice.

Then, how can we adapt to the change and what should we do in the post-LACC trial
era? First, before rejecting all MIS RH and its accompanying benefits, we have to investigate
robust scientific evidence from additional RCTs elucidating the exact effect of MIS on
survival outcomes in early-stage cervical cancer. Confirmation studies that consider the
medical circumstances of different countries are warranted. In addition, well-conducted
retrospective studies may also provide valuable findings reflecting real-world clinical
practice. Second, optimal candidates for MIS RH should be elucidated. After the LACC
trial, some retrospective studies have focused on to identify specific patients for whom
MIS might entail an especially low risk. Third, development of surgical techniques to
prevent tumor spillage during MIS RH is necessary. Dissemination from the use of a uterine
manipulator, exacerbated by the intracorporeal colpotomy should be avoided. Lastly,
gynecologic oncologists should be aware of the LACC trial and up-to-date knowledge on
MIS RH for early-stage cervical cancer. The results of the LACC trial, together with their own
institutional data, should be discussed with patients before choosing MIS RH.

In conclusion, in order to survive in the post-LACC trial era, we have to keep an accurate
insight and build robust evidences on MIS RH for treatment of early-stage cervical cancer.
Advantages of MIS RH should not be given up at all just because of the negative results
from the LACC trial. We hope that MIS RH continue to be implemented, rather than decay,
through the delicate patient selection as well as careful surgical techniques.
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Education:
1983 ~ 1990 National Taiwan University, College of medicine, M.D.
1995 ~ 2005 National Taiwan University, Graduated Institute of Clinical Medicine, Ph.D

Professional Experiences (Top 5):

July 1996 ~ present Attending Physician, Department of Obstetrics & Gynecology, National
Taiwan University Hospital

Aug 2010 ~ present Associate professor, Medical College of National Taiwan University

2013 ~ present Councilor Taiwan Association for Minimally Invasive Gynecology (TAMIG),

2014 ~ present Councilor Taiwan Association of Gynecologic Oncologist (TAGO)

2014 ~ present Executive Editor Gynecology and Minimally Invasive Therapy (GMIT)

2015 ~ present Councilor Taiwan Robotic Surgery Association (TRSA)

2016 ~ present Councilor Taiwan Endometriosis Society (TES)
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Update on treatment of metastatic or relapsed
cervical cancer

Pao-Ling Torng

Patients with metastatic, recurrent, or persistent cervical cancer not amenable by
surgery or radiotherapy have a very poor prognosis, and their 5-year overall survival (OS)
rates range from 5% to 16%. Several phase Il trials of different cisplatin (CDDP)-based
doublets and a phase Ill randomized trial showing a trend in response rate, progression-
free survival, and OS in favor of CDDP + paclitaxel (PTX) compared with other CDDP-
based doublets. A phase Il randomized trial, GOG 240, demonstrated a further significant
improvement in overall survival when bevacizumab was incorporated to chemotherapy:
with a median overall survival (16.8 months) and progression-free survival (8.2 months).
The FDA has recently approved pembrolizumab for patients with recurrent or metastatic
cervical cancer in progression on or after chemotherapy whose tumors were PD-L1 positive.
Interesting clinical researches on the use of immune checkpoint inhibitors in addition to
chemotherapy, and possibly with radiotherapy that could activate the anti-tumor immunity
(called as ascopal effect) are still at the basic research phase, but promising.
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Professional Training and Employment

1983 Resident in Department of Obstetrics and Gynecology, Osaka University Hospital

1986-1991 Visiting Fellow and Guest Researcher in Laboratory of Comparative Carcinogenesis,
National Cancer Institute, Frederick Cancer Research and Development Center,
Frederick, MD 21701, U.S.A

1991-1994 Clinical Fellow in Department of Obstetrics and Gynecology, Osaka University
Hospital

1999-2002 Assistant Professor in Department of Obstetrics and Gynecology, Osaka University
Faculty of Medicine

2002-2007 Associate Professor, Department of Obstetrics and Gynecology, Osaka University
Graduate School of Medicine

2008-2012 Professor, Department of Obstetrics and Gynecology, Osaka University Hospital

2012-present Professor and Chairman, Department of Obstetrics and Gynecology, Niigata University
Graduate School of Medical and Dental Science

Professional Memberships

Corresponding Member, American Association for Cancer Research
Active Member, American Society for Clinical Oncology

Active Member, Society of Gynecologic Oncology

Active Member, International Society for Gynecologic Cancer

President, Japanese Gynecologic Oncology Group

Executive Board Member, Japanese Society of Obstetrics and Gynecology
Executive Board Member, Japanese Society of Gynecologic Oncology
Executive Board Member, Japanese Society for Clinical Cytology

Board Member, Japanese Society of Gynecological Cancer Screening
Congress President of the 4th Japan HBOC consortium, 2016

Congress President of the 14th Japan Gynecologic Cancer Meeting, 2017
Congress President of the 61st Annual JSGO Meeting, 2019

Congress President of the 29th Japanese Society of Gynecological Cancer Screening, 2020
Congress President of the 73rd JSOG Meeting, 2021

Clinical Trial Groups

President, Japanese Gynecologic Oncology Group
Japanese Clinical Oncology Group

NRG-Oncology

Gynecologic Cancer InterGroup
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Radical trachelectomy for early stage cervical cancer
at 15-17 weeks of gestation

Takayuki Enomoto

INTRODUCTION

Standard treatment of early stage cervical cancer diagnosed during pregnancy has been
radical hysterectomy accompanied by immediate termination of the pregnancy. However,
management in women who desire to retain their pregnancy remains a significant
challenge, from both oncological and obstetrical standpoints. One commonly used option
is to delay the primary treatment of the cancer until the fetus can survive ex utero without
significant morbidity. Unfortunately, a delay of treatment may cause undue maternal risk.
The second option is to conduct neo-adjuvant chemotherapy during the pregnancy so
that the cancer can be treated without delay. There is a justified concern, however, that
exposure of the fetus to platinum-based chemotherapy in utero may increase its risk for
future cancer. Recently, radical trachelectomy (RT) has been described as a potential option
in cervical cancer patients who have a strong desire to continue their pregnancy and yet
still treat the disease without delay.

RESULTS

Abdominal radical trachelectomy was successfully performed for eight cases of stage 1B1
cervical carcinoma at 15-17 weeks of gestation (under written informed consent). Planned
cesarean section was performed, at 37 weeks of gestation in 3 cases, and at 30 weeks of
gestation in one case, and 33 weeks gestation 2 cases. Emergent cesarean section at 33
weeks of gestation, due to intrauterine infection, was performed in one case. Continuation
to full term pregnancy was planned in one case.

General anesthesia with propofol made manipulation of the gravid uterus easier than with
the general anesthesia sevoflurane, which made the gravid uterus too relaxed to lift up.
Precise procedure will be shown by video.

CONCLUSION

Our present study, together with previously published data, suggests that abdominal radical
trachelectomy for early stage cervical cancer at 15-17 weeks of gestation may have high
utility options for women who strongly desire to have the baby.
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Education:

1978~1985 Medical degree, China Medical University (CMU)
1998~2000 Master of Medicine, School of Medicine, CMU.
2003~2012 Ph.D. of Medicine, School of Chinese Medicine, CMU.

Professional Experiences (Top 5):

Gynecological oncology

Gynecological endoscopic and minimally invasive surgery
Urogynecology, urinary & fecal incontinence
Trans-sexual and pelvic reconstruction
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Anatomic dissection in nerve-sparing radical
hysterectomy for early cervical cancer

Wu-Chou Lin

Pelvic lymphadenectomy had been standardized in the procedure of radical
hysterectomy, and so dose the laparoscopic radical hysterectomy [angel 2008]. Our pelvic
lymphadenectomy initiated at the level of 2cm above the bifurcation of the common iliac
artery. By following the external common iliac artery pathway the lymphadenectomy
extend to the inguinal canal where the external iliac entered. Around the pubic ramus,
we track the obturator artery upward to internal common iliac than back to the
common iliac artery. This clockwise (left side; counterclockwise for right side) method
of lymphadenectomy then enable us to exposed the bifurcation of the common iliac
artery; the external iliac artery and vein; the psoas muscle; the genitofemoral nerve; the
obliterated umbilical artery (superior vesical artery); the obturator vein, artery, and nerve.
At this level, the para-vesical space then can be dissected by removing the adipose tissue
filling this virtual space until the internal obturator muscle is exposed with the endopelvic
fascia is at the bottom. The dissection enable us to identify the uterine artery, vesicle
artery, and even the deep uterine vein. The next step we go on and start to prepare the
pararectal space by identifying obliterated umbilical artery on the lateral side; ureter
on the medial side; and uterine artery on the anterior side. By dissecting the soft tissue
around this space downward to pelvic floor, partial sympathetic track will be seen on the
nine o'clock position of the rectal wall. During this procedure we should be cautious of
small artery branches from internal iliac to rectal sidewall. The dissection is suspend when
there are no small artery branches seen. At this level we can clearly see the vascular part
of cardial ligment at the anterior; the sympathetic nerve on the lateral side of rectum, and
also the parasympathetic nerve coming from S2-S4. By traction on the obliterated umbilicus
artery to the lateral side, we then are able to dissect along the ureter to free the ureter.
Until the cross-section of uterine artery and ureter are met, the ureteral branch from
uterine artery and be found right at this section. Indentified this branch and careful ligation
can avoid unnecessary bleeding which cause difficulties in the laparoscopic surgery and
also identify the sure mark of the ureter tunnel entrance. The uterine artery at this point
can be sectioned follow by round ligament and broad ligament dissection from the anterior
face of the uterus until exposure of the anterior vaginal fascia up to 3 to 4cm of the cervix.
This dissection allows the end of the ureter tunnel (ureter entrance in the trigone) to be
identified. The ureter tunnel is a circle in the form of a dense connective tissue, which is
enclosed by superior vesicle artery as superior part, and middle vesicle artery as inferior
part. The medial side of the ureter tunnel is enhanced by the vesico-uterine ligaments,
which is constitute of vessels from the posterior face of the bladder to the anterior vaginal
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fascia. Ligation of the vesco-uterine ligaments frees the bladder and ureter from anterior
face of vagina. Ligation then continues with the superior vesicle artery as termination of
the opening of the ureter tunnel anterior part. The posterior part of the ureter tunnel
is opened simply by ligation of the middle vesicle artery. As the dissection of the ureter
tunnel is complete, we can see the pelvic nerve plexus going from vagina sidewall upward
towards bladder, which we are intent to preserve. Also by this step, we had successfully
push away the bladder and ureter from anterior face of vagina and surgery zone. After the
ureter tunnel dissection, the vascular part of the cardial ligament can be clearly identified,
which include the vesicle artery, vaginal artery, and the deep uterine artery. These vessels
then are individual sectioned close to the lateral pelvic wall with cautions. By clamping
on the remained of the cardial ligament upward, carefully dissect the distal end of vessels
along the lateral wall of vagina. The pelvic plexus formed by sympathetic nerve coming
from hypogastric nerve and parasympathetic nerve from S2 to S4 is clearly exposed with
its signature cross sign. Where as the pelvic plexus marked the crossing point; superiorly
innervation to the bladder and vagina; inferiorly innervation to the rectum; and upward
arm innervation to the uterus. The only nerve route need to be dissected is the upward
arm, which innervate the uterus. This method we can be sure that most of the other never
innervation towards bladder, vagina and rectum is preserved. The dissected cut out of the
cross arm leaving it the signature “T” sign. The uterosacral ligament originates in the wall
of the sacrum and extends forward to fuse with the posterior vaginal fascia on both sides
of the uterus. In order to approach the uterosacral ligament, the Douglas pouch between
the two pararectal ligaments need to be opened. The external side of the uterosacral
ligaments contained the inferior pelvic plexus witch we need to preserve also. Therefore,
with tension traction and careful dissection, the uterosacral ligaments can be divided into
an internal leaf and an external left. Then the internal leaf is sectioned to the proximal
end. After all the steps, the uterus with up to 2cm of vagina is free to removed as in the
traditional radical hysterectomy, however with nerves innervating bladder, vagina, and
rectum preserved.
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Molecular characterization and its clinical
implication in endometrial cancer

Ting-Chang Chang

Between January 2009 and December 2013, a total of 689 endometrial cancer patients
was diagnosed at Chang Gung Memorial Hospital Linkou Medical Center. 397 cases who
fulfilled (1) endometrioid adenocarcinoma histology, (2) tumor dimension in the paraffin
embedded block was equal to or exceeded 10 mm x 10 mm, (3) treated at this institute
with complete record, and (4) regularly followed for at least five years, were retrieved.
Their basic characteristics were listed in Table 1.

The median tumor dimension measured 35 mm, with the largest one measured 92
mm in length. All the 397 cases were endometrioid carcinoma histologically. Among these,
183 of 397 (46.1%) were classified as grade 1 in histology, 148 grade 2 and 62 grade 3. The
other 4 cases were not mentioned in the histological report.

Thirty-nine (39) cases had their disease relapsed during follow-up period. Among these,
5 cases encountered local relapse, one with entrance (trocar) site relapse, 8 with regional
site relapse other with no lymph node involvement, 3 with regional lymph node recurrence
only, one had both regional node and regional site relapse. 22 cases had their first relapse
at distant sites, including 7 cases showed lung relapse, 3 with abdominal (intraperitoneal
relapse) out of the pelvis, one with distant bone relapse, the others showed multiple
relapse sites involving distant locations. Nine cases showed persistent disease after their
primary therapy.

POLE mutation was noted in 44 (11.1%) of the study cases while mutated exon 9 was
noted in 25 cases, mutated exon 13 in 15 cases, mutated 14 in 5 cases and mutated 11 in
one case. Exon 10 mutation was not observed in our study cases. All the noted mutations
were missense mutation.

The mean and medial age of POLE mutated patients were 56.1 years and 55 years,
comparing with 52.7 and 53 years in patients with POLE unmutated (wild type) tumor (p
= 0.031). FIGO grade, FIGO stage, clinical and pathological lymph node status, primary
therapy and type of recurrence were not statistically significant between the two groups.
Among the 44 mutated, one patient had local recurrence 6.3 months after primary
diagnosis of a FIGO IA disease, another one had multiple distant recurrence 25.4 months
after diagnosis of a FIGO 3C2 disease. Both were survived after treatment for recurrence.
The other one was a 79 years woman who showed an IVA disease with an 8 cm tumor at
diagnosis and had never experienced disease free after diagnosis. The patient received
surgery and chemotherapy and died of disease 14 months after initial diagnosis as the only
patient with POLE mutated endometria cancer who died of disease. It suggests that under
current management of endometrioid endometrial cancer, patient with somatic POLE
mutated tumor showed a tendency of better survival than those with no POLE mutation.

We then extended our study to define the other molecular markers among these
patients, focused on the immunohistochemical expression of miss-match repair deficiency,
estrogen receptor, progesterone receptor and p53 status. The interaction of these markers
and clinical significance is to present at the meeting.
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Two-step sentinel lymph node mapping strategy in
endometrial cancer staging

Sang-Wun Kim

Background: Fluorescence image-guided sentinel lymph node (SLN) biopsy using two-
step mapping technique incorporated sequential injection of indocyanine green (ICG) into
bilateral cornu of uterus followed by cervical injection. Clinical outcome was compared to
that of conventional cervical method (one-step). Methods: Patients with FIGO stage I-llI
endometrial cancer who underwent laparoscopic or robotic staging operation including SLN
biopsy followed by lymphadenectomy from May 2014 to December 2018 were retrospectively
reviewed. Patient characteristics, preoperative imaging, SLN detection pattern, pathological
result, adjuvant treatment, and recurrence locations were analyzed.

Results: A total of 199 patients received one-step (n=123) and two-step (n=76) SLN biopsy.
Paraaortic SLNs were more frequently identified in the two-step group. Lower and upper
paraaortic SLNs were identified in 67.1% and 38.2%, respectively, in the two-step group and in
18.7% and 5.7% in the one-step group (p < 0.001). The number of paraaortic SLNs harvested
was superior in the two-step group (p < 0.001). Moreover, trend of a higher proportion of
patients with metastatic paraaortic SLN was shown in the two-step group (7.9%) than in the
one-step group (1.6%) (p = 0.056). The metastatic paraaortic SLNs were found in 7.9% of the
two-step group and 2.4% of the one-step group. In detecting LN metastasis, sensitivities of the
one- and two-step methods were 91.7% and 100.0%, negative predictive values were 99.0%
and 100.0%, false negative rates were 8.3% and 0%, and accuracy were 99.1% and 100.0%,
respectively. The one-step methods identified only 3 out of 8 paraaortic LN metastasis and
missed 5 paraaortic LN metastasis. However, there was no missed paraaortic LN metastasis in
two-step group. Recurrence was observed in two patients (2.6%; one vaginal vault and one
adrenal gland) in the two-step and seven patients (5.7%) including three nodal recurrences
in the one-step method. Discussion: Two-step SLN mapping improved paraaortic SLN
detection rate, a known pitfall of the conventional cervical injection. Proper evaluation of
aortic lymph node status will assist in the tailoring of adjuvant therapy and prevent under-
treatment of patients with isolated paraaortic metastasis.

= Exploration of whole pelvic and abdominal cavit
P I Y

Peritoneal washing cytology

Ligation of bilateral salpinx at fimbria portion

I1CG injection on the bilateral uterine cornus

Paraaortic sentinel lymph node sampling

Paraaortic lymphadenectomy if indicated

1CG injection on the uterine cervix

Pelvic sentinel lymph node sampling

Pelvic lymphadenectomy if indicated
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Total hysterectomy with BSO
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Adjuvant therapy for early endometrial cancer -
when and how and why?

Kimio Ushijima

The risk factors for recurrence of endometrial cancer (EC) is decided by pathological
specimen after staging surgery. If patients has some risk factors, such as deep myometrial
invasion, lymphovascular space invasion, adjuvant therapy is conducted even in early stage
cases (stage | and Il). In high grade carcinoma, histologic type itself would be a risk factor.
Especially, the diagnosis of uterine serous carcinoma would be a significant poor prognostic
factor even in less myometrial invasion. MELF (Microcystic Elongated and Fragmented)
pattern would be a new pathologic risk factor.

As the strategy of adjuvant therapy for EC patients with intermediate risk factors,
radiation therapy (RT) is a standard treatment, and chemotherapy (CT) is applied for
only for the advanced cases in western countries including most Asian countries. On the
other hand, systemic CT has been done for most patients as an adjuvant therapy in Japan
since 1990's. There may be some possible reasons for this trend. In Japan, gynecologic
cancer patients are treated not only by high volume center. Although, there were so many
advanced cervical cancer patients, fine radiation facilities were not arranged enough
and less number of radio oncologist. So there were less room for EC patients. Japanese
gynecologist are familiar with CT, especially platinum agents in ovarian cancer treatment.
So without definite evidence, the trend were sifted to CT.

First evidence of CT is JGOG 2033 trial. CT showed slightly longer survival than RT in
intermediate high risk patients. The choice of drugs are cyclophosphamide, doxorubicin,
and cis-platin (CAP), then doxorubicin plus cis-platin (AP), now the dominant combination
is paclitaxel and carboplatin (TC). JGOG 2043 is a prospective randomized control study
to seek the best combination among AP, TC, and docetaxel and cis-platin (DP) including
advanced stage patient. There was no significant difference of survivals between these
three regimens.

It is difficult to answer which is the better strategy RT or CT as the adjuvant therapy
for early stage EC with intermediate risk factors. Nevertheless, EC has different biological
feature from cervical cancer, and has similar feature as ovarian cancer. CT has only
temporary toxicity, or does not increase local recurrence rate or show worse survival.
Therefore, CT may be a reasonable treatment strategy even in early endometrial cancer.
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Treatment for stage 4 and metastatic
endometrial cancer

Hee-Seung Kim

Treatment option is limited for stage 4 and metastatic endometrial cancer because of
extent of metastasis and aggressive feature of tumor biology. Thus, it is no longer difficult
to apply the combination of surgery, radiotherapy and chemotherapy effectively and
properly for the disease. In this review, we will introduce the role of each treatment for
improving prognosis of stage 4 or metastatic endometrial cancer.

In terms of surgery, many studies have shown that aggressive and debulking surgery
may be helpful in improving survival in patients with advanced or recurrent endometrial
cancer, suggesting optimal cytoreduction as a favorable prognostic factor. However, the role
neoadjuvant chemotherapy is controversial for advanced endometrial cancer contrary to
ovarian cancer due to a lack of evidence.

Especially, the regimen of the first-line chemotherapy has been established as the
combination of paclitaxel-carboplatin through GOG-0209 and JGOG-2043. Moreover,
addition of trastuzumab to paclitaxel-carboplatin has been shown to improve survival in
patients with advanced or recurrent endometrial cancer who had HER-2/neu expression.
Although bevacizumab showed the potential to treat recurrent endometrial cancer, the
combination to the chemotherapeutic regimen failed to improve survival in those with
advanced or recurrent endometrial cancer.

Recently, different types of immune checkpoint inhibitors are being investigated as
monotherapy or combination therapy with targeted agents for advanced or recurrent
endometrial cancer. When we consider the effect of immune checkpoint inhibitors may be
maximal for patients with advanced or recurrent endometrial cancer in whom mismatch
repair genes are deficient or the expression of PD-1/PD-L1 is positive, precision medicine
using immune checkpoint inhibitors will be the next strategy for treating advanced or
recurrent endometrial cancer in the near future.
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Ovarian cancer surgery-
1** and 2" debulking operation

Masaki Mandai

Recently, there published results of several important researches on the surgery for
ovarian cancer.

First, in LION study (NCT00712218), the benefit of systematic pelvic and paraaortic
lymphadenectomy in the surgical treatment of patients with advanced ovarian cancer who
had undergone macroscopically complete resection and had normal lymph nodes both
before and during surgery has been evaluated by randomly assigned to either undergo or not
undergo lymphadenectomy. Among patients who underwent lymphadenectomy, the median
number of removed nodes was 57. The median overall survival or median progression-free
survival was not significantly different between the groups, suggesting lymphadenectomy in
these patients have no benefit but associated with increased postoperative complications. |
will discuss on the role of LN dissection in primary debulking surgery for OC.

Second, the role of secondary cytoreductive surgery in recurrent ovarian cancer (ROC) has
been evaluated in 2 large RCT. The result of GOG-0213 (NCT00565851) has been published.
In this study, patients with platinum-sensitive ROC with investigator-determined resectable
disease were randomized to undergo secondary surgical cytoreduction and then receive
platinum-based chemotherapy or to receive platinum-based chemotherapy alone. Adjuvant
chemotherapy and use of bevacizumab were at the discretion of the investigator. Complete
gross resection was achieved in 67% of the patients assigned to surgery. Platinum-based
chemotherapy with bevacizumab followed by bevacizumab maintenance was administered
to 84% of the patients overall and was equally distributed between the two groups. The
hazard ratio for death (surgery vs. no surgery) was 1.29 (95% confidence interval [Cl], 0.97
to 1.72; P=0.08), which corresponded to a median overall survival of 50.6 months and
64.7 months, respectively, indicating that surgery does not result in longer overall survival
than chemotherapy alone. Also, the final result of AGO DESKTOP Il study (NCT01166737)
was presented in ASCO 2020. In this study, Pts with platinum-sensitive ROC with a positive
AGO-score were randomized to second-line chemotherapy alone vs. cytoreductive surgery
followed by the same chemotherapy. A complete resection was achieved in 75% in surgery
group. Primary endpoint analysis showed median OS of 53.7 mos with and 46.2 mos without
surgery (HR 0.76, 95%Cl 0.59-0.97, p=0.03), demonstrating a meaningful survival benefit of
surgery in ROC. Discussion will be made for these 2 contradictory results.

The role of neo-adjuvant chemotherapy (NAC) has continuously been evaluated in
several trials. EORTC55971 and CHORUS studies have already demonstrated noninferiority
of NAC, and recently, final result of new trial to compare between primary debulking
surgery (PDS) and NAC for stage IlI/IV OC has been published from Japan (JCOG0602,
UMINO00000523). HR of OS for NAC was 1.052 [90-8% Cl| 0835-1.326], and one-sided
noninferiority p-value was 0.24. Complete resection was achieved in 12% (17/147) of PDS
and 31% (45/147) of PDS = IDS in the PDS arm and in 64% (83/130) of IDS in the NAC arm,
and the noninferiority of NACT was not confirmed, suggesting that NAC may not always be
a substitute for PDS.

These conflicting results of Plll RCT showed some difficulty to evaluate the role of
surgery in RCT. Also they suggest that the result may be affected by the use of new drugs
or the extent of surgery. Personalization rather than standardization in surgical treatment

would be another important issue.
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Personalized medicine - maintenance therapy in
ovarian cancer

Ka-Yu Tse

Ovarian cancer is the eighth commonest of cancer deaths among women in the world.
The gold standard treatment for advanced diseases has been surgery and platinum-based
chemotherapy since late 1970s. However it remains a lethal disease. More than half of the
patients with advanced ovarian cancer recur and about 25% are resistant to platinum at
first relapse.

With more understanding in cancer biology and advance in molecular techology, many
cancers are now treated based on their genetic profiles instead of their anatomic origin.
According to the National Cancer Institute (NCI), the definition of precision medicine is 'an
approach to patient care that allows doctors to select treatments that are most likely to
help patients based on a genetic understanding of their disease.' This is the reason that
precision medicine is also called 'personalised medicine'.

Precision medicine is playing a more and more important role in ovarian cancer. The
most successful example is poly-ADP-ribose polymerase inhibitors (PARPi), which patients
with BRCA 1 or 2 mutation or homologous repair deficiency would benefit most from
the treatment in either frontline line or recurrent setting. However, there are still pitfalls
in the diagnosis, and the resistance mechanisms to PARPi still need to be elucidated. In
2017 the US Food and Drug Adminstration (FDA) also approved the use of pembrolizumab
in patients with DNA mismatch repair deficiency, which was the first ever personalized
immunotherapy that was approved based on molecular changes. In this lecture, the current
status of precision medicine in ovarian cancer, the methods of guiding this approach and
the challenges, will be discussed.
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Treatment for relapsed ovarian cancer

Heng-Cheng Hsu

Most patients with advanced epithelial ovarian cancer will develop recurrence of
disease. The response of the patients who recur depend on the platinum-free interval
(PF1). The Longer the PFI, the more likely that the patients respond to further treatment.
For those with a PFl of 5-12 months, 30% might respond to retreatment with platinum.
For those that have a PFS >24 months, 60-70% might respond. Also, subsequent responses
to chemotherapy are mostly shorter compared to that from the previous response. In the
end, despite advancement of treatment in epithelial ovarian cancer, patients still encounter
chemoresistance which leads to fatality. Treatment with those with refractory/resistance is
still challenging. Here we review the management of treatment in relapsed ovarian cancer.
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Current role of minimally invasive surgery for
ovarian cancer

Yi-Jen Chen

According to the NCCN Guidelines 2020, Debulking surgery is the initial treatment
recommendation for patients with clinical stage Il, Ill, or IV disease. Although debulking
surgery is the standard of care, this recommendation is based on retrospective data.
In general, the procedures should be part of the surgical management of patients with
ovarian, Fallopian tube, or primary peritoneal cancer in an effort to fully stage patients and
to achieve maximal debulking to less than 1-cm residual disease or resection of all visible
disease in appropriate circumstances. Surgical debulking is optimal if the residual tumor
nodules are less than 1 cm in maximum diameter or thickness; the goal is resection to RO.
Extensive resection of upper abdominal metastases is recommended for patients who can
tolerate this surgery.

In select patients, minimally invasive procedures may be used to assess whether
debulking surgery is feasible. A recent trial assessed whether laparoscopy can be used
to determine if debulking surgery will be futile (because patients actually have disease
that cannot be optimally debulked to less than 1 cm). A maximal effort should be made
to remove all gross disease, because the more complete the debulking the better the
outcomes. The surgical guidelines emphasize that an open laparotomy should be used for
patients with suspected malignant ovarian cancer if the treatment plan involves surgical
staging, primary debulking, interval debulking, or secondary debulking surgery. The surgical
guidelines also state that if patients cannot be optimally debulked using minimally invasive
techniques, they should be converted to an open procedure. Neoadjuvant therapy can be
considered if maximal debulking cannot be achieved .
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Big data analysis in populational gynecologic
oncology- methods and outcomes

Cheng-l Liao

We collected data by different way to solve the different problems since our ancient
ancestors. As technology advances, the speed and sophistication of data collection has
increased dramatically, resulting in an unimaginable increase in the amount of data.
Different special occupations began to use data to predict market demand and improve
their service quality. In the medical industry, we are also expanding our data-related
services within this trend.

Cancer threatened human life. We treat our patients according the clinical trials. But
less than 5% of the cancer population was included in trials. It does not make sense. Hence,
the United States began the Surveillance, Epidemiology, and End Results (SEER) program
since 1973, using detailed cancer registration data and statistical analysis to effectively
reduce the huge impact of cancer. In order to plan cancer prevention and control projects,
the Taiwan Ministry of Health and Welfare established a cancer registration system for
hospitals by administrative order in 1979, requesting the summary data on epidemiology,
diagnosis, and treatment of new cancer cases. Other countries also built several similar
systems to achieve their specific demands. How to use these kinds of data to solve the
clinical issues is particularly important.

We will show the useful methods and the primary results of gynecologic oncology from
the different database. The database not only can assist the clinician in formulating the
patient's treatment direction, but also provides relevant information to assist the health
unit to deploy the future medical resources more effectively. At the same time, the data
analysis can help the clinical staff to figure out the inadequacies of current medical record
system and provide suggestions for future improvement. It also can help us to achieve the
goal of precision medicine.

51



The 6" International Workshop
on Gynecologic Oncology

Chen-Hsuan Wu |

Current Position:
Director of Division of Gynecologic Oncology in Kaohsiung Chang Gung Memorial

Hospital

O
(1]
[a]
()
3
o
o
=
Y
)
=
(=2
(=}
-
X
o
[©]
3

Education:

1. MD degree since June 30, 2002, Kaohsiung Medical University, Kaohsiung city.

2. Post-Graduate Education : PhD Candidate of Chang Gung University

3. Academic Appointment (Include Teaching Experience): Assistant Professor of Kaohsiung
Chang Gung Memorial Hospital since July, 2014

Professional Experiences (Top 5):

1. Attending physician of Department of Obstetrics and Gynecology, Kaohsiung Chang Gung
Memorial Hospital (since Jan. 1, 2009~present)

2. Board of Specialist of Taiwanese Association of Obstetrics and Gynecology, Since October
2008~present

3. Research Fellowship of Division of Departments of Pathology, Oncology and Gynecology/
Obstetrics, Johns Hopkins University School of Medicine (July, 1, 2011 to Oct. 31, 2012)

4. Director of Division of Gynecology Oncology, Department of Obstetrics and Gynecology,
Kaohsiung Chang Gung Memorial Hospital (since July 1, 2016~present)

5. Board of Specialist of Taiwanese Association of Gyencology Oncologist, since May
2016~present

52



ASGO Workshop2020

Shared decision-making in real practice

Chen-Hsuan Wu

Shared decision-making (SDM) has become increasingly important in health care.
SDM occurs when a health care provider and a patient work together to make a health
care decision that is best for the patient. Health care providers explain treatments and
alternatives to patients and help them choose the treatment option that best aligns with
their preferences as well as their unique cultural and personal beliefs. The optimal decision
takes into account evidence-based information about available options, the provider's
knowledge and experience, and the patient's values and preferences. The core elements
of SDM are risk communication and values clarification. Values clarification considers both
patient values and patient preferences. Preferences are inclinations toward or away from
an option. Values are the underlying feelings that help determine preferences. However,
despite scientific evidence, effective implementation strategies, and a prominent position
on the health policy agenda, SDM is not widely implemented in routine practice so far.
Making SDM a reality is really a complex task, in this talk, we will share our experience
about how to apply it into everyday practice and how to facilitate the implementation in
clinical situations.
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Precision medicine in gynecologic cancers

Shu-Jen Chen

Advanced gynecologic malignancies including ovarian, uterine, cervical, vaginal, and
vulvar cancer bear a dismal prognosis and constitute a major challenge for adequate
treatment strategies. Despite intense research efforts and therapeutic advances,
gynecologic cancers remain a leading cause of cancer deaths until recent years. Over the
last decade, we have witnessed how a subtype-specific approach to ovarian cancers has
dramatically changed management, including what surgery is performed, and which or if
any adjuvant treatment is needed. Even more importantly, rapidly evolving technologies
such next-generation sequencing (NGS) have allowed us to translate our knowledge in
cancer genomics and pharmacology into more precise, more effective, and more creative
cancer care. By analyzing and targeting molecular alterations, molecular guided treatments
gradually become a viable option for the management of advanced gynecologic cancers.
This talk will illustrate how NGS-based genetic testing and associated biomarkers such as
BRCA1/2 mutations and homologous recombination deficiency (HRD) have been used for
the management of gynecologic cancers.
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Mechanism targeting homologous recombination
deficiencies in ovarian cancer

Katsutoshi Oda

In addition to Olaparib, Niraparib has been approved as a maintenance therapy in Japan
(PMDA: Pharmaceuticals and Medical Devices Agency) for newly diagnosed, advanced
primary ovarian cancer, as well as platinum-sensitive, relapsed ovarian cancer who are in
a complete or partial response to platinum-based chemotherapy. In addition, PMDA also
approves niraparib for HRD-positive advanced ovarian cancer, who are treated with three
or more prior chemotherapy regimens. Companion diagnostics for HRD-positivity is the
Myriad myChoice CDx as either tumor BRCA mutated (tBRCAm) and/or a high genomic
instability score (GIS: 42 or higher).

Niraparib has been approved for primary for first-line maintenance of advanced
ovarian cancer, regardless of HRD status, as long as they are sensitive to platinum-based
chemotherapy.

However, PAOLA-1 study has strongly suggested that Positive HRD status (regardless of
BRCA status) by Myriad myCHoice CDx is associated with the sensitivity to olaparib with
bevacizumab in a maintenance setting.

Therefore, HRD status, as well as tBRCAm (germline of somatic BRCAm), will gather
much attention as a biomarker for a PARP inhibitor.

PARP inhibitors block the enzyme activity of poly ADP ribose polymerase (PARP) and
prevent base excision repair, which leads to accumulation of double strand breaks. As HRD-
positive cancer cells cannot correctly repair double strand breaks, HRD-positive cancer cells
are sensitive to PARP inhibitors. In addition, PARP trapping is another mechanism of PARP
inhibitors. Trapping PARP1 and PARP2 to the sites of DNA damage (DNA-PARP complex)
causes cytotoxicity in cells. The PARP trapping potency is distinct among PARP inhibitors
(talazoparib, niraparib, olaparib, rucaparib and veliparib). This difference may be associated
with the anti-tumor activity and adverse events.

In addition to GIS, evaluated by Myriad myChoice CDx, mutational signatures may
reflect the HRD status. Mutational signatures are composed of substitution patterns of
nucleotides (using the six substitution subtypes: C>A, C>G, C>T, T>A, T>C, and T>G) in
cancer tissues, which reflect a process of oncogenesis and exogenous/endogenous mutagen
exposures. “BRCA signature” is a specific mutational signature, which is associated with
HRD, including BRCA mutations.

In this symposium, mechanisms of PARP inhibitors will be reviewed with explanation of
the strategy to evaluate HRD in cancers.
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Biomarker and genetic testing for PARP inhibitor

Ya-Min Cheng

The study result of SOLO 1 revealed the use of maintenance therapy with olaparib
provided a substantial benefit with regard to progression-free survival among women
with newly diagnosed advanced ovarian cancer and a BRCA1/2 mutation. The study
result of PAOLA 1 for patients with advanced ovarian cancer receiving first-line standard
therapy including bevacizumab, the addition of maintenance olaparib provided a
significant progression-free survival benefit, which was substantial in patients with HRD-
positive tumors, including those without a BRCA mutation. These studies pointed out the
importance of gene test for HGSC.

Currently available HRD tests are useful for predicting likely magnitude of benefit from
PARPis but better biomarkers are urgently needed to better identify current homologous
recombination proficiency status and stratify HGSC management
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Safety and QoL of Avastin in Gyn Cancer

Hung-Hsueh Chou

The rationale to use an antiangiogenetic treatment in cancer is related to the presence
of hypoxia in cancer tissue; the reduction of oxygen induces the transcription of vascular
endothelial growth factor receptor (VEGF-R) on the endothelial cells; subsequently, the
binding of circulating vascular endothelial growth factor (VEGF) with the receptor leads to
proliferation of new vessels, promoting tumor growth.

Bevacizumab, a humanized monoclonal IgG antibody that targets VEGF-R, has been
one of the first and most investigated antiangiogenetic drugs, and several evidences
demonstrated its efficacy also in OC and CC.

Bevacizumab is approved for the first-line treatment of AOC, fallopian tube, and primary
peritoneal cancers due to the results of two randomized controlled Phase Il trials. It is also
the first and only target therapy approved of CC first-line combination systemic treatment
based on a randomized controlled Phase Ill trial.

The International Collaborative Ovarian Neoplasm Trial 7 (ICON-7) and the Gynecologic
Oncology Group protocol (GOG-0218) demonstrated an improvement of progression-free
survival (PFS), mainly in the high-risk OC population; the “higher risk” was defined as
patient with a FIGO stage Il tumor, suboptimal debulked (residual disease [RT] after IDS >1
cm) or stage IV. Gynecologic Oncology Group protocol (GOG-0240) proved Bevacizumab the
standard of care to prolong PFS and OS in cervical cancer.

Despite recent studies confirmed, the truth of bevacizumab plays a pivotal role in the
ovarian and cervical cancer leading to the eventual development of malignant diseases. On
this basis, these agents are generally patent-offed for used in some therapeutic treatment.
Follow by the regulatory of bio-similar drug entrance, the safety and efficacy for gyn
patients care is the main point we should monitor. Here, we discuss the basis of and the
logic behind the approval of these agents in the treatment of cancers, as well as their
evaluation in different perspectives and rules.
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Evolving Area of Maintenance Therapy in Recurrent
Ovarian Cancer

Ying-Cheng Chiang

Ovarian cancer is one of the leading causes of death from gynecologic malignancy.
Despite high response rate to standard platinum-based chemotherapy, many patients recur
subsequently and repeated recurrence with decreased platinum sensitivity follows. To
prolong progression free interval of ovarian cancer, targeted therapy arose as maintenance
therapy in the past decade. Bevacizumab, an anti-vascular endothelial growth factor (VEGF),
was first used.

Poly (adenosine diphosphate-ribose) polymerase (PARP) inhibitors has been evolving
after. Inhibition of PARP, an enzyme required in single-stranded DNA break repair, has
proven to be effective in cancers that involve DNA repair mechanism defects. In 2014,
olaparib became the first PARP inhibitor to be approved for the maintenance treatment of
recurrent, epithelial ovarian, fallopian tube, or primary peritoneal cancer in patients who
are in complete or partial response to platinum-based chemotherapy with clinical evidence
of Study 19 and SOLO-2.

In 2017, niraparib was approved based on the results of NOVA trial, a randomized,
double-blind, placebo-controlled phase Ill. NOVA trial demonstrated niraparib significantly
prolonged progression-free survival in patients with recurrent, platinum-sensitive, high
grade serous ovarian, fallopian tube or primary peritoneal cancer, regardless of BRCA
mutation or homologous recombination deficiency (HRD) status. It also suggests that
niraparib is an effective new option with a manageable tolerability profile.
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PARP inhibitors in ovarian cancer

Shih-Tien Hsu

Poly ADP-Ribose Polymerase inhibitors (PARPi) were firstly licensed for maintenance
treatment in recurrent, platinum-sensitive epithelial ovarian cancer patients. The recent
three phase lll trials showed that there is a role for PARPi also in first-line setting, as
maintenance therapy after platinum-responsive chemotherapy. Nevertheless the published
trials raised several questions on what is the best treatment according to the molecular
status, tumor histology and the response to platinum. Following the previous talk by
professor Wu, the published data was summarized to discuss clinical decision making
on what could be the best sequence or combination of treatments on new diagnosed
advanced ovarian cancer for the three molecular profiles (the carriers of a BRCA mutation
(BRCAmut), those with a deficiency in homologous recombination system (HRd) and those
with a proficient homologous recombination system (HRp)).
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Immuno-Oncology in Gynecological Malignancies

Jen-Ruei Chen

Immuno-oncology, also known as cancer immunotherapy, is a new field of cancer
therapy. It is an artificial stimulation of the immune system to treat cancer, re-enforce the
immune system's natural killing ability to recognize and destroy the cancer cells. After
understanding the current basic knowledge of immunology, cancer immunology has
also been well studied in recent two decades. In 2013, Daniel S. Chen and Ira Mellman
reviewed “The cancer immunity cycle” in the journal called Immunity Review and
pointed out some future new investigations of cancer immunotherapy. In 2018, American
immunologist James P. Allison and Japanese immunologist Tasuku Honjo received the
Nobel Prize in Physiology or Medicine for their discovery of cancer therapy by inhibition of
negative immune regulation.

The carcinogenesis is characterized by the accumulation of a consecutive genetic
alterations and the loss of normal cellular regulatory/apoptosis processes. These events lead
the expression of neoantigens, differentiation antigens, or cancer testis antigens. Presentation
of antigens and bound to major histocompatibility class | (MHC-I) molecules on the surface
of cancer cells, will make them show different immunity characteristics from normal somatic
cells. The hypothesis of cancer immunotherapy is that cancer cells have unique tumor
antigens or molecules presents on their cell surface. After activating the immuno-system,
immune cells (T-cell, B-Cell, nature killer cells or dendritic cells) could recognize the unique
cancer antigen or molecular, and proceed destroy function to cancer cells.

Currently, many researches had reported their efforts in cancer immunotherapies. In
summary, they are “Cellular immunotherapy (Dendritic cell therapy, CAR-T cell therapy)” ,

“Antibody therapy (including cell programmed death pathways)” , “Cytokine therapy
(Interferon, Interleukin)” , “Combination immunotherapy” , “Polysaccharide-K” , and
many new molecular biological fields which are also under investigation.

The goal of cancer immunotherapy is to initiate or reinitiate a self-sustaining cycle of
cancer immunity, enabling it to amplify and propagate, but not so much as to generate
unrestrained autoimmune inflammatory responses. Amplifying the entire cycle may provide
anticancer activity, however, it probably causes the potential cost of unwanted damage
to normal cells and tissues. Fortunately, many of the cancer immunotherapy approaches
report safety profiles that are milder and more manageable than traditional (i.e., surgery,
radiation or chemotherapy) or targeted (i.e., oncogene-centric) cancer therapies.

In this brief talk, the concept of cancer immunity cycle will be reviewed. Stimulating and
inhibitory factors in each steps of immunity cycle will also be presented for understanding
the possible application of these factors in current cancer immunotherapies. Finally | will
focus on the current evidence or clinical trials of the agents/medicine that connections
between up-to-date cancer immunotherapies and gynecological cancer treatments.
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Biomarkers in Immuno-oncology for Gynecological
Cancers

David SP Tan

In recent years, immunotherapy has transformed the treatment landscape of cancer. In
particular, immune therapy targeting immune checkpoint receptors such as programmed
cell- death 1 (PD-1), and programmed cell-death ligand 1 (PD-L1) are among the most
promising approaches, having demonstrated clinical activity in a wide variety of tumors,
including ovarian, cervical and endometrial cancers. In this talk, the current evidence
for predictive biomarkers of response to immunotherapeutic approaches in gynecologic
malignancies will be discussed.
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Cell therapy in gynecologic cancers

Cherry Yin-Yi Chang

Gynecologic cancer is common and problematic disease for women. Surgery,
chemotherapy and radiation are the main strategies of the treatment for gynecology
cancer. Nevertheless, the prognosis of some gynecology cancers are not improved lot.
In recent years, there is dawn that target therapies are applied in the treatment of
ovarian cancer and the survival is prolonged in studies. However, we still need more new
innovations for the treatment of gynecology cancer to improve outcome of patients and
cellular therapy is gradually grabbing scientist's attention. Some forms of cell therapy have
been proposed around since the 1950s, to treat certain types of cancer. In 2017 of the
first CAR T-cell therapies to treat leukemia was a milestone of the cell therapy applied in
treating cancer. Since then, global investment in cell therapy is increasing, and cancer cell
therapy has become one of the most promising approaches for cancer treatment. In human
body, immune cells known as killer T cells are against cancer, due to their ability to bind to
markers known as antigens on the surface of cancer cells. Cellular immunotherapies can
be utilized in several ways to fight with cancers, such as Tumor-Infiltrating Lymphocyte
(TIL) Therapy,Engineered T Cell Receptor (TCR) Therapy,Chimeric Antigen Receptor (CAR)
T Cell Therapy,Natural Killer (NK) Cell Therapy ect. Application of cellular immunotherapy
on gynecology cancer were reported but data was limited. But Cancer immunotherapy is
evolving quickly. Understanding the biomarkers of response to this therapy and identifying
mechanisms to overcome immune suppression and counter regulation are critical in the
future studies.
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Trabectedin in gynecological cancer

Wen-Shiung Liou

Trabectedin is a DNA-binding agent with a unique antitumor mechanism of action
targeting the transcription-coupled nucleotide excision repair (NER) system. Trabectedin
traps members of the NER mechanism forming large complexes that inhibit NER activity
resulting in single-strand DNA breaks. These breaks subsequently stall replication forks
leading to double-strand DNA breaks and resulting in cell death. Trabectedin exerts its
action by binding to the N2 position of guanine in the DNA minor groove, and this bends
the DNA towards the major groove, thereby inhibiting inducible transcription. Due to its
effect on tumor-associated macrophages and histiocytes, trabectedin is postulated to have
immunomodaulatory effects on the tumor microenvironment.

Trabectedin in combination with pegylated liposomal doxorubicin (T + PLD) is approved
in the European Union and many other countries for treatment of patients with recurrent
platinum-sensitive ovarian cancer. These drug entities, with non-overlapping toxicities,
can induce DNA breaks leading to cell apoptosis through different mechanisms of action.
The BRCA1 protein is important in the repair of these DNA breaks via the transcription-
coupled NER complex and hence mutations in BRCA1 are likely to be associated with better
treatment response. The primary function of BRCA2 is in homologous recombination (HR)
mediated by the assembly of RAD51 on dsDNA. In RAD51 mutant yeast strains, trabectedin
displayed hypersensitivity supporting active NER during the processing/repair of the drug
induced lesions.

Otherwise, leiomyosarcoma (LMS) is a common histologic subtype of soft tissue
sarcomas (STS), most of which arise in the uterus. Although uterine leiomyosarcomas (uLMS)
account for fewer than 5% of all uterine malignancies, they represent approximately half of
all uterine sarcomas. The treatment of metastatic uLMS remains a considerable challenge.
First- and second-line chemotherapy options include fixed dose rate gemcitabine plus
docetaxel which achieves an objective response in approximately 30% of patients, single-
agent gemcitabine, which achieves an objective response in approximately 20% of patients,
and doxorubicin-based treatment, with similar objective responses. Systemic treatment
options are limited for patients with uLMS after anthracycline failure.

In several prospective clinical trials and retrospective analyses, trabectedin has
demonstrated prolonged disease control in patients with LMS or liposarcoma (LPS). The
post hoc subset analysis of data from a large randomized phase 3 trial, women with uLMS
who had received prior anthracycline treatment achieved a significant improvement in PFS
with trabectedin compared with dacarbazine. The observed efficacy and toxicity profile
of trabectedin was similar to that reported in the overall LMS and LPS population. This
subset analysis confirms the ability of trabectedin to achieve clinically meaningful disease
control rates for prolonged treatment periods, thereby supporting its use for women with
advanced uLMS.
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What's next for PARP inhibitors? PARPi resistance
and ways to overcome

Chyong-Huey Lai

It's well known that tumor cells with DNA repair defect, e.g. BRCA1/2 mutation, are
more sensitive to PARP inhibitors (PARPi) through the mechanism of synthetic lethality.
Several PAPR inhibitors have been approved for ovarian cancer indications, including
olaparib, niraparib and rucaparib.

However, PARPI resistance is not unusual in clinical practice. Some BRCA1/2-deficient
patients fail to respond to PARPi while some other patients acquire PARPi resistance with
prolonged oral administration of PARP inhibitors.

Homologous recombination repair deficiency (HRD), as a prerequisite of synthetic
lethality, plays a critical role in killing tumor cells. As you can see, PARPi are much more
effective in homologous recombination repair deficient tumor cells than in homologous
recombination repair proficient cells. Therefore, Homologous recombination repair
restoration becomes the predominant reason of PARPi resistance.

Various factors, such as DNA replication fork protection, reversion mutations, epigenetic
modification, restoration of ADP-ribosylation (PARylation) and pharmacological alteration
may lead to PARPiI resistance. This talk will focus on the underlying mechanisms of PARP
inhibitor resistance and bring out the potential strategies (e.g. PARPi combinations
approach) to overcome PARPi resistance and increase PARPi sensitivity.
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Clinical Impact and Prognostic Factors of
Oophorectomy for Ovarian Metastasis from
Colorectal Cancer: a single institution experience

Topic: Clinical Impact and Prognostic Factors of Oophorectomy for Ovarian Metastasis from Colorectal Cancer: a single
institution experience

Authors: Chia-Lin Chou™; Yu-Feng Tian'; Li-Chin Cheng'; Chien-Feng Li***; Chieh-Yi Kang®; Kuo-Feng Huang®
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Background:

Ovarian metastases have previously been reported as occurring in 2%—8% of women
with metastatic colorectal cancer (CRC). The current study aimed to investigate the
characteristics and prognosis of surgical treatment for ovarian metastasis from colorectal
cancer and to establish an optimal management plan.

Methods and Results:

This is a single-institution retrospective study of patients with CRC with ovarian
metastases from 2000 to 2019. 52 Patients who underwent primary tumor resection and
oophorectomy were collected for analysis. We evaluated patient, disease, and treatment
related factors associated with overall survival from initial diagnosis of CRC with ovarian
metastasis.

The median age at diagnosis was 49.9 (range: 28 — 82) years. All of the patients presented
with advanced tumor (at least T3), and almost all patients had an N-positive tumor. In
total, 50 (96.2%) patients had moderately differentiated adenocarcinoma; 2 (3.8%), poorly
differentiated adenocarcinoma; and 5 (9.6%), mucinous adenocarcinoma. Moreover, 22
(42.3%) patients experienced bilateral ovarian involvement. The peritoneum (44.2%) was
the most common concurrent metastatic site, followed by the liver (40.4%) and lung (11.5%).
The median survival time after surgery was 21 (95% confidence interval: 7-72) months.
Curative resection (RO) was achieved in 16 (30.8%) patients. Degree of residual tumor is
significantly associated with overall survival in the univariate and multivariate analysis
(p<0.001 and p=0.029).

Conclusion:

In carefully selected patients, curative resection for ovarian metastasis is effective and
could offer potential long-term survival.
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Extra-nodal Involvement of Diffuse Large B-cell
Lymphoma Mimics Locally Advanced Cervical Cancer:
A Case Report and Literature Review

Authors:'Malika Kengsakul, Naritsara Wongtong, *Theethat Mongkornthong *Kanittha Kitsombut

Affiliation:"**Department of Obstetrics and Gynecology, Panyananthaphikkhu Chonprathan Medical Center, Srinakharinwirot
University, Nonthaburi, Thailand

’Department of Medicine, Panyananthaphikkhu Chonprathan Medical Center, Srinakharinwirot University, Nonthaburi, Thailand

Background:

Diffuse large B-cell lymphoma (DLBCL) is the most common subtype of non-Hodgkin
lymphoma (NHL). Approximately, 40% of DLBCL originates from extra-nodal sites. The
common original sites are gastrointestinal tract, testis, central nervous system, breast,
mediastinum, skin and bone. Extra-nodal involvement of female genital tract organ was
reported however, it is extremely rare.

Methods and Results:

We presented a case of an active 63-year-old, multiparous, menopause woman. Our patient
underwent an incidental cervical biopsy during her annual checkup. A week later, she was
referred to our hospital for further treatment. Her provisional diagnosis was locally advanced
cervical cancer. However, the initial cell type was atypical cell cannot exclude malignancy.
The pelvic examination reviewed a whole infiltrative dark red, hard consistency cervix and
short fornices. Her rectovaginal examination was normal, no parametrial involvement was
observed. Other physical examinations were normal. The initial tissue slides were reviewed
and a repeat cervical biopsy and endocervical curettage was performed. During a month of
investigation, she developed multiple lymphadenopathy and significant weight loss. The CT
Scan showed diffuse thickening wall of gallbladder with suspected of invasion of adjacent
liver, multiple intraabdominal and groin lymphadenopathy, splenomegaly and minimal
ascites. The final immunohistochemistry report was diffuse large B-cell lymphoma. Marrow
and bone biopsy studies were negative. The diagnosis was diffuse large B-cell ymphoma Ann
Arbor stage IVB. The patient was referred to hematologist and received 8 courses of R-CHOP
(Rituximab, Cyclophosphamide, Doxorubicin, Vincristine and Prednisone). After second
courses of R-CHOP, the cervix appeared normal. The patient showed a complete response
and remained in remission. The presentation, treatment and clinical outcome of our case and
previous published cases were reviewed and discussed.

Conclusion:

NHL of the female genital tract is rare. The diversity of disease manifestation can mimic
primary neoplasms. A high level of suspicion and multidisciplinary approach are mandatory to
perform a timely diagnosis and an appropriate treatment to improve the outcome and avoid
unnecessary surgery or radiation.

Keywords:

hematologic malignancy, cervical cancer, large B-cell ymphoma, extra-nodal involvement
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Introduction:

Two immune checkpoint inhibitors, pembrolizumab (pembro) and nivolumab (nivo), have
been permitted by the Korean Food and Drug Administration in treatment of recurrent
gynecologic cancers since November 2017. Currently, iRECIST (modified RECIST v1.1 for
immune-based therapeutics) is available for response evaluation in clinical trials and
practice also. We aimed to present real-world experience with pembro and nivo regarding
response evaluation in two tertiary hospitals.

Materials and Methods:

We identified patients with recurrent ovarian, cervical, and endometrial cancers treated
with immune checkpoint inhibitor monotherapy between November 2017 and May 2020.
We excluded patients who were enrolled in clinical trials. Through the review of patients’
medical records, clinicopathologic characteristics, and response data were collected. Tumor
response was evaluated by both the RECIST v1.1 and iRECIST guidelines.

Results:

In total, 59 patients were included in this analysis (41 for pembro and 18 for nivo). Mean
patient age was 57.6 years, and median treatment lines and cycles for pembro/nivo were
5 (range, 3-9) and 4 (range, 1-28), respectively. Pembro/nivo treatment was still ongoing
in 6 patients. Among 35 patients who showed progressive disease (PD) by RECIST v1.1,
14 (40.0%) patients stopped pembro/nivo without imaging F/U, while 21 patients (60.0%)
were regarded as iUPD by iRECIST and continued pembro/nivo with imaging F/U. Overall,
the objective response rate was 8.5% and median progression-free survival (PFS) was 3.0
months, however, these values further decreased to 6.8% and 1.9 months, respectively,
when RECIST v1.1 was strictly applied.

Conclusion:

The adoption rate of iRECIST in patients with recurrent gynecologic cancers was 60.0%. Our
study results demonstrate the necessity of imaging follow-up for confirmation of response,
rather than direct discontinuation of the drugs, as recommended by the iRECIST.
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Introduction:

This study aimed to investigate the impact of adjuvant radiotherapy (RT) on survival
outcomes in patients with intermediate-risk, early-stage cervical cancer who underwent
radical hysterectomy (RH).

Materials and Methods:

From the cervical cancer cohorts of two tertiary hospitals, patients with 2009 FIGO stage
IB-IIA who underwent primary RH between 2010 and 2018 were identified. Patients with
intermediate-risk factors that met the Sedlis criteria were included. Survival outcomes were
compared between the patients who received adjuvant RT (study group; n=53) and those
who did not receive adjuvant treatment (control group; n=30).

Results:

Compared to the control group, the study group showed significantly better recurrence-
free survival (RFS; 5-year survival rate, 85.6% vs. 61.0%; P=0.009). In multivariate analysis,
adjuvant RT was associated with a significantly lower risk of disease recurrence (adjusted
HR, 0.241; 95% Cl, 0.082—-0.709; P=0.010). In a subgroup that underwent open RH (n=33),
adjuvant RT showed a trend toward improved RFS with borderline statistical significance
(adjusted HR, 0.098; 95% Cl, 0.009-1.027; P=0.053). However, in a subgroup of minimally
invasive surgery (n=50), adjuvant RT did not improve RFS.

Conclusion:

Implementation of adjuvant RT significantly reduced the disease recurrence rate in patients
with intermediate-risk, stage IB-IIA cervical cancer treated primarily with surgery. Survival
benefit from adjuvant RT differed according to the surgical approach.
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Background:

Primary peritoneal carcinoma(PPC) is an aggressive epithelial malignancy placed with
ovarian and fallopian tube cancer under a broader spectrum of disease- Mullerian
carcinoma, sharing common heritage. First described by Swerdlow in 1959, PPC is
still considered an enigma with a debatable origin and is one of the most challenging
malignancies to treat. Our study aims at developing a better understanding of this entity
through a detailed comparative analysis of clinicopathological characteristics and survival
outcomes of PPC with the histologically and often clinically indistinguishable advanced
serous ovarian cancer (OC).

Methods and Results:

Prospectively maintained clinical database at Christian Medical College , Vellore was
reviewed (01 January 2010 to 31 May 2020). A retrospective comparative analysis was
done between PPC (n=69) and OC (n=151) patients having high grade serous stage Ill/
IV disease. Independent T-test and Chi-square test were used as appropriate. Statistical
significance was placed at p<0.05. Progression-free survival (PFS) and overall survival (OS)
was calculated using Kaplan Meir curves. Multivariate Cox regression model was used to
assess the effect of independent variables on survival.

Patients with PPC had a higher rate of parity (p=0.049), previous hysterectomy (p=0.049),
poorer performance status (p=0.000), shorter symptom to treatment interval (p=0.028),
larger ascites (p=0.000), higher rate of interval cytoreduction (p=0.00) and lower surgical
complexity score (p=0.00). The median PFS was 19 months in both PPC and OC patients
(p=0.862). The median OS for PPC was 44 months vs 48 months in OC (HR,OC: 0.80,
p=0.416). In multivariate Cox regression analysis suboptimal cytoreduction (HR 2.51,
p=0.001) had a significant impact on OS while a shorter PFS was associated with OC (HR 1.67,
p=0.028), IDS (HR PDS-0.44, p=0.002) and suboptimal debulking (HR 1.86, p=0.007).

When matched for treatment modality , PPC patients who underwent (IDS) had a superior
PFS (HR OC: 1.66, P=0.032) than the OC IDS subgroup. In multivariate Cox regression
analysis, Ovarian cancer (HR 1.748, P=0.020) and suboptimal cytoreduction (HR 2.060,
p=0.006) remained significantly associated with a higher recurrence rate while residual
disease (HR 3.338, P=0.001) and lack of adjuvant chemotherapy (HR 3.411, P=0.034) lead
to a shorter OS.

Conclusion:

We found some significant differences in the clinicopathological profiles of PPC and OC.
Though insignificant PPC had an inferior overall survival congruous with existing evidence.
Data on PPC continues to mature and its possibility of being a distinct disease entity with
multifocal origin cannot be ruled out.
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Background:

Developing and under-developed countries bearing more than 80% of the global burden
of cervical cancer. It can largely be prevented by prevention and treatment of sexually
transmitted infections such as HIV and Human Papilloma Virus (HPV). Both c