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Advances in precision oncology have highlighted the necessity for genotyping in advanced cancer patients to ensure appropriate therapy
selection. However, pace of precision oncology innovations remains limited due to logistical realities of patient identification. Furthermore,
because many targets are present in only a small fraction of patients, hundreds or even thousands of patients need to be screened. Compounding
this identification barrier are challenges associated with traditional trial designs - such as high cost of genotyping, lengthy screening periods, and
limited access to screening populations - which lead to increasingly low enroliment rates of otherwise eligible patients.

SCRUM-Japan initiated GOZILA, a nationwide plasma genomic profiling platform study (Cancer Sci. 2021) . Clinical utility of such rapid screening
methods based on ctDNA genotyping has been leveraged in umbrella- and basket-type clinical trials (Nat Rev Gastroenterol Hepatol. 2023) .
Overall, it led to a statistically significant increase in enrollment in genotype-matched clinical trials relative to enrollment conducted via tumor-
based screening without compromising treatment efficacy (Nat Med. 2020, 2024) .

SCRUM-Japan initiated CIRCULATE-Japan since 2020, demonstrating a large and comprehensive prospective analysis of ctDNA in resectable
colorectal cancer, support the use of ctDNA testing (molecular residual disease [MRD] detection) to identify patients who are at increased risk of
recurrence and are likely to benefit from adjuvant chemotherapy (Nat Med. 2023, 2024) .

In this presentation, achievement and perspective in SCRUM-MONSTAR & CIRCULATE-Japan will be presented (Cancer Discov. 2024, Nat Med.
2024) .
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Being a bridge across the pacific: BA& &7 XU HDiEW
Breast Oncology and Surgery, Roswell Park Comprehensive Cancer Center
Kazuaki Takabe

FRTOEDICEFEFH D ERBAN KFEEERATHARET A YN TRIANE, 4z, Xt HRHERESDEVNSD D, TNICKD THE, ARO7ITO—
FERBOTEFET, FBECIE. BRAETHRIEEZRITERRLGCHARICIED > TEEEN. BTSLMEEERNSHAET AU DDIEIC DT
BFELULLEWERWE T, #E(F192F(HBAZEFEERZELF LN, FEBRRSENIRIEICIRDZ CECBHRT, WIMNULRHS, ERKRICEZERER
BROWEREZCEFEAEHERMECERATUR. £T3N SHEOHRIECRD BB, BREOR2TRALTOFRETE(CHL CELTORES
ADBERZBZNDITTEBNENSRECKIEH L. TTTSRARVGBZRSHATE UKD CHEEHIIAZAZRAER, AlIZFRZ2RIOCIRERR
FEBRIOM) BRI (CHARDO/\ HICEDNKRREZ U TREUCEREFSRREMYERI DEEMZHI CVREX UL, KERTSHRAESE0
FIRFF7OFE> OFBEICSITIREEHRRL. FIOFESOHREBHEBDVKEDY ITAIL_T DY —IRFFANAFTEFE LE LIz, TTTENRD
DRFFEJEERITELD . AZABITHRECRDIEN S ZERZBNE U (SBRE A —TTURD) HRIERE—DSIZ BB L TESH DAY T AL
ZVRFY LT IORTHRIL DT> S — N=SZFHUIRETEBNMR DT O0-S v I ZET. AR THRIE EBCHFENFOHRE L U THRAZN
FU, 2016FENSIHBICMNTHE D EIH EREBFEELOERN (CA)IZEZ EUHAARDELES EBEIBIDMRZVZVWTEDEY. TDA
REBERzTCiA NG, PAUDRRSEEBELEEEERT, BCE> TLWBIHNESHMRRICENDSTEICHONET. TORVRIF. FEEDHDRFC
SATLEERDCELCEBELURNCETY, —ACHATRERKEBLEREEZELTET. ZLOREEBOAREHEN GO THELZ2 ADBAHEEH TS IFTA
DEEETEIELET . TOREICHDDFHREERT. AN UWEEBS UDLWEEH B> TEZNZEENICFHMAiT 2D TR, BERFEEZERDSE
DELUTEENCED EFDEENGDDET, HIXEHNMNR—/(—TOMELEC/RD T2l BEDLSZI D TVDANENZSRNDET AU D TIEFE
([CRADNFEIH. BARTE®D TREULZEOANTRCRONAMMRBRNEBNET . LEMEFRATREERCEELTE D, F—TU1 > i LaziFst
FTETERL ESEDIEDERVNEDWPENEDTERKEDDDSRIBICHIETEREDIZENDTETY, PAUAICEHKRBREZSHRILHDEIH
FNRBECENHDEITNE BEBNT . BUBSBEELTRELES ETDAILFr—HERNET,
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FROETSIRDIEERO—ERDZEEFEOTVET,
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Risk-Stratified Breast Cancer Screening: Personalized Strategies for Improved Mortality Reduction

'Department of Translational Medicine, Diagnostic Radiology, Lund University. *Department of Imaging and Physiology, Skane University Hospital.
*Department of Diagnostic Imaging and Nuclear Medicine, Kyoto University Graduate School of Medicine

Akane Ohashi''?, Masako Kataoka®. Sophia Zackrisson®'?

Biennial mammography screening for all women has been shown to reduce breast cancer mortality by approximately 20%. However, the risk of
developing breast cancer varies among individuals. To further reduce breast cancer mortality, it is crucial to adopt screening methods tailored to
individual risk levels. However, the approach for risk-based screening has not yet been established.

This lecture aims to understand various approaches to risk-stratified breast cancer screening. The topics covered include:

1.Intensive screening using MRI and risk-reducing treatment options for the very high-risk group.

2.Alternative screening methods for women with dense breast

3.Introduction of the ongoing European strategy for risk-adapted breast cancer screening (MyPeBS, four risk-based groups: very high-risk, high-
risk, average-risk, and low-risk; and other studies)

4.Image-based risk prediction, including artificial intelligence for personalized screening
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International variability in breast density assessment and breast cancer screening status in Japan
'Department of Breast Surgery, The Second Kawasaki Saiwai Clinic. *Department of Breast Surgery, Tokyo Medical University.
*Department of Breast Imaging and Breast Interventional Radiology, Shizuoka Cancer Center Hospital.

*Department of Health Data Science, Tokyo Medical University. *Department of Radiology, St. Luke’s International Hospital.
®Yotsuya Medical Cube. ’Department of Radiology, St. Marianna university School of Medicine.

®Department of Surgery, Yokohama Sakae Kyosai Hospital

Fuyo Kimura'?, Kazuaki Nakajima®. Shunichiro Orihara®. Hiroko Tsunoda®. Yoichi Koyama®. Natsuki Uenaka®. Kanako Ban®.

Yukiko Michishita®’. Yoshihide Kanemaki’. Arisa Kurihara®, Kanae Tawaraya®. Masataka Taguri®. Takashi Ishikawa®. Takayoshi Uematsu’

In Japan, the number of breast cancer cases has reached nearly 90,000 annually and continues to rise. Given the pressing need to optimize
limited medical resources, Japan must consider adopting breast cancer risk assessment and personalized screening strategies—topics that are
gaining global attention.

Breast density is one of critical factors in breast cancer risk assessment. Women with dense breast tissue face two major challenges: the masking
effect, which may result in false-negative findings, and an inherently higher risk of developing breast cancer. However, current breast density
assessments rely on visual interpretation, making them subjective and prone to inter-observer variability and limited reproducibility. A Japanese
study evaluating inter-observer agreement reported moderate concordance using a four-category system (extremely dense, heterogeneously
dense, scattered fibroglandular, and fatty) (k = 0.587, 95% CI: 0.565-0.609) , and substantial agreement with a simplified two-category system
(dense vs. non-dense) (k = 0.708, 95% CI: 0.685-0.731) .

Globally, breast density is typically assessed using the Breast Imaging Reporting and Data System (BI-RADS) . In Japan, a modified BI-RADS
method is employed, which aims to improve inter-observer agreement by using proportional measures of fibroglandular tissue and evaluating
breast density relative to the pectoralis major muscle. In contrast, the original BI-RADS method uses descriptors to capture the likelihood of
false negatives from non-calcified lesions and does not rely on the proportional measures. Although the Japanese and original BI-RADS systems
share some similarities, but some differences remain. A comparative study involving consensus assessments by ten Japanese radiologists and the
automated software Volpara® (New Zealand) , which follows BI-RADS criteria, revealed poor agreement (k = 0.104, 95% CI: 0.013-0.196) .
Dense breast tissue poses challenges worldwide, underscoring the urgent need for international collaboration to establish standardized risk
assessment and personalized screening protocols. To evaluate the global consistency of breast density assessment—a key component in this
initiative—we conducted a multi-institutional international study. This report also includes findings from a survey of members of the Japanese
Breast Cancer Society and the Japan Association of Breast Cancer Screening on the current landscape of breast cancer screening in Japan.
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Risk-Based Screening in Asian Women Dense Breasts
Department of Radiology, Seoul National University Hospital

Woo Kyung Moon

Breast (20%) , thyroid (19%) , colorectal (10%) , stomach (9%) , and lung (7%) cancers constitute two-thirds of the total cancers in Korean
women (2016) . Every year, approximately 22,500 people are diagnosed with breast cancer in Korea while 2,000 die of it. The National Cancer
Screening Program (NCSP) was designed to provide free screening services for the low-income Medicaid recipients in 1999. Since then,
the NCSP has expanded its target population to include some of the National Health Insurance (NHI) beneficiaries. Currently, the program
targets the five most common sites of cancer in Korea; stomach, liver, colorectum, breast and cervix uteri. The National Cancer Center (NCC)
supports developing and revising the protocols for the NCSP in collaboration with the Ministry of Health and Welfare (MOHW) and related
academic societies. Breast cancer screening starts at 40 by mammography and frequency is every 2 years. Lifetime screening rate for breast
cancer increased from 55.9% in 2004 to 83.1% in 2018. Although there are some differences in screening guidelines or recommendations for
each country, cancer screening rates with recommendation in Korea were not much lower than those seen in Europe or the U.S. and were
considerably higher than those seen in Japan. Quality control and outcome monitoring is important to afford a long-term organized population-

based screening programs. The outcome of breast NCSP will be presented in this talk.

References

Hong S, Song SY, Park B, et al. Effect of Digital Mammography for Breast Cancer Screening: A Comparative Study of More than 8 Million Korean
Women. Radiology. 2020 Feb;294 (2) :247-255. Lee EH, Jun JK, Jung SE, Kim YM, Choi N. The efficacy of mammography boot camp to improve
the performance of radiologists. Korean J Radiol. 2014 Sep-Oct;15 (5) :578-85.

Jo HM, Lee EH, Ko K, et al. Prevalence of Women with Dense Breasts in Korea: Results from a Nationwide Cross-sectional Study. Cancer Res
Treat. 2019 Oct;51 (4) :1295-1301.
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Overview of Breast Cancer Screening Guidelines and Modalities in the United States:
A Comprehensive Approach

Department of Radiology, The University of Chicago
Hiroyuki Abe

Screening mammography guidelines in the U.S. vary by organization. The American Cancer Society (ACS) recommends optional screening
starting at age 40-44, with routine screening beginning at age 45, while the U.S. Preventive Services Task Force (USPSTF) advises starting at
age 50 with biennial screening. The American College of Radiology (ACR) supports annual screening starting at age 40.

Standard mammography uses two views per breast, though digital tomosynthesis is becoming more popular. The sensitivity of mammography
ranges from 70% to 90%, depending on breast tissue composition, age, and other factors. Participation rates are typically around 70-75%, with
variation by demographic factors. While visual assessment of breast density remains common, quantitative software for breast density evaluation
is becoming more widespread. Nationally, breast density notification is now mandated, impacting patient management decisions. The time from
screening to treatment varies, often influenced by patient follow-up and healthcare access.

In women with dense breasts, mammography alone may not be sufficient for early breast cancer detection. As a result, breast MRI is
increasingly recommended as a supplemental screening modality for this population, offering higher sensitivity than mammography in detecting
cancers in dense tissue. Additionally, Automated Breast Ultrasound (ABUS) has emerged as a promising adjunct, improving sensitivity for dense
breasts. ABUS is gaining popularity due to its lower cost and better accessibility compared to MRI, though it requires careful interpretation. These
supplemental options are particularly important for high-risk women, providing an additional layer of diagnostic accuracy. However, both MRI and
ABUS are not universally adopted due to concerns about cost, accessibility, and false positives, emphasizing the need for individualized screening

strategies tailored to a patient’s risk profile and breast density.
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Towards personalized breast cancer screening — The Swedish perspective

'Department of Translational Medicine, Diagnostic Radiology, Lund University. *Department of Imaging and Physiology, Sk&ne University Hospital
Sophia Zackrisson'?

In Sweden, breast cancer screening with mammography is offered to women between 40 and 74 years of age (The National Board of Health
and Welfare 2023) . Breast density is not routinely reported and there is no supplemental screening offered. However, the screening interval is
shorter, 18 months for women 40-54 years, while it is 24 months for 55-74 years. The average attendance rate is 81% (The National Board of
Health and Welfare 2022) . Two-view digital mammography with double-reading is practiced. Lately, several regions have replaced one of the
readers with an artificial intelligence software (AI) , following the results of the prospective Swedish trials.

Digital breast tomosynthesis has in Sweden been investigated in the Malmo Breast Tomosynthesis Screening Trial (Zackrisson S et al. The Lancet
Oncology 2018) showing a 34% increased cancer detection at an acceptable recall rate and with a 40% decreased risk of interval cancers (Johnson
et al. Radiology 2021) . The European Commission Initiative on Breast Cancer recommends DBT over DM for screening average risk women and
specifically for women with dense breasts (ECIBC 2023) . Still, DBT has not been incorporated in the Swedish breast screening guidelines, mainly
due to the increased reading workload and a shortage of breast radiologists. Our group and others have clearly shown that DBT is superior for
women with dense breast. Furthermore, we have shown with retrospective data that use of single-reading DBT with AI would keep the high
sensitivity of DBT while not increasing the workload compared to DM (Dahlblom et al. 2025) . Al-assisted single-reading DBT in screening will
during 2025 be implemented in Region Uppsala to assess the feasibility and find smart workflows. Furthermore, we are planning a trial where
women will undergo DBT screening, and the exams triaged to either human single-reading of synthetic mammograms + AI (low risk cases. i.e.
the majority) or human double-reading DBT + Al (high risk cases) .
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Information Seeking-Behavior on the Internet and Digital Health Literacy
Department of Implementation Science in Public Health, Kyoto University School of Public Health
Yoshimitsu Takahashi

[Introduction]
The COVID-19 pandemic has led to an “infodemic,” with vast amounts of misinformation and disinformation. Our study examined COVID-19-
related information-seeking behavior and digital health literacy in Japan, revealing that nearly half of the population struggled to access accurate

" ou

information. Key challenges included Major challenges identified included “information quality and credibility,” “abundance and shortage of
relevant information,” and “public trust and skepticism.”

[The Impact of Social Media and Emerging Challenges in the Digital and Generative Al Eral

Social media is a major health information source but also spreads non-evidence-based information. Unverified claims about vaccines and cancer
treatments may hinder proper medical decision-making. Expert-generated information does not always reach the public. Generative Al enables
easy information creation and distribution, raising concerns over misinformation. AI-generated information often appears credible, making
accuracy assessment harder. Cancer patients and families rely on the internet for treatment decisions but encounter misleading content on “natural
remedies,” alternative medicine, and treatment costs, which may hinder appropriate choices and pose health risks. Distinguishing accurate from
false information is increasingly difficult. In response, governments are enhancing reliable health information systems. Medical education now
includes health communication and information literacy courses, reinforcing the role of experts in accurate information dissemination. Tailored
information based on health literacy levels is also needed.

[Conclusion]

Improving digital health literacy is essential to addressing issues related to online health information. This presentation will examine digital
information-seeking behavior, including social media, and discuss challenges and future directions for health communication in the generative Al

era, based on findings from studies on COVID-19 and cancer.
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YouTube’s Commitment to Quality: Addressing Medical and Health Information Credibility

Google Japan G.K.
Yoko Katakura
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People place significant trust in the advice of healthcare professionals regarding medical and health matters. Traditionally, however, healthcare
professionals have primarily had the opportunity to provide beneficial information and guidance within medical institutions. Conversely, most
medical and health-related decisions made by patients occur in their daily lives, outside of these institutions. YouTube Health is committed to
providing healthcare institutions, physicians, nurses, certified psychologists, and other professionals with opportunities to deliver high-quality
medical and health information on YouTube, a platform frequented by many in their daily routines. YouTube aims to support users in making
well-informed decisions and leading healthy lives when seeking medical and health information. To achieve this, we collaborate with medical
institutions and experts to provide accessible video content and facilitate access to reliable information. This presentation will introduce the
current initiatives being implemented by YouTube.

225



2 etien

| £33 EEAABEAZMHRE RIeE |

SP2-3
MADAZETHMD, PELKZIAL. RICEES] ~ BC TUBEQERDEH~

"TWARERSEIRR gt 5— FUIRSEL 2 —#%EEABC TUBE. *HAMFES NEXT-GankenO4S A,

TEBHIIAY AFRREZAEE ISR CREEAFEZLMERE IR - RO, CHBAFEFIMERER TR - AWML
TETRBRAI T L A Mo UZw o, SARERAZMERRE LIRS P —=mmb IR - ARl PEREESERAE R - AWM

T H=E' REARE, AR FUe°. FAE EHES SEIENDC ONE HBFCC L BRFY. AT BEES sk EYC KRB F20

ANABENEEL TN LT, EFN. DEN, e, BFNE SBSFFEICERYT . INSCHUT. FPHMR. ECHET IS, EE
BLUBEZRDE AN ERBANAERBRNT IV CXATEIRIBEOEMIIFRICEE THSD. H4(F2020F78(CYouTubeF v > ~JL [FLHAKFH
[BC Tubefm&eEp] | ZRF% L. ANADIBERREZMIALIZ. —MtEEABC TUBED/EEIZiB U TESNIZARERBN T D LB, SBOEREBIRIEMHED
HDHEEZIZV.

FIHLOBEFWEBIETE. RENZLUERBRIDEHICEFLEI—HIEEA UL, LBEICEIFEREDOL E1—BMX. ASDER LI S(CHEHE
Uz, BB UREBEZZ < DR CEALTESSEHIC. [ANAZETHD, BUKEZZIEN., HICEED I ZBECUSTRI 7> T4 2 OREMU.
BARLEHMEER DIz, BAMR TERY Y IBEABM. & - KikSABEE L THATN TV, ZBETE. JLA MO 7R IAEESBEOQRI—
RZEB/EHLIZU—T Ly bR L. BARZE - KED226EFI(CHI4REZR/ERT LIz, SSCMERERRL. PEREZTRC, FPABEO—EEL
THBEORERGEIR, ¥, 1852) [CBIDBEEAMU,

—7. BENEGRRODEFEBHROTN S, BEIREREZIZENC E(FESZ TR, T TERERBROE EIEEEDESDE(CDWTHETLIZ. YouTubeEhE%z
WHRIC, BEEITEEEROREFHERE THDPEMAT EDISCERN(C TEIBEINBDEZFHI Uz, YouTubeBhiE CEIREFLIE(CR T D EREIEROENBDE
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Understanding Breast Cancer Together, Supporting One Another, and Living Together:

Exploring Approaches to Providing Breast Cancer Medical Information through Online Tools
'Breast Oncology Center, Breast Surgical Oncology Cancer Institute Hospital of Japanese Foundation for Cancer Research.
“General Incorporated Association, BC TUBE, *NEXT-Ganken program, Japanese Foundation for Cancer Research.
*Department of Breast Surgery, Nagoya City University Graduate School of Medical Sciences.

*Department of Breast and Endocrine Surgery, Nagoya University Hospital. °Breast and Endocrine Surgery, Gunma University.
’Machida Ekimae Breast Clinic. ®Department of Breast Surgery, Nippon Medical School.

°Department of Breast and Endocrine Surgery, Ichinomiya Nishi Hospital.

°Department of Breast and Endocrine Surgery, The Jikei University School of Medicine

2,4

Nami Yamashita''2. Asumi Iesato®>, Rie Tahara®. Mitsuo Terada®*. Madoka Iwase®>. Yuko Nakazawa®°®. Tomoko Shibayama®'’.

Megumi Sano”®, Hitomi Suzuki®°, Atsushi Fushimi®*°

Breast cancer patients face a wide range of challenges—medical, psychological, social, and economic. Ensuring access to accurate information

| “

is crucial for both patients and the broader community. In July 2020, we launched the YouTube channel “Breast Cancer Encyclopedia [BC Tube
Editorial Team]” to provide reliable, easy-to-understand content on breast cancer care. This presentation introduces key insights gained through
the activities of the non-profit organization BC TUBE and explores future directions in medical information dissemination.

To ensure scientific accuracy, videos undergo peer review, followed by review from non-medical individuals to improve accessibility. A
crowdfunding campaign enabled distribution of our videos to medical facilities for use in patient education and staff training. We also produced
40,000 leaflets with QR codes linking to breast awareness videos, distributed to 226 sites in Japan and the U.S. In collaboration with local
governments, we created region-specific versions that connect viewers to nearby screening services. Cancer education videos for middle and
high school students were also developed.

However, it remains difficult for patients to distinguish reliable information from misleading content amid the abundance of online medical
resources. We conducted a quality analysis of breast cancer-related videos on YouTube using validated assessment tools for patient education
materials (PEMAT and DISCERN) . Our findings revealed significant variability in video quality, with content produced by medical institutions,
government agencies, and our own channel consistently scoring higher (Iesato A, Breast Cancer, 2024) . Furthermore, a study using large
language models (ChatGPT, Claude) suggested the potential to efficiently identify high-quality content from extensive online sources (Fushimi A,
JSMO 2025) .

Given the increasing prevalence of breast cancer—affecting one in nine women—there is a growing need for a comprehensive public approach to
deepen understanding of the disease and foster reflection on life and mortality. Moving forward, we aim to strengthen and expand our framework
for delivering high-quality video content and to develop a robust platform that enables users to identify and access trustworthy medical
information from among the multitude of available sources.
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228



| £33 EEAABEAZMHRE RIeE |

SP2-4
Evaluating Medical Information on Social Media Using PRHISM

'Department of Breast Surgical Oncology, Tokyo Medical University. Kyoto University School of Public Health, health informatics.
*Tokyo Medical University, data science. *Juntendo University, breast surgery. *Ozawa hospital, breast surgery.
Tokyo Medical University Ibaraki Medical Center, breast surgical oncology. "Yokohama City University

Hiroki Kusama'. Yoshimitu Takahashi®. Syunichirou Orihara®. Kayo Adachi'. Yumiko Ishizuka®. Ryoko Senba“. Hidetaka Shima’.

Yoshiya Horimoto®. Hiroshi Kaise®, Masataka Taguri®’. Sho Inoue’. Takeo Nakayama®. Takashi Ishikawa®

Background

Social media offers easy access to health-related information, but much of this content lacks reliability, making it difficult for patients to identify
accurate information. DISCERN, which evaluates the quality of health information based on 16 questions, has been widely used in recent studies;
however, it was developed before 2000 and does not reflect the unique characteristics of social media platforms. Recently, Emily Dennis proposed
PRHISM (Principles for Health-Related Information on Social Media) as a new metric for evaluating health information in social media contexts.
This study aimed to examine the reliability of PRHISM by developing a Japanese version with the permission of Dennis and applying it to evaluate
health-related content on YouTube.

Methods

The sample size was determined based on expected inter-rater agreement levels (weighted Cohen’s kappa) derived from DISCERN. We searched
YouTube using the keywords “breast cancer,” “treatment,” and “chemotherapy,” selecting the top 60 videos for evaluation. Six breast cancer
specialists assessed these videos using the Japanese version of PRHISM. Inter-rater reliability was examined to evaluate the tool’s consistency.
Additionally, raters provided subjective assessments of each video’s reliability, and the concordance between these assessments and PRHISM
scores was analyzed to examine validity.

Results

PRHISM showed moderate inter-rater reliability (k = 0.52, 90% CI: 0.49-0.55) and performed better than DISCERN (k = 0.47, 90% CI: 0.41-
0.48) in evaluating medical information on YouTube. However, variability related to the evaluators’ years of experience was observed. Intra-
rater reliability for PRHISM (k = 0.37, 95% CI: 0.14-0.60) was comparable to DISCERN (k = 0.27, 95% CI: 0.07-0.48) , but remained low
overall. Most breast cancer-related videos on YouTube were reliable, especially those from credible sources identified by the National Academy of
Medicine (NAM) , while videos from other sources tended to lack quality.

Future Directions

While PRHISM appears to be a useful tool, the moderate to low agreement levels suggest subjectivity remains a limitation. To address this, we
are exploring the use of generative Al to standardize the evaluation process. This study focused exclusively on YouTube, where much of the
content was found to be reliable. Future research will apply PRHISM to assess medical information on other social media platforms.
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Differences in Implant-based Breast Reconstruction in Japan, Korea, Taiwan, and the United States

'Department of Plastic, Reconstructive and Aesthetic Surgery, Faculty of Medicine, University of Toyama.
’Breast Cancer and Breast Reconstruction Center, Toyama University Hospital

Toshihiko Satake'?

Post-mastectomy breast reconstruction is mainly performed with breast implant or autologous tissues, and fat grafting has recently become an
option. Even today, after the Allergan Crisis, breast implant products are still the mainstay of breast reconstruction. In Japan, however, guidelines
recommend placement of SBI under the pectoralis major muscle. It is also common for an expander to be placed subpectoral at the same time
as the mastectomy and then replaced with a SBI in two phases.

However, in the U.S., since the 2000s, SBIs have been placed subpectoral, dual-plane, and now pre-pectoral in one-stage procedure. SBI
placement in the pre-pectoral region not only reduces surgical invasiveness, but also avoids capsular contracture, pain, and animation deformity,
while improving long-term cosmetic outcomes. The transition of SBI implantation sites overseas is largely due to the availability of acellular
dermal matrix (ADM) , but in Japan, ADM is still not available. The United States and South Korea already have experience in pre-pectoral
implantation of SBI using ADM, and Taiwan has recently started pre-pectoral implantation.

In this session, we asked speakers from Korea, Taiwan, whose body types are similar to those of Japanese in East Asia, and the U.S., to
collect and present data from their countries on the following topics. (1) Current status of breast reconstruction (history, number of cases,
reconstruction rate, etc.) , (2) Management of breast implant reconstruction (registration of implants to be used, how to report complications,
etc.), (3) Pre-pectoral or sub-pectoral implantation, (4) Points of pre-pectoral implantation, selection and use of ADM (5) Differences in
complications and cosmetic appearance between pre-pectoral and sub-pectoral implantation, and (6) Problems of breast reconstruction in Japan
will also be discussed by a Japanese speaker.

By understanding the transition and current status of breast implant reconstruction methods in other countries, we believe that this will provide
a good opportunity to discuss how pre-pectoral reconstruction using ADM and other artificial materials should be promoted in Japan in the future.
In the case of breast reconstruction, an environment in which implantation methods with fewer complications and superior cosmetic properties

can be applied is desirable.
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Implant-Based Breast Reconstruction in Japan: Present Situation and Challenges

'Department of Breast Surgery, Nakagami hospital.

’Department of Plastic, Reconstructive and Aesthetic Surgery, Faculty of Medicine, University of Toyama.

*Department of Plastic and Reconstructive Surgery, Tokyo Medical University, ‘Department of Plastic Surgery, Aichi Cancer Center.
*Department of Breast Surgery and Oncology, Tokyo Medical University Hospital. °Lala Breast Reconstruction Clinic Yokohama

Ryohei Katsuragi'?, Takako Komiya®. Seiko Okumura®, Takahiko Kawate®, Toshihiko Satake®. Yui Tsunoda®. Mayu Muto®

Autologous breast reconstruction became eligible for insurance coverage in Japan in 2006, followed by silicone breast implant (SBI)
reconstruction in 2013. Since then, the number of patients choosing SBI reconstruction has increased; however, following the Allergan crisis in
2019, the number of procedures has plateaued or declined. According to the 2022 NDB (National Database) report, there were 6,991 breast
reconstructions nationwide, comprising 4,244 SBI reconstructions (60.4%) and 2,747 autologous reconstructions (39.2%) . Challenges include
the persistently low national reconstruction rate of approximately 12% compared to Western countries, as well as marked regional disparities
between urban and rural areas.

In Japan, SBI reconstruction is performed through collaboration between board-certified breast surgeons and plastic surgeons affiliated with the
Japanese Oncoplastic Breast Surgery Society (JOPBS) . JOPBS also defines the criteria for SBI use, with the subpectoral approach—placement
under the pectoralis major—remaining the standard technique for over 12 years without major revisions. In contrast, countries such as Korea
and the United States have increasingly adopted the prepectoral technique, where implants are placed above the muscle, offering advantages
such as reduced postoperative pain and avoidance of muscle manipulation.

Although JOPBS collects annual nationwide data on SBI usage and complications, multicenter studies on SBI reconstruction in Japan are limited,
particularly those focusing on complications and aesthetic outcomes. To establish a foundation for the potential adoption of the prepectoral
approach, it is essential to first evaluate the current status of subpectoral SBI reconstruction.

We therefore conducted a retrospective observational study of 361 cases of immediate SBI-based breast reconstruction performed at 15
institutions across Japan between January 2021 and March 2023. We analyzed medical records, operative notes, imaging, and clinical
photographs to assess complications and aesthetic outcomes. This study is expected to clarify the current landscape of SBI reconstruction in
Japan and provide valuable data for addressing current challenges and for international comparison.
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Current Trends in Implant-Based Reconstruction in Korea: A Focus on Prepectoral Direct-to-Implant

Department of Plastic and Reconstructive Surgery, Severance Hospital, Yonsei University College of Medicine

Dong Won Lee. Jae Hoon Jung. Young Seok Kim. Kyunghyun Min. Hyung Chul Lee. Byung Joon Jeon. Bok Ki Jung. Woo Jin Song.

Jung Ho Lee. KiYong Hong. Seong Hwan Kim

Since the inclusion of breast reconstruction post-mastectomy under the Korean National Health Insurance Service in 2015, there has been a
substantial increase in the rate of reconstructions. From 2015 to 2018, the reconstruction rate surged from 19% to 53%, with a pronounced
preference for implant-based methods, which accounted for 76% of all procedures by 2021.

Recent advancements have transitioned breast cancer surgery towards maximum tissue preservation, with nipple-sparing mastectomy becoming
the new standard. This shift has facilitated the adoption of the direct-to-implant (DTI) method, allowing for single-stage reconstruction without
the need for expanders. A notable evolution in implant reconstruction also involved transitioning from subpectoral to prepectoral placement,
significantly aided by acellular dermal matrix, which can be implemented for either complete or anterior coverage.

An analysis of 2,329 cases of immediate reconstruction using implants, performed from January 2021 to March 2023 across 12 hospitals in
Korea, revealed that prepectoral DTI, prepectoral staged surgery, subpectoral DTI, and subpectoral staged surgery accounted for 62.6%, 15.5%,
14.3%, and 7.6% of the cases respectively. Prepectoral DTI emerged as the most common approach, noted for reducing the number of surgeries
required, accelerating recovery, and enhancing aesthetic outcomes while minimizing complications such as dynamic deformity. However, it also
presents a higher risk of rippling compared to subpectoral placement.

Although prepectoral DTI offers significant benefits in terms of aesthetic outcomes and recovery time, it requires robust mastectomy flaps as
a prerequisite. Additionally, deciding on prepectoral DTI should consider various factors, including the desired breast shape, degree of ptosis,
history of previous breast surgeries, and the breast surgeon’s mastectomy technique. These elements are crucial to ensure that prepectoral DTI

can be successfully implemented.
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Breast Reconstruction with Implants in Taiwan: An Overview and Current Status

!Shin Kong Wu Ho-Su Memorial Hospital. *Changhua Christian Hospital. *Tri-Service General Hospital. “Chang Gung Memorial Hospital
Fiona Tsui-Fen Cheng'. Hung-Wen Lai’>. Anchieh Feng®. Shin-Cheh Chen*

As of 2023, the proportion of breast reconstruction after breast cancer surgery in Taiwan has been gradually increasing. However, specific data
may vary depending on the hospital, patient preferences, and medical resources. According to the Taiwanese Ministry of Health and Welfare
and related medical studies, the rate of breast reconstruction in recent years is approximately between 20% to 30%. Factors influencing the
reconstruction rate include: 1. Patient Preference: Some patients choose not to undergo reconstruction or decline it due to personal or financial
reasons. 2.Medical Resources: Larger hospitals typically offer more reconstruction options, while resources in remote areas may be limited. 3.
Cancer Stage: Early-stage patients are more likely to opt for reconstruction, whereas advanced-stage patients may consider it less frequently due
to the complexity of treatment. 4. Economic Factors: the Taiwan’s National Health Insurance has not covers reconstruction costs, out-of-pocket
expenses may still influence patients’ decisions.Most of the implant-base reconstruction are in A one-stage perform either by the breast surgeon
or plastic surgeon,mostly by the sub-pectoral method,but recently there has been a trend toward placing breast implants in the sub-pectoral
position because of notable of pain and animation deformities issues that affecting the quality of life of the patients.
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Bioengineered Concept in Prepectoral Breast Reconstruction
Plastic & Reconstructive Surgery, Loma Linda University Medical Center

Allen Gabriel

Implant-based breast reconstruction has undergone a shift from placement of the implant in a subpectoral pocket to a prepectoral pocket. The
change was due to some patients experiencing functional impairment of the pectoralis muscle, animation deformities, and discomfort as direct
consequences of muscle elevation, which in some patients can be severe. Moving the implant prepectorally, would eliminate these concerns but
the success of this approach depends on utilizing the bioengineered breast concept. The concept of “bioengineered breasts” utilizes a combination
of matrix and/or autologous fat grafting to augment the soft tissue volume of breasts at the second stage of a two-staged breast reconstruction
procedure. Enhancing the soft tissue cover supplements volume and shape. We will discuss the rationale for prepectoral implant reconstruction,

and its indications/contraindications.
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Personalizing PMRT for Intermediate-Risk Breast Cancer: One Size Does Not Fit All

'Department of Breast Surgery, Yokohama City University Hospital.
’Department of Gastroenterology, Yokohama City University Graduate School of Medicine.
*Department of Breast and Thyroid Surgery, Yokohama City University Medical Center. ‘Department of Breast Oncology, Tokyo Medical University

Akimitsu Yamada'?, Kazutaka Narui’, Takashi Ishikawa®. Itaru Endo?

PMRT for patients with 1-3 positive lymph nodes is recommended based on the EBCTCG meta-analysis, but its efficacy remains controversial.
The meta-analysis reported a 5-year local recurrence rate of 20.3% without PMRT, which appears inconsistent with real-world data. Additionally,
systemic therapy in the meta-analysis mainly used CMF regimens, less intensive than current treatments, possibly overestimating PMRT's
benefit.

In Japan, lower obesity rates, differences in axillary surgery and radiotherapy techniques, and improved diagnostic accuracy with sentinel lymph
node biopsy (SNB) also affect PMRT indications. An analysis of 8,914 pT1-2N1 breast cancer patients from the National Clinical Database (NCD)
showed a 5-year locoregional recurrence (LRR) rate of 5.0% without PMRT and 4.0% with PMRT, showing no significant difference. Risk factors
for LRR included tumor size 22 cm, 2-3 positive lymph nodes, ER-negative/HER2-negative status, and absence of endocrine or chemotherapy.
These findings suggest that PMRT should be considered selectively rather than uniformly.

Recent studies and the SUPREMO trial presented at the 2024 San Antonio Breast Cancer Symposium questioned the survival benefit and local
recurrence reduction effect of PMRT, hinting at possible guideline revisions. Additionally, with the rise of immune checkpoint inhibitors and
neoadjuvant chemotherapy for triple-negative breast cancer (TNBC) and postoperative T-DM1 for HER2-positive cases, the criteria for PMRT
indications are being reconsidered, particularly regarding whether to base decisions on preoperative or postoperative findings. The trend toward
omitting axillary dissection in SNB-positive patients undergoing total mastectomy is increasing, but evidence for or against PMRT in such cases is
still insufficient. As cancer treatment evolves, integrating past clinical trial results with current practices is a key challenge. This session aims to
explore evidence and perspectives on PMRT for intermediate-risk groups, reflecting on recent findings and clinical challenges.
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Impact of abemaciclib on the overall survival in ER+/HER2- advanced breast cancer by the treatment lines
Department of Breast Oncology, NHO Kyushu Cancer Center

Eriko Tokunaga

Backgrounds:

Combination therapy of CDK4/6 inhibitors (CDK4/6i) and endocrine therapy (ET) is standard care for ER-positive/HER2-negative (ER+/HER2-)
advanced breast cancer (ABC) . Progression free survival of each treatment is important; however, overall survival (0S) form the diagnosis
of ABC is also important for the patients (pts) . CDK4/6i have high cost and toxicity; thus not all pts would want to use CDK4/6i from 1st line
therapy. Moreover, there is no evidence that the use of CDK4/6i as 1st therapy prolongs OS compared with their use in 2nd or later therapy.
Objective:

This study investigated the impact of the combination therapy of abemaciclib (Abe) and ET by the treatment line in terms of time to treatment
failure (TTF) and OS.

Patients and Methods:

A total of 114 patients who started Abe and ET between 2018/12 and 2024/1 and were followed for at least 3 months were included in the
study. Clinicopathological characteristics and TTF, OS from the start of Abe treatment, OS from the diagnosis of the ABC were analyzed by the
treatment lines.

Results:

Median age was 61 (range 25-90) years. Twenty-nine (25.4%) were premenopausal and 85 (74.6%) were postmenopausal women. Abe was
used as the 1st line in 50 (43.9%) , 2nd line 23 (20.2%) and 3rd line or later 41 (35.9%) pts. Abe use as 1st line treatment was associated with
the presence of visceral and liver metastasis. Abe use from the 3rd or later line was associated with relapse after 12 months (mos) of completing
adjET. Median TTF of Abe was 19.6, 12.7 and 14.9 mos, and median OS from the start of Abe was 43.3, 40.7 and 57.8 mos, in which Abe was
used as 1st, 2nd and 3rd or later line. There were no statistical differences in TTF of the Abe treatment and OS from the start of Abe by the
treatment lines. Median OS from the diagnosis of ABC was 43.7, 58.8, 135.4 mos in which Abe was used as the 1st, 2nd and 3rd or later line
(p<0.0001) .

Conclusion:

In routine practice, Abe was used in different lines of treatment, depending on physician’s choice and patient’s preference. The TTF of the Abe
treatment or OS from the start of Abe was not different by treatment lines. Median OS from diagnosis of ABC was significantly longer in patients
who used Abe as 3rd or later lines. Although there is a selection bias, the results of this study suggest that Abe does not necessarily have to be
used as the 1st line treatment for ER+/HER2- ABC.

240



| £33 EEAABEAZMHRE RIeE |

spa-3 i

BEDVUFZ D= RF—IDEHZTZ)UVINS O UT DBEHE

' EMAFEFIIRNRIFLE, CENERGHEEAIE BRARTS Y~ T IOREF  EMHETARE. s

THIERAERR AREREES Y- ‘SO EER TRk R CERERAY N\EFERCISY— RN CHEEERT>S—  RSEL 3l
TIRSATBCE NERTRTEAE WES AT S —  FLERSEL CMNATRCAAERIRHEAS R)IERTS Y — 3R - RS i
°RAMBIT FPIRRT - TARIEMISO AT S~ RBRSMEL CREEERAY  HESML UEERMIIATWERR I PABRAFEFIIRIE. [

CRENRAR MRS, ERENAY FHERCSS— RN, CHELSRR LR, CSrSHERSE LRI

T)SERAY SRPRIRSE. CERTIAZHETRGAERES S~ R - PRSI, CEUSARRES SRR BN,
ORRERAY ARRIFH

B AL LASEEL E EEL BE R WA AAS BREARS. BES KR MR JURESR. AN,

WE BB TR EN RS EE @R WE MBS BN SEC T mAY Aot S mE mxt a2

B ALESBEK (HR) BB - HER2IBIEDIEIEICH LT, LARD SCDKA/CIRERZEMT 3T EAHERINTNS, UL, BSHCHEER
EEME(HENT S/, CDKA/6IAERIDIBNIC & 3T EQOLICH T S = REDF CHINE [TIRIES 3UENB 5.

HFETE | BRI - IR AERUE(CH T SRDWEEDS 1> (LR, 2R, 3WARME) THALEIDOIAR- K (A B. O EENT, JULKS Y
7 (PAL) ORISR AT O/, PALOMA-2B &K U-3BRDERICE SV TFES S FILMIA70061E Ule, EBFHEBRGEART A > L5 BPFSE
LT, 7h— NBTIEBRHN SPALRSAS COMMPFS2E @R LT, BIRNEHIER, £7%, WRIVEME. (C2RETTOMY, FEFR BERS
PO IALEUTRERECIEL, ABETH, SIR— MBI BPFSEARICH U TARERIED 5 OEFEDRRNBIERET 3.

R 1 2019F4AN 52023F 1A F TICAF7008IHEFR NIz, TR— bAF2466). J7R— bBIF282%I, J7Rk— RC(E65%IT. PFSHRAEFI/R— ~AH
25.8 n A (95%CI:21.4). J7/R— bBH'18.0 » A (95%CI:14.0-22.7). J7/R— hCH'12.0 1A (95%CI:7.7-17.4). J/R— MBDOPFS2HRIE(E57.9 1 A
(95%CI:45.2-65.1) TH D fz. BRLAEMIEN SDIFEFRE. J/R— MAT76.3%. J/R— bBT93.1% TH D /2.

2% J7K— MADPFSIZPALOMA-2 CBIEE11/224.8 n B £(FERS TH oA, Tk— MBTIFPALOMA-309.5 n A& D EMBNTERL T e, /e
TR— MBOPFS2B LU ERFEIMEEL D EHSNCRIFRER THo 2. HIK— hOBRERI T SLBEHIN. SEDRBEHRDBRN 52K
SEBEE U TOPALOBEFEERARN CERTE B L BRSNS,

24]



2 etien

| £33 EEAABEAZMHRE RIeE |

SP4-3
Real-world effectiveness of palbociclib in HR+/HER2- metastatic breast cancer: A multicenter prospective
cohort study in Japan

'Department of Breast Surgery, Kyorin University, School of Medicine.

“Biostatistics Section, Department of Data Science, Center for Clinical Sciences, Japan Institute for Health Security.

*Department of Breast Disease Center, Asahikawa Medical University Hospital. ‘Department of Breast Surgery, Saitama Red Cross Hospital.
*Department of Breast Surgical Oncology, Tokyo Medical University, Hachioji Medical Center.

®Department of Breast Surgery, Konan Medical Center. ’Department of Breast Surgery, NHO Shikoku Cancer Center.

®Department of Breast and Endocrine surgery, NHO shibukawa Medical Center.

°Department of Breast Surgery, Ibaraki Prefectural Central Hospital and Cancer Center.

®Department of Breast Surgery, Kansai Medical University. 'Department of Breast Surgery, Yokohama City University Hospital.
’Department of Surgery, Kurume University School of Medicine. Department of Breast Surgery, Nagano Municipal Hospital.
“Department of Breast Surgical Oncology, Tokyo Medical University, Ibaraki Medical Center. *Department of Breast Oncology, Shinko Hospital.
*Department of Breast Surgery, Sagara Hospital Miyazaki. "Department of Breast and Thyroid Surgery , Kawasaki Medical University.
*Department of Breast and Thyroid Surgery, Yokohama City University Medical Center,

“Department of Medical Oncology, National Cancer Center Hospital East, Japan.

“Department of Breast Surgical Oncology, Tokyo Medical University

Hirohito Seki'. Yukari Uemura®. Masahiro Kitada®, Tsuyoshi Saito®. Kimito Yamada®. Shintaro Takao®. Daisuke Takabatake’. Tooru Yokota®.
Miyuki Kitahara®. Yuichiro Kikawa'. Akimitsu Yamada''. Uhi Toh'?, Hideki Nishimura®. Hiroshi Kaise'*. Kazuhiko Yamagami'®,

Reiki Nishimura'®, Naruto Taira'’. Kazutaka Narui'®, Hirofumi Mukai'®. Takashi Ishikawa®

Background: The combination of palbociclib (PAL) with an aromatase inhibitor or fulvestrant has been shown to improve progression-free
survival (PFS) in hormone receptor (HR) -positive and human epidermal growth factor receptor (HER2) -negative metastatic breast cancer.
However, the addition of PAL to endocrine therapy increases toxicity and cost compared to endocrine therapy alone. In addition, PAL treatment
may affect the efficacy of subsequent treatments, as its benefit in terms of overall survival (OS) has not yet been demonstrated. Therefore, it is
crucial to prospectively evaluate whether PAL can improve clinical outcomes and quality of life (QoL) for patients in a real-world setting.

Methods: A prospective observational study of PAL is planned in three cohorts (A, B, and C) categorized by line of endocrine treatment (1st,
2nd, or 3rd or later line) for postmenopausal metastatic or unresectable breast cancer. The primary endpoint is PFS in each line of treatment.
For cohort B, PFS2 is defined as time from initiation of first-line therapy for metastatic disease. Based on the results of the PALOMA-2 and
-3 studies, the planned sample size was set at 700 cases with confidence intervals: 340 in cohort A, 200 in cohort B and 130 in cohort C.
Secondary endpoints include OS, clinical benefit rate, time to chemotherapy, adverse events (AEs) , patient-reported outcomes and health-
related quality of life, which will also be evaluated during follow-up. This study aims to determine whether the efficacy, safety and QoL outcomes
of PAL treatment in daily clinical practice are comparable to those observed in clinical trials, and whether PAL affects the efficacy and safety of
subsequent treatments. This report presents PFS results from each cohort. An exploratory analysis of OS rates from the start of 1st-line therapy
for metastatic disease is also reported.

Results: A total of 700 patients were enrolled from April 2019 to January 2023. After excluding cases with contraindications, the final cohort
distribution was as follows: 246 in cohort A, 282 in cohort B, and 65 in cohort C. The median PFS was 25.8 months (95% CI: 21.4) for cohort
A, 18.0 months (95% CI: 14.0-22.7) for cohort B, and 12.0 months (95% CI: 7.7-17.4) for cohort C. The median PFS2 for cohort B was 57.9
months (95% CI: 45.2-65.1) . The 3-year OS rates for cohorts A and B from the start of 1st-line metastatic therapy were 76.3% and 93.1%,
respectively.

Conclusions: The PFS result for the 1st-line cohort (Cohort A) was nearly equivalent to the 24.8 months observed in PALOMA-2, while the 2nd-
line cohort (Cohort B) showed significantly better results than the 9.5 months reported in PALOMA-3. Although the background of each cohort
needs to be further investigated, the PFS2 result of Cohort B was excellent and the subsequent 3-year OS of this cohort was satisfactory. Based
on these results, the use of PAL in the 2nd line setting may be clinically acceptable.
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Chemotherapy-Free Survival in HR-Positive HER2-Negative Breast Cancer:
A Comparison of CDK4/6 Inhibitor Combination and Endocrine Monotherapy

'Department of Breast Surgery, Nagasaki University Graduate School of Biomedical Sciences.

’Department of Breast Oncology, Jichi Medical University. Graduate School of Pharmaceutical Sciences, The University of Tokyo.

*Department of Breast and Thyroid Surgery, Kitasato University School of Medicine. *Department of Breast Oncology, NHO Kyushu Cancer Center.
®Department of Breast and Endocrine Surgery, Okayama University Hospital.

’Department of Breast and Endocrine Surgery, Nagasaki Harbor Medical Center.

®Department of Thoracic, Endocrine Surgery and Oncology, Tokushima University Graduate School of Biomedical Sciences.

°Department of Breast Surgery, JCHO Kurume General Hospital. '°Department of Breast and Endocrine Surgery, Akita University Hospital.
Department of Surgery, Surgical Oncology and Science, Sapporo Medical University.

?Division of Breast and Endocrine Surgery, Gunma University Hospital. *Department of Breast Oncology, Juntendo University

Sayaka Kuba'. Michiko Harao® Yusuke Kajimoto®. Takafumi Sangai®. Eriko Tokunaga®. Tadahiko Shien®. Kosho Yamanouchi’. Hiroaki Inoue®,
Miki Yamaguchi®. Kaori Terata'®. Hiroaki Shima''. Goro Kutomi'®. Ataru Igarashi®. Takaaki Fujii'?

Background: Treatment of hormone receptor (HR) -positive HER2-negative advanced breast cancer (ABC) with CDK4/6 inhibitors (CDK4/6i)
combination therapy is the standard treatment, while it has a higher frequency of adverse events and is extremely expensive compared to
monotherapy. This study aims to assess the non-inferiority of CFS in HR-positive HER2-negative ABC between CDK4/6i combination therapy and
monotherapy groups as first-line treatments.

Methods: This multi-center, retrospective observational study included patients with HR-positive HER2-negative ABC who received first-line
endocrine therapy between 2015 and 2020. The primary endpoint was CFS, with a non-inferiority margin of 1.2 set for comparison.

Results: Of 443 cases, 125 were in the CDK4/6i group and 318 in the monotherapy group. The CDK4/6i group had a higher proportion of
patients with PS 0 and organ metastasis, while the monotherapy group had more bone-only metastasis. After adjusting for patient background
using IPTW, differences between the groups remained only based on the time of diagnosis (CDK4/6 inhibitors were approved in Japan in 2017) .
During a median follow-up of 36 months for the CDK4/6i group and 46 months for the monotherapy group, 298 CFS events (67%) occurred.
The median CFS was 30 months for the CDK4/6i group and 35 months for the monotherapy group (HR: 0.93, 95% CI: 0.70-1.24) . In the
favorable group defined as patients with a PS of 0 and no liver metastasis if they had either de novo stage IV disease or a DFI of 60 months or
more, median CFS was monotherapy (48 months) and CDK4/6i combination therapy (57 months) (hazard ratio 1.00, 95% CI 0.61 - 1.64) .
Conclusions: In HR-positive HER2-negative ABC, the monotherapy group did not show non-inferiority in CFS compared to the CDK4/6i group,
with a small difference in this real-world cohort. In favorable prognosis cases, monotherapy as first-line treatment can provide a median CFS of 4

years, which makes it a viable option.
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Lowering the Bar for De-escalation: Rethinking Cancer Treatment Guidelines After the SONIA Trial
'Division of Medical Oncology, Netherlands Cancer Institute. “University of Amsterdam

Gabe Sonke'"?

International guidelines commonly support first-line use of cyclin-dependent kinase 4/6 inhibitors (CDK4/6i) combined with endocrine therapy
for patients with hormone receptor-positive, HER2-negative advanced breast cancer. However, recent evidence from the phase 3 SONIA trial
invites careful reconsideration of this practice. In SONIA, first-line CDK4/6i use did not demonstrate a clear advantage compared to deferred
second-line initiation, while presenting notable concerns regarding increased toxicity and healthcare resource utilization. These findings
challenge the prevailing notion that earlier, more intensive treatment is inherently preferable, highlighting the complexities of incorporating
less intensive therapeutic strategies into established guidelines. The persistent recommendation of intensive first-line regimens might partly
reflect psychological biases, such as loss aversion and endowment effects, where clinicians naturally hesitate to relinquish familiar and
established standards perceived as safe and beneficial. Furthermore, clinical guidelines often favor consistency with historical precedents over
timely adaptation to emerging evidence supporting simpler or less intensive alternatives. The non-inferiority trial framework, which imposes
disproportionately rigorous statistical demands on new and less intensive treatments, also reflect this tendency, inadvertently maintaining
more burdensome therapeutic approaches. Consequently, equally effective, less toxic, and cost-saving regimens often encounter considerable
hurdles before gaining acceptance into clinical practice guidelines. The lessons from SONIA encourage thoughtful reflection on how guideline
recommendations and clinical care might better balance established practices with patient-centered care. Recognizing our psychological biases
and reconsidering traditional trial designs may allow a more rational, balanced, and patient-focused integration of new evidence into daily clinical

practice.
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Characteristics and post-operative pharmacotherapy of premenopausal HR-positive breast cancer

Division of Medical Oncology, Hyogo Cancer Center
Koji Matsumoto
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Premenopausal breast cancer accounts for about one third of all breast cancer cases, and in Japan, about 30,000 cases are diagnosed each year,
and about 645,000 cases are diagnosed worldwide. In recent years, the rate of increase in premenopausal breast cancer has been high in Asian
countries such as South Korea, Japan, Turkey, Thailand, and China, but there is a large variation between countries even in Asian countries.
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Cohort Study on Adjuvant Treatment for Premenopausal Breast Cancer Patients with 1-3 Positive Nodes in
Korea

Department of Surgery, Gangnam Severance Hospital, Yonsei University College of Medicine

Sung Gwe Ahn

The RxPONDER study, a large, randomized phase III trial, demonstrated that chemotherapy provides significant clinical benefit for premenopausal
women with hormone receptor-positive (HR+) , HER2-negative breast cancer, 1-3 positive lymph nodes (N1) , and a low genomic risk based
on the 21-gene recurrence score (RS <25) . Specifically, the study found that premenopausal patients who received chemotherapy followed by
endocrine therapy had improved invasive disease-free survival (IDFS) and distant recurrence-free survival (DRFS) compared to those treated
with endocrine therapy alone. These findings suggest a heightened chemosensitivity in this patient population, possibly due to chemotherapy-

induced ovarian suppression.

In Korea, the INTERSTELLAR study is investigating whether ovarian function suppression (OFS) -based endocrine therapy alone may be a
sufficient treatment option for premenopausal women with N1 disease and low genomic risk, potentially offering an alternative to chemotherapy.
To further assess real-world treatment patterns and outcomes, the KBCSG Task Force has initiated a cohort study examining the practical
management of these patients in Korea. This study aims to provide insights into treatment decisions, effectiveness, and adherence to evolving
clinical guidelines, helping to refine optimal therapeutic strategies for premenopausal women with node-positive, HR+/HER2-negative breast

cancer.
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Cohort Study on Adjuvant Treatment for Premenopausal Breast Cancer Patients with 1-3 Positive Nodes in

A

B

Taiwan

'Division of Breast Oncology and Surgery, Department of Surgery, Kaohsiung Medical University Hospital.
“Division of Breast Oncology and Surgery, Department of Surgery, Kaohsiung Medical University Hospital, Kaohsiung Medical University

Fang-Ming Chen'. JUNPING SHIAU’. Jung-Yu Kan’, Ming-Feng Hou’

2 [

Our data from Kaohsiung Medical University Hospital (KMUH) presents a comparison of patient characteristics between those who received
adjuvant chemotherapy and those who did not among hormone positive premenopausal breast cancer patients. It includes information on age,
pathologic stage (T stage) , ER category, histologic grade, type of surgery, Ki-67 category, and use of adjuvant endocrine and radiotherapy.
Statistical significance (p-value) is provided for each comparison.

Patients who received adjuvant chemotherapy had a slightly lower mean age (42.15 years) compared to those who did not (42.98 years) .
The p-value is 0.015. The distribution across age categories (<35yr, 36-45yr, >45yr) showed no significant difference (p=0.605) . Younger
patients were slightly more likely to receive adjuvant chemotherapy. A significant difference was observed in the distribution of T stages between
the two groups (p < 0.001) . Patients receiving chemotherapy had a higher proportion of T2 (54.55%) , T3 (7.32%) , and T4 (2.44%) tumors
compared to those not receiving chemotherapy (18.01%, 0.71%, and 0.71%, respectively) . Patients receiving chemotherapy had a lower
proportion of Stage 1 disease (8.43%) compared to those not receiving chemotherapy (69.67%) . Adjuvant chemotherapy was much more
commonly used in patients with more advanced disease stages (Stage 2, Stage 3) , Patients with ER >30% were significantly more likely not
to receive adjuvant chemotherapy. Patients receiving chemotherapy had higher proportions of G3 tumors (38.14%) compared to those not
receiving chemotherapy (11.14%) . Patients with higher Ki-67 expression (>20%) , indicating higher proliferation rates, were significantly more
likely to receive adjuvant chemotherapy, Patients receiving chemotherapy had a higher proportion of Ki-67 >20% (65.19%) compared to those
not receiving chemotherapy (31.52%) . In conclusion, adjuvant chemotherapy was more commonly used in patients with slightly younger age,
more advanced pathologic T stages (T2, T3, T4) , ER <30%, Higher histologic grade (G3) , Higher Ki-67 expression (=20%) . These findings
suggest that adjuvant chemotherapy is primarily used in patients with more aggressive tumors and advanced stages of the disease. The choice
to use adjuvant chemotherapy appears to be driven by factors indicating a higher risk of recurrence and a need for more aggressive systemic
treatment.
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Systemic Treatment Practices for Resectable HR-Positive Breast Cancer: Insights from a U.S. Academic
Institution

'Department of Hematology and Medical Oncology, Emory University. “Breast Oncology and Surgery, Roswell Park Comprehensive Cancer Center
Shipra Gandhi'. Kazuaki Takabe®

Hormone receptor (HR) -positive breast cancer is commonly managed with anti-estrogen therapy or chemotherapy in the adjuvant setting. The
TAILORx and RXPONDER clinical trials have provided valuable insights that enable a more refined treatment approach using Oncotype Dx testing.
For both postmenopausal and premenopausal patients, tumors with an Oncotype Dx score >26 are treated with chemotherapy.

In premenopausal patients, treatment recommendations are influenced by lymph node positivity, with ovarian function suppression sometimes
employed as an alternative to chemotherapy. However, this approach lacks substantial prospective evidence.

We present data from Roswell Park Comprehensive Cancer Center in Buffalo, NY, USA, regarding the use of preoperative or postoperative
systemic therapies in approximately 2,000 HR-positive breast cancer patients who underwent surgical resection. Our analysis includes patient
demographics (such as age, menopausal status, race, and gender) , tumor clinicopathologic characteristics, and details of systemic treatment
strategies. We report the use of anti-estrogen therapies (including aromatase inhibitors and tamoxifen) , chemotherapy types, and ovarian
function suppression. Additionally, we provide data on recurrence and survival outcomes.

Our findings contribute to a better understanding of real-world treatment practices and may help guide future strategies in HR-positive breast

cancer management.
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Real-World Patterns and Prognosis of Adjuvant Therapy in Premenopausal Hormone Receptor-Positive, HER2-
Negative Breast Cancer in Japan: A Multicenter Retrospective Cohort Study

Department of Breast Surgery, Chiba Cancer Center
Shoko Hayama. Rikiya Nakamura

Background:

Premenopausal breast cancer is more prevalent in Asia, including Japan, than in Western countries, particularly among women in their 40s.
Regional variation in the adoption of adjuvant pharmacologic therapies has been suggested. The RxPONDER trial recommended adjuvant
chemotherapy for premenopausal patients with hormone receptor (HR) -positive, HER2-negative, node-positive (N1) breast cancer, regardless
of recurrence score. However, the necessity of chemotherapy in all such patients remains uncertain. To address this gap, we conducted a
nationwide, multicenter retrospective study to characterize actual treatment patterns and long-term prognosis in Japan.

Methods:

We identified 7,658 premenopausal women (<50 years) with HR-positive, HER2-negative, node-negative or node-positive (NO-N1) breast
cancer who underwent curative surgery between 2008 and 2017 at 25 institutions across Japan. Clinical characteristics, treatment history, and
outcomes were collected. Disease-free survival (DFS) and overall survival (OS) were estimated using the Kaplan-Meier method and stratified by
nodal status and treatment modality. A propensity score-matched analysis was performed to assess the impact of adjuvant chemotherapy in N1

cases.

Results:

Approximately 50% of patients had stage I disease, and 27% had stage IIA. Adjuvant chemotherapy was administered in 23% of the overall
cohort, and LH-RH agonist-based ovarian suppression was used in 31%. Among 830 patients receiving neoadjuvant chemotherapy, the
pathological complete response (pCR) rate was 7.7%. In node-negative (NO) patients, 8-year DFS and OS were excellent at 96.6% and 98.5%,
respectively. In contrast, 8-year DFS and OS for node-positive (cN1 or pN1; n=2,074) cases were 89.7% and 95.8%. In propensity score—
matched N1 patients (n=2,061) , those who did not receive adjuvant chemotherapy showed a trend toward better prognosis; however, this likely

reflects treatment selection bias, with higher-risk cases preferentially receiving chemotherapy.

Conclusions:

This large-scale cohort—the largest reported to date for this population—reveals distinct treatment patterns in Japan compared to Western
settings, with variability in the use of adjuvant chemotherapy and ovarian suppression. These real-world data highlight the need for improved
risk stratification to optimize treatment decisions in premenopausal HR-positive, HER2-negative breast cancer.
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Current Practice of Partial Mastectomy in Japan and Lumpectomy in the USA

Department of Breast and Endocrine Surgery, Yokohama City University Medical Center
Kazutaka Narui

Background:

Considering breast-conserving therapy (BCT) for early-stage breast cancer, understanding the current surgical techniques performed in both
Asia and Western countries is crucial. One notable difference between Japan and the United States is the body mass index (BMI) distribution;
while only about 3% of adults in Japan have a BMI >30 kg/m2, whereas, over 30% of adults in the U.S. meet this criterion. These body habitus

differences definitely impact the method of breast-conserving surgery in each country.

Methods:
The background of the techniques of partial mastectomy commonly performed in Japan was reviewed. In addition, the lumpectomy procedures
conducted at the Roswell Park Comprehensive Cancer Center (RPCCC) in Buffalo, USA will be presented, as observed there in 2024.

Breast-Conserving Surgery in Japan:

In Japan, BCT exceeded 10% of all breast cancer surgeries as early as 1990. Literature from that time indicates that the quadrantectomy
technique proposed by Veronesi in Italy served as a model. Following the results of NSABP-B06, partial resection became the standard in Japan.
The current Japanese method involves a cylindrical excision that includes a 1-2 cm horizontal safety margin from the tumor location identified
via imaging, with vertical margins extending from the subdermal layer (usually with the skin) to the pectoral fascia. The excised specimen is
cylindrical and submitted to pathology with orientation markers (e.g., threads indicating the nipple and/or cranial side) .

Lumpectomy in the USA:

At RPCCC, lumpectomy is guided by the localization of a preoperatively implanted radioactive seed (Iodine-125) , placed by a radiologist. The
surgeon uses the radiology report and imaging to plan the excision. Intraoperatively, a gamma probe identifies the seed location, and the
resection margin is set considering the spherical radiation decay pattern. The seed’s position is repeatedly confirmed throughout the procedure.
The excised specimen is spherical, marked with sutures to indicate orientation (lateral, cranial, deep, etc.) , and intraoperative specimen
radiography is performed to confirm the seed and biopsy clip. Furthermore, different colored inks are applied to six directional margins (skin,

deep, lateral, medial, cranial, and caudal) before submission to pathology.
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Investigation of how to evaluate the margins in surgical specimens of partial mastectomies

'Department of Breast Surgery and Oncology, Tokyo Medical University. “Department of Pathology, Tokyo Medical University.
*Department of Breast Center/Diagnostic Pathology, Nagasaki University Hospital. ‘Department of Pathology, Kawasaki Medical School

Yoshiya Horimoto®, Eiichi Sato®. Rin Yamaguchi®, Takuya Moriya*

Although the handling and reporting of breast cancer surgical specimens are recommended to follow the Japanese Breast Cancer Society’s
General Rules for Clinical and Pathological Recording of Breast Cancer, actual practices may vary slightly among institutions. In particular,
the evaluation of surgical margins in partial mastectomy specimens plays a crucial role in determining postoperative treatment, highlighting
the need for standardized handling procedures. However, the extent to which these standards are implemented remains unclear. To address
this, we conducted a survey to understand the current practices in handling partial mastectomy specimens at certified breast cancer centers
across Japan. The survey targeted 260 facilities randomly selected from the 528 institutions certified by the Japan Breast Cancer Society as of
August 31, 2023. A postal questionnaire was distributed in December 2023, and responses were obtained from 161 institutions (anonymous) .
The questionnaire addressed various aspects of specimen handling, including methods of gross sectioning (orientation, slice thickness, etc.) ,
definitions of margin positivity (distance, component) , and reporting styles in pathology diagnoses (margin orientation, use of illustrations,
etc.) . To allow international comparison, an English version of the questionnaire was also created and distributed via a web-based form to
pathologists in Asia, Europe, and North America. By analyzing the results, we aim to share the current status of partial mastectomy specimen
handling in Japan, clarify its distinctive features through international comparison, and deepen discussions regarding existing challenges and

directions for future standardization in clinical practice.
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Current Status of Radiotherapy Following Partial Mastectomy and Challenges in Standardization: A Breast
Cancer Society Group Questionnaire Survey

'Department of Radiation Oncology, Kyoto University Hospital.

’Department of Breast Surgery, Breast Oncology Center, Cancer Institite Hospital of JFCR.

*Department of Breast Surgery, Osaka Habikino Medical Center. ‘Department of Breast Surgery, Osaka Habikino Medical Center,
*Department of Breast Surgery, Osaka Metropolitan University. ®Department of Breast and Endcrine Surgical Oncology, Okayama University.
’Department of Breast Surgery, St. Luke’s International Hospital. ®Department of Breast Surgery, St. Luke’s International Hospital

Yuka Ono’. Yuri Kimura®, Masato Ishitobi®. Yasuaki Sagara®. Koji Takada®. Yuko Takahashi® Atsushi Yoshida’. Takahiro Tsukioki®,

Tomo Osako®. Takehiko Sakai’

Background

In Japan, boost irradiation to the tumor bed is routinely performed after whole breast irradiation (WBI) in patients with positive or close surgical
margins following partial mastectomy. The 2018 guidelines from the American Society for Radiation Oncology recommend boost irradiation for all
patients aged <50 with invasive cancer, and for those aged 51-70 with high-grade tumors, regardless of margins. Similarly, from 2018 Japanese
breast cancer guidelines weakly recommend boost irradiation in invasive cases even with negative margins.

Methods

A nationwide survey was conducted by distributing questionnaires to facilities affiliated with the Japanese Breast Cancer Society and select
institutions under the Japanese Society for Radiation Oncology, aiming to assess current practices for WBI and boost irradiation.

Results

Responses were obtained from 144 facilities. Among them, 33% reported <400 irradiations annually, 26% reported 401-600, and 40% reported
>601. Boost irradiation to the tumor bed in cases with negative surgical margins was conducted based on institutional protocols in approximately
90% of facilities for invasive breast cancer and 70% for ductal carcinoma in situ. Among these, 64%, 25%, and 6% used margin thresholds
of <5 mm, <2 mm, and <1 mm, respectively. Age thresholds of <40, <45, <50, and <60 years were adopted by 43%, 6%, 42%, and 6%,
respectively. Boost regimens included 10.64 Gy/4 fr (>40%) , 10 Gy/5 fr (30%) , 10 Gy/4 fr (8%) , and 16 Gy/8 fr (6%) , regardless of margin
status or neoadjuvant chemotherapy. Furthermore, 97% of facilities reported consistent boost policies regardless of whether neoadjuvant
chemotherapy had been used.

Conclusions

Moderate hypofractionation for WBI after partial mastectomy has been widely standardized in Japan. However, considerable variability remains
in both the indications and dose fractionation schedules for boost irradiation, highlighting the need for establishing further consensus and

standardized protocols.
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Perioperative Radiation Therapy for Breast Cancer: Current Status in Japan and Comparison with Other
Countries

Department of Radiation Oncology, Shiga General Hospital
Chikako Yamauchi

Randomized controlled trials and systematic reviews have demonstrated that perioperative radiation therapy (RT) for breast cancer reduces the
risk of local and regional recurrence, thereby contributing to improved survival rates. In Japan, there was a time when the low implementation
rate of RT after breast-conserving surgery (BCS) was a concern. However, in recent years, this issue has improved.

On the other hand, the utilization rates of regional lymph node irradiation (RNI) for high-risk patients, such as those with axillary lymph node
metastasis, and post-mastectomy radiation therapy (PMRT) remain suboptimal. One unique aspect of Japan is that the number of facilities
capable of providing RT is relatively high compared to other countries. However, challenges include geographical disparities and a shortage of
radiation oncologists, leading to some facilities operating without full-time specialists.

Additionally, internationally established standard treatments such as hypofractionated RT and accelerated partial breast irradiation (APBI) have
been slow to gain widespread adoption in Japan. One of the contributing factors is that these treatments result in lower reimbursement for
medical institutions, which serves as a barrier to their implementation.

For elderly patients with low-risk breast cancer, omission of RT after BCS is now an accepted option in many countries. However, in Japan,
women tend to have a longer healthy life expectancy compared to other nations, making this a topic of ongoing debate.

Advancements in RT techniques, such as intensity-modulated radiation therapy (IMRT) , image-guided radiation therapy (IGRT) , and deep
inspiration breath-hold (DIBH) for left-sided breast cancer, have also been introduced.

To better understand the current status of perioperative RT in Japan and to compare it with international practices, we conducted a global
survey, including not only Asian countries but also Western nations. In this presentation, we will share the findings of this survey and clarify the

challenges and future directions for perioperative radiation therapy in Japan.
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A Multicenter Retrospective Cohort Study on Long-Term Outcomes after Partial Mastectomy in Japan

'Department of Breast Surgery and Genetic Counseling Center, St. Luke’s International Hospital.

’Department of Breast Oncology, Juntendo University School of Medicine.

*Department of Breast and Thyroid Surgery, Yokohama City University Medical Center.

“Department of Breast Surgical Oncology, Tokyo Medical University, *Department of Medical Education, Juntendo University.
®Department of Medical Data Science, Tokyo Medical University

Kumiko Kida'. Goro Kutomi®. Kazunari Narii’>, Yoshiya Horimoto®. Tsunefumi Kataoka®. Kazuharu Harada®. Masataka Taguri®.

Takashi Ishikawa*

Background:

Breast-conserving surgery (BCS) , when combined with appropriate radiotherapy, has been associated with a local recurrence rate of
approximately 8%. However, advancements in systemic therapies and radiation techniques in recent years are expected to have further
improved outcomes. Most large-scale clinical trials have focused on non-Asian populations, and caution is warranted when extrapolating historical
international data to Japanese patients.

Objective:

To investigate the long-term outcomes and prognostic factors of Japanese breast cancer patients who underwent BCS in the 2010s. This study
also aims to assess the applicability of evidence-based international guidelines to Japanese patients by comparing these outcomes with those
reported in other countries.

Methods:

This multicenter retrospective cohort study included breast cancer patients who underwent BCS between January 2014 and December 2018 at
25 participating institutions across Japan. Data on patient demographics, surgical details, pathological factors including margin status, adjuvant
therapy, and outcomes were collected. The primary endpoint was local recurrence rate. Secondary endpoints included distant recurrence rate,
overall mortality, and breast cancer-specific mortality.

Results:

A total of 8,175 cases were analyzed. Clinical stages at diagnosis were Stage 0 (n=1,193) , Stage I (n=4,341) , Stage II (n=2,081) , and Stage
III (n=413) . The primary outcome, local recurrence, occurred in 231 cases (2.82%) . Survival analysis using the Kaplan-Meier method and
covariate adjustment using the Cox proportional hazards model is currently underway to identify risk factors for local recurrence. Subgroup
analyses by molecular subtype are being conducted to account for the significant impact of systemic therapy.

Conclusion:

This study clarifies the real-world outcomes of BCS in Japanese breast cancer patients in the modern treatment era. The findings are expected
to inform optimal surgical strategies tailored to Japanese patients and contribute to validating the relevance of international guidelines for this

population.
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Margin Status and Ipsilateral Tumor Recurrence After Breast-Conserving Surgery With Radiation

'Division of Breast Surgery, Department of Surgery, Samsung Medical Center/Sungkyunkwan University School of Medicine.
’Department of Pathology and Translational Genomics, Samsung Medical Center/Sungkyunkwan University School of Medicine

Ki Jo Kim', Seung Ah Lee'. Do Youn Woen'. Su Min Lee'. Kawon Oh', Cho Eun Lee'. Woong Ki Park'. Hyunwoo Lee®. Yoon Ah Cho’

Eun Yoon Cho?. Seok Jin Nam'. Seok Won Kim'. Jong Han Yu'. Byung Joo Chae'. Se Kyung Lee'. Jai Min Ryu'. Jeong Eon Lee'

Background. Breast-conserving surgery (BCS) with whole-breast radiation therapy (WBRT) is a standard treatment for invasive breast cancer,
with margin status influencing ipsilateral breast tumor recurrence (IBTR) . This study re-evaluates IBTR considering breast structure and the role
of superficial and deep margins.

Methods. We analyzed breast cancer patients who underwent BCS at Samsung Medical Center: 3,712 invasive cases (2011-2015) and 992 DCIS
cases (2010-2019) . Patients with metastases, neoadjuvant therapy, bilateral cancer, benign tumors, or <2 years follow-up were excluded. IBTR
was assessed using 90- and 120-degree measures, with margin status categorized as positive, <lmm, 1mm, 2mm, or >2mm. Two-proportion
z-tests compared IBTR rates with and without superficial and deep margins.

Results. Excluding superficial and deep margins, margin-positive and <1mm cases had higher IBTR'® rates (p=0.042) . In DCIS, shorter margins
tended to be associated with higher IBTR but without statistical significance.

Conclusion. IBTR™ rates were higher in margin-positive and <1mm cases when superficial and deep margins were excluded. However, margin
positivity did not always predict the highest IBTR, and longer margins did not substantially reduce recurrence. Routine re-excision is not always
necessary and should be guided by imaging, pathology, and clinical judgment.
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Margins and recurrence rate: A cohort Study on Breast Cancer Patients Receiving Breast-Conserving Surgery at
Kaohsiung Medical Center in Taiwan

'Division of Breast Oncology and Surgery, Department of Surgery, Kaohsiung Medical University Hospital.
’Department of Electronic Engineering, National Kaohsiung University of Science and Technology

Junping Shiau’, Jung-Yu Kan'. Fang-Ming Chen'. Ming-Feng Hou"

We reviewed 6802 breast cancer patients registered at Kaohsiung Medical University Hospital between 2011 and 2018. Patients with de novo
stage IV breast cancer, clinical stage T4 or N3 disease, or incomplete data were excluded. A total of 3756 patients were included in the final
analysis, among whom 244 experienced local recurrence.

Among 20 stratified risk factors, Ki-67 index, tumor size, N stage, surgical margin status, histological grade, and lymphovascular invasion
were positively correlated with local recurrence. Interestingly, hormone receptor status, age at diagnosis, and body mass index were negatively
correlated with local recurrence. Radiation therapy has not been effective in significantly reducing the local recurrence rate, especially in T1
and T2 breast cancer. Premenopause women underwent ovarian function suppression therapy had the least local recurrence rate regardless of
adjuvant chemotherapy. These findings from Taiwanese patient cohort will be presented at JBCS 2025.
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Margins and recurrence rate: A cohort Study on Breast Cancer Patients Receiving Breast-Conserving Surgery at
Roswell Park Cancer Institute

Department of Breast Surgery, Roswell Park Cancer Institute

Jessica S. Young. Kazuaki Takabe

Breast cancer in the United States afflicts 1 out of 8 women. Generally the peak incidence is between the ages of 50 and 65. We looked at
the Roswell Park Breast Cancer Cohort for women with breast cancer who underwent breast conserving surgery (lumpectomies) for cancer
treatment. There were 1643 patients in the database who had surgery between 1/3/2014 and 11/16/2018. The oldest patient was born in
1922, and the youngest patient was born in 2018. 962 (58.5%) patients were postmenopausal, 262 (15.9%) were premenopausal and 54
(3.2%) were menopause. 172 (10.5%) patients had DCIS. 104 (6.3%) patients underwent neoadjuvant chemotherapy. For invasive cancer,
111 patients had positive margins after their initial resection. For DCIS, 151 patients had positive margins after their initial resection. 1135 (69%)
patients received adjuvant hormone therapy. 260 (15.8%) patients received adjuvant chemotherapy. 1178 (71.7%) patients received adjuvant
radiation treatment. 23 (1.4%) patients were noted to have local recurrence, and 47 (2.9%) had distant recurrence. 203 (12.3%) patients
were noted to have died in this time period, with 18 (8.9%) of them due to breast cancer deaths (though many were categorized as unknown
cause of death) . Local recurrence - 19 local recurrences were noted. The recurrence free survival at 5 years was 99.1% and at 10 years was
98.3%. Overall survival at 5 years was 91.1% and at 10 years was 68.3%. Distant disease free survival at 5 years was 97.6% and at 10 years
was 96.1%.
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Cultural Adaptation and Implementation of the Serious Iliness Care Program in Asia: A New Horizon for ACP

Human Health Sciences, Graduate School of Medicine, Kyoto University
Sayaka Takenouchi

Advance Care Planning (ACP) is an essential process to ensure that medical care is aligned with the values, preferences, and goals of
individuals with serious illness. The Serious Iliness Care Program (SICP) , developed by a palliative care team at Ariadne Labs, represents a
system-level approach designed to promote earlier and higher-quality goals-of-care discussions. While it has been widely adopted in Western
healthcare systems, its implementation in Asian contexts requires careful consideration.

This presentation focuses on the program’s core communication tool—the Serious Iliness Conversation Guide (SICG) —and examines its
applicability and contextual challenges in East Asia. The SICG offers a structured framework multidisciplinary healthcare professionals, including
physicians, nurses, and social workers, to engage in values-based discussions with patients and their families. Evidence from Western studies
suggests that the program improves patient-clinician communication and reduces anxiety and depression among patients.

Findings from our recent study indicate that integrating the SICG into ACP practices may enhance patients’ spiritual well-being (SWB) and
quality of life (QOL) . At the same time, the results underscore the need for culturally attuned approaches, particularly in regions where family-
centered shared decision-making is the norm. This contrast with Western individualistic models calls for thoughtful cultural adaptation when
implementing SICP in Asian clinical settings.

In this session, I will present key insights on: (1) the role of interdisciplinary collaboration between nurses and physicians in facilitating ACP, (2)
the impact of structured conversation on patients’ SWB, and (3) training strategies to support clinicians in delivering culturally responsive SIC.

Through this lens, I aim to explore pathways for more meaningful integration of SICP into healthcare practice across Asia.
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The State of Advance Care Planning in the U.S. Emergency Departments
'Department of Emergency Medicine, Brigham and Women'’s Hospital. “Harvard Medical School

Kei Ouchi'~?

In this session, we will review how advance care planning is impacting the care of patients with serious, life-limiting illnesses in the U.S.
emergency departments. We will also discuss several recent key studies that may impact this field in the U.S. By attending this session, the
attendees will be familiar with the current landscape of palliative care and geriatric research impacting seriously ill older adults in the ED.
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Advance Care Planning in Breast Cancer Care:
A Survey of Current Practices and Barriers among Healthcare Professionals

'Department of Breast Surgical and Oncology, Tokyo Medical University Hospital.
’Department of Breast and Thyroid Surgical Oncology, Hakuaikai Sagara Hospital. *Palliative Care Center, Keio University, School of Medicine.
“Department of Breast Surgery, Tokyo Medical University Hachioji Medical Center

Takahiko Kawate'. Yasuaki Sagara®. Mari Takeuchi®, Kimito Yamada*

Background:

In recent years, the importance of advance care planning (ACP) has been increasingly recognized in cancer care. In Japan’s 2024 revision of
medical service fees, the formulation of guidelines to support decision-making related to ACP was explicitly incorporated as a requirement,
marking significant progress in institutional support. Breast cancer, in particular, is a disease characterized by a prolonged treatment course and
multiple therapeutic options, making it especially important to support patient-centered decision-making based on individual values. Against this
backdrop, we conducted a survey targeting healthcare professionals involved in breast cancer care to investigate the current state of ACP practice
and its associated barriers.

Methods:

A web-based questionnaire comprising 32 items was distributed via Google Forms starting in September 2024, primarily targeting members of
the Japan Breast Cancer Society. The survey examined the frequency of ACP implementation, barriers encountered by both healthcare providers
and patients, and prioritized topics in value-based communication.

Results:

A total of 575 responses were collected, with 59% from physicians and 35% from nurses. Among respondents, 54% reported having
opportunities to learn communication skills for end-of-life care, and 35% stated that their institutions had policies and systems in place to support
ACP implementation. While 65% reported “engaging in repeated discussions with patients about future treatment and care,” 36% indicated a
more passive approach, stating they “respond only upon request from the patient or family.”

The most frequently cited barrier on the part of healthcare professionals was a “lack of time and human resources” (49%) , followed by “difficulty
understanding the patient’s wishes” (15%) and “differences in perspectives among medical staff” (12%) . On the patient side, emotional and
psychological resistance—such as “reluctance to accept reality” and “difficulty envisioning the future” —were reported as major obstacles.
Regarding value-based communication in ACP, respondents emphasized the importance of “discussing the patient’s values and care preferences”
and “providing psychological support for anxiety about the future.”

Conclusion:

Although the necessity of ACP in breast cancer care is widely recognized, numerous structural and psychological barriers remain in clinical
practice, even with the recent institutional endorsement. To facilitate ACP implementation, it is essential to establish a multidisciplinary support
system with clear role delineation, especially under time constraints. Continued educational support for healthcare providers and creative
approaches to information-sharing with patients and families are also needed. The recent introduction of ACP-related reimbursement should be

viewed as a timely opportunity to promote more widespread and sustained ACP integration through multifaceted efforts.
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Advance care planning in Taiwan

Department of Family Medicine, College of Medicine and Hospital, National Taiwan University
Shao-Yi Cheng

The advocacy of Advance Care Planning (ACP) is a mean to honor patient autonomy. Since most East Asian countries are influenced by the
Confucianism and the concept of “filial piety”, patient autonomy is consequently subordinate to family values and physician authority. The
dominance from family members and physicians during a patient’s end-of-life decision-making is recognized as a cultural feature in Asia.
Physicians often disclose the patient’s poor prognosis and corresponding treatment options to the male, family member, rather to the patient
him/herself. In order to address this ethical and practical dilemma, the concept of ‘relational autonomy’ and the collectivism paradigm might
be ideally used to assist Asian people, especially older adults, to share their preferences on future care and decision-making on certain clinical
situations with their families and important others. Taiwan is the first Asian country to legalize the Patient Right to Autonomy Act following the
Natural Death Act in 2000; nevertheless, the Advance Directive (AD) completion rate is very low. There are many obstacles related with the
completion of AD.
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Definition and Action Guidelines for Japan’s Advance Care Planning

Department of General Medicine, Shirakawa Satellite of Teaching and Research, Fukushima Medical University
Jun Miyashita

In Japan, decision-making tends to be family-centered, making it challenging for individuals to make autonomous decisions independently.
As a result, advance care planning, which has been promoted in Western countries where individual autonomy is highly valued, has not been
easily accepted in Japan, hindering its widespread implementation. Therefore, it was necessary to establish a culturally appropriate definition of
advance care planning and its action guidelines that can be effectively implemented in medical practice to facilitate its dissemination.

Between 2020 and 2022, the definition, content, target population, and action guidelines for advance care planning in Japan were developed
using a modified Delphi method. As a result, 29 items reached a consensus level. Advance care planning was defined as “an individual’s
thinking about and discussing with their family and other people close to them, with the support as necessary of healthcare providers who have
established a trusting relationship with them, preparations for the future, including the way of life and medical treatment and care that they wish
to have in the future.”

The newly developed definition and action guidelines incorporate the concept that individuals’ autonomous decision-making is encouraged and
supported by those close to them. Additionally, they include provisions for supporting individuals who may hesitate to express in words their
preparations to others.

In this presentation, I will introduce the development process and content of “Japan’s Advance Care Planning.” Furthermore, we will explore
differences in advance care planning between Japan, other Asian countries, and Western nations.
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Advance Care Planning: Scope, Challenges, and Opportunities

Division of Palliative and Supportive Care, Seirei Mikatahara General Hospital
Masanori Mori

In recent years, Advance Care Planning (ACP) has gained attention both in Japan and internationally in the field of healthcare. In 2017,
definitions and recommendations for ACP were proposed in Western countries. In Taiwan, The Patient Right to Autonomy Act (the first Patient
Self-Determination Act in Asia) was enacted in 2019, encouraging the use of advance directives through ACP. In Japan, ACP was introduced in
the revised “Guidelines for Decision-Making Processes in Medical and Care Settings at the End of Life” in 2018, followed by nationwide training
programs, public awareness initiatives, inclusion in the requirements for designated cancer hospitals, and revisions to the medical reimbursement
system. In the 2020s, definitions, recommendations, and outcomes related to ACP were also proposed across Japan and other Asian regions.
However, the implementation of ACP still faces various challenges, and its objectives are often unclear in practice. Particularly in Asian cultures,
where implicit communication and family harmony are valued, there has been little tradition of directly discussing end-of-life issues with patients
themselves. To ensure the effective and practical implementation of ACP, it is essential to clarify its key points and objectives, taking into account
historical context and available evidence.

This presentation will first review the historical development of ACP, tracing the shift from an early focus on advance directives over 30 years
ago to the current emphasis on shared decision-making processes. Next, we will review existing evidence on ACP. A wide range of studies with
diverse designs, populations, interventions, and outcomes have been conducted, leading to numerous systematic reviews. A recent scoping
review of randomized controlled trials revealed that while ACP can improve short-term outcomes in many cases, it rarely achieves goal-
concordant care or improved quality of life. These findings have led to the emergence of critical perspectives toward ACP, sparking active debate
between proponents and skeptics, and clarifying key points of contention.

With this historical and evidence-based background, we will consider how to advance discussions and enhance practical implementation, taking
into account the differences between Western and Asian contexts. ACP should be considered a means, not an end in itself. It is important to start
from the actual challenges faced in patient and family care — understanding “What are the issues in practice?” ACP may be one tool to address
such challenges. I hope to explore how ACP can be applied in breast cancer care and offer discussion points for future practice.
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Episode VI: The Return of the Breastist

Breast Oncology and Surgery, Roswell Park Comprehensive Cancer Center
Kazuaki Takabe

“A long time ago in a galaxy far, far away...” This is how a hit movie series, Star Wars begins. Star Wars is a saga of the battles between
the good Jedi knights who support the Republic and the Revels versus the evil Sith who lead the Empire. In the beginning of the series the
galaxy was a Republic protected by the Jedi knights, but the evil Sith gains power and turn it to an Empire. Half a century ago, there was no
difference between the Eastern and Western countries in that the surgeons treated breast cancer. The breast cancer research at the time were
morphology-based, such as anatomy or pathology. With the realization that elucidation of function in addition to morphology is essential for
deeper understanding of cancer, biochemistry and molecular biological studies were popularized, which led to multiple targeted therapies. Given
the rapid advance in systemic therapies, management of breast cancer became highly specialized in the US. On the other hand, since a breast
cancer does not choose a specialty to be treated, multi-disciplinary approach is critical. Likewise, modern breast cancer research requires multi-
disciplinary approach to grasp the complex nature of cancer biology. Breast surgeons in Japan that I coined the Breastists, not only operate but
also read mammograms, prescribe systemic therapies and even handle end of life care. Given its wide coverage, I was once pessimistic that
Breastists in Japan have only 3 choices; either become a superman who can do everything, or drop out and become obsolete in everything,
or burn out. However, now I have reached to the notion that Breastists, who deal with every aspect of breast cancer care, are situated in the
perfect position to truly understand breast cancer as a whole, and are able to conduct breast cancer research in a holistic way particularly with
the help of recent advancement of technology. Star Wars Episode VI: Return of Jedi depicts the part that Revels that was almost eliminated, raise
with Luke Skywalker the last Jedi. It is well known that the name Jedi was coined by Geoge Lukas inspired from Jidai-geki, which is from Japan.
Not to mention Storm Troopers, the soldiers of evil Empire, is homogenous with white uniform armor, whereas the good Revels are heterogenous
with gathering of multiple aliens. To this end, I see that the time has come for the Breastists to conduct truly impactful holistic research that the

specialists who only deal with narrow specialties can never reach.
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In the time of declining national power and declining birthrate, patent acquisition is useful

Department of Endocrine and Breast Surgery, Kyoto Prefectural University of Medicine
Yasuto Naoi

We will introduce the Kyoto Prefectural University of Medicine’s efforts in these three areas: 1) genetic analysis of Japanese people, 2) basic

research aimed at patent acquisition, and 3) development of time-saving reconstruction techniques.

1) Our department has performed CCAT 3776 case genome analysis, comprehensive gene expression analysis, RNAseq analysis, CNV analysis,
etc. on Japanese data and compared it with Western data. Early PAM50 analysis showed that intrinsic subtypes also exist in Japanese people.
We have also verified the usefulness of 95GC/21GC (OncotypeDX surrogate analysis) analysis, HRD analysis, etc. in Japanese cohorts.

Comprehensive analysis of Japanese genes and interracial comparisons are issues that Japan should address.

2) In times of declining national power and declining birthrate, patent acquisition is useful. It is desirable to allocate limited human and time
resources to research and development of new markers and drugs. From this perspective, the author has been engaged in basic research for
many years and has applied for a total of eight patents. The breakdown is five genetic diagnoses, two mass spectrometry analyses, and one
Raman spectroscopy analysis. All of the applications were submitted by public universities and facilities, and we hope that they will contribute to

the national interest in future medicine, and ultimately benefit domestic patients.
3) In this era of work style reform, it is desirable to complete two surgeries by 5 p.m. Therefore, our department introduced rotation flap (RF)
reconstruction surgery as a time-saving reconstruction technique. The development of a time-saving reconstruction technique that improves

cosmetic appearance in a way that suits the Japanese body type is an issue that should be addressed in Japan.

The lecture will focus on the above three points.
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Considering translational research for breast cancer patients in Japan

Department of Surgery, Division of Breast and Endocrine Surgery, Hyogo Medical University
Masayuki Nagahashi. Yasuo Miyoshi

We should consider conducting research projects in Japan that focus on translational research to improve treatment options for breast cancer
patients in our country. We are confident that by leveraging our expertise as Japanese breast surgeons, we can engage in more significant
research that is uniquely possible in Japan. Our advantages include access to clinical specimens with detailed data, interdisciplinary collaboration,
and cutting-edge technology. For example, we develop organoids from patient biopsies to study drug resistance and test therapies, including
using xenograft models. We work with pathologists and biostatisticians to evaluate tumor-infiltrating lymphocytes and have used machine
learning to predict their presence from clinical data. In addition, we use advanced Japanese technologies such as mass spectrometry and novel
drug delivery systems. Using organoids, we have identified S1P signaling inhibitors as promising treatments for drug-resistant cancers. By
integrating clinical insights with Japan’s research strengths, we aim to improve outcomes for breast cancer patients.
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The Impact of Racial Differences on the Efficacy and Safety of Cancer Treatment

Department of Breast and Endocrine Surgical Oncology, Tohoku University School of Medicine

Minoru Miyashita. Hiroshi Tada. Narumi Harada. Akiko Ebata. Miku Sato. Yohei Hamanaka. Motonari Tokiwa. Mika Yanagaki.

Asumi Yamasaki. Tomomi Kon. Aru Sakamoto. Masaki Makita. Hinano Otofuji

As international collaboration in cancer treatment development accelerates, understanding the influence of racial differences on treatment
efficacy and safety has become a crucial focus. The Japanese regulatory framework emphasizes the need to evaluate the impact of ethnic factors
on medical interventions. However, the specific genetic and biological contributors to differential treatment responses among racial groups remain
largely unclear. This uncertainty presents challenges when extrapolating data from international clinical trials to the Japanese clinical setting.
Comprehensive genetic analyses of breast cancer patients from various racial backgrounds indicate significant differences in the prevalence
of specific genetic mutations. Studies have found that PIK3CA mutations were significantly lower in African American HR+/HER2- tumors and
the overall cohort compared to European American. Conversely, KMT2C mutation was significantly more frequent in African American TNBC
and HR+/HER2- tumors. Across all subtypes and stages, over 8000 genes were differentially expressed between the two ancestral groups
including RPL10, HSPA1A, ATRX, and NUTM2F. These variations may contribute to differences in prognosis and treatment response across racial
groups (Miyashita M et al., Breast Cancer Res 2023) . Racial differences in treatment outcomes have also been observed in pharmacological
interventions. Evidence suggests that Asian patients with breast cancer generally exhibit a lower response to specific drug such as PARP, mTOR,
or PI3K inhibitors compared to other racial groups. This highlights the necessity of considering racial and ethnic factors in the development and
application of therapeutic strategies. Furthermore, studies utilizing national cancer databases, such as the Japanese National Cancer Data (NCD)
and the American National Cancer DataBase (NCDB) , have identified differences in radiation therapy usage between countries. Findings suggest
that radiation therapy utilization varies by race and nationality, which may be linked to underlying ethnic factors influencing treatment response
(Miyashita M et al., Ann Surg Oncol 2019) .

Additionally, adverse events caused by cancer therapies appear more frequently in Asian populations, suggesting a possible role for genetic
polymorphisms. Recent studies indicate that genetic variations may influence drug metabolism and toxicity, further affecting treatment safety.
This highlights the need for personalized approaches in cancer treatment to account for racial diversity in drug response.

In conclusion, racial and ethnic differences have a notable impact on both the effectiveness and safety of cancer therapies. As Japan continues
to advance cancer research and international clinical development, it is crucial to consider these genetic and population-based differences. Such

considerations will be essential in optimizing treatment strategies and ensuring equitable and effective cancer care for all patient populations.
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Challenges for Investigator-Initiated Clinical Trials Based on Experience from the ERICA Study
Advanced Cancer Translational Research Institute, Showa Medical University

Hitomi Sakai

We conducted a randomized, double-blind, placebo-controlled phase II study of olanzapine-based prophylactic antiemetic therapy for delayed
and persistent nausea and vomiting in patients with HER2-positive or HER2-low breast cancer treated with trastuzumab deruxtecan (ERICA/
WJ0G14320B, jRCTs031210410) . We would like to highlight three key points for future investigator initiated clinical studies in Japan. Firstly,
we focused on the most common and burdensome side effect induced by trastuzumab deruxtecan. The side effects experienced by Japanese
patients are consistently experienced by patients worldwide. Secondly, we learned from past and ongoing clinical trials. Recently, most pivotal
clinical trials have adopted patient reported outcomes (PRO) instruments to evaluate patients’ symptoms or quality of life. Patients in ERICA
study recorded their symptoms daily through 21 days observational period. The vast amount of data obtained from daily symptom diaries is
extremely valuable for both patients who will undergo T-DXd treatment and healthcare providers. Thirdly, we aimed to distribute the study
results effectively through publication and communication. In this session, I will share our experience from ERICA study and clinical questions we
need to address in future trials.
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The Future of Breast Cancer Research in Japan

!Department of Breast Surgery, International University of Health and Welfare, *EfEAFEFEPHRSIRIFE
Sasagu Kurozumi'~?

Recent advances in the diagnosis and treatment of breast cancer have led to significant improvements in patient outcomes. However, breast
cancer with poor prognosis still remain, and overcoming these types of breast cancer remains a critical challenge. To develop novel therapeutic
strategies for treatment-resistant breast cancers, to elucidate the mechanisms of the tumor microenvironment, and to advance genomic and
personalized medicine are required.

While standard diagnostic and therapeutic approaches are well established in current breast cancer care, new efforts are needed to optimize
these treatments for each individual patient. The effective use of real-world data through digital technologies such as artificial intelligence,
enhancing diagnostic accuracy through liquid biopsy, and building new medical systems that incorporate telemedicine are required.

Emerging research questions in medicine are often hidden in everyday clinical practice. As young clinical researchers, we are expected to
identify such challenges in the clinical setting and explore solutions by applying cutting-edge research techniques. Strengthening interdisciplinary
collaboration with other research fields such as information science, engineering, and social sciences is also anticipated to make new innovations.
Moreover, it is important to respect the insights gained from the experiences of our predecessors, while logically validating their effectiveness and

contributing to the future development of evidence-based medicine.
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Efficient use of expensive drugs in oncology

'Division of Medical Oncology, Netherlands Cancer Institute.
“University of Amsterdam

Gabe Sonke'~?

The financial burden of cancer treatment continues to rise, driven
partly by increased cancer incidence but primarily due to the growing
use of expensive therapies, often with marginal clinical benefits.
Although cancer treatments aim to improve overall survival (OS) and
quality of life (QoL), only 40-50% of EMA-approved drugs
demonstrate OS improvements, and merely 10% show QoL gains.
Accelerated approvals often rely on surrogate endpoints poorly
correlated with actual patient outcomes, creating uncertainty
regarding treatment efficacy. Additionally, restrictive trial designs limit
real-world applicability by excluding many patients. Pharma-
sponsored studies typically encourage prolonged treatment and
maximum tolerable doses, often disregarding cost-efficiency and
patient preferences.

Illustrative cases, such as the SONIA trial, highlight these issues. In
advanced breast cancer, first-line use compared to second-line use of
CDK4/6 inhibitors significantly increases toxicity (74%) and healthcare
costs (€45 million annually in the Netherlands, population 18 million)
without improving OS or QoL. Recent data further indicate that many
novel oncology drugs consume more health resources than they
deliver in clinical benefit.

Addressing these challenges requires reforming drug pricing models
and investing in trials that optimize dosing, treatment duration, and
sequencing. Academic studies like SONIA show the potential for
clinically effective, patient-centered approaches that can reduce the
financial strain on healthcare systems. Without meaningful reform,
high-cost cancer therapies risk undermining innovation, equity, and
sustainability in oncology care.
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HRRERDCX3CRIFIMNICLAED IR F AR F (C1RD DT (FRU VD EHER
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fEHEABZEAZS|I S L. CDK4/6MEEXIMLIET ThiEM & (CHEIEiEZE R L
feo 3) FBEBARAENSERUIZAILT ) 1 REPDXEFILICHBNWTE. p53K
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AR AR EROEIEN R SNZ, FFEBPOCDK2IAER(CT7IO0—F
U. CDK4/6fEEE - DHBAEETOMNRZHR Lz, 5) CDK4/6[HER
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FEEE AR (ECQN SIAED . BRI AR CaEMIEDIRE(CETED .
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MN'BZH, TOERNRANZZLGKEATHSD. Hzld. AZGPLEGF(CI—-RENnd
AR BB T BAlpha-2-glycoprotein 1, zinc-binding (ZAG) (CEB UMK %D
TW3. ZAGIFHLA class BELOD FIBiEZE T 20, BERE(CHITDHAEIRATSL 2.
CNETE, AELRHBEIR— MOBLTFRRT—FZRAVHENCKD. AZGPIORERH
RBIHIN T T ) 54T LHEEL. REMRSEOETELUTIO0T7 - SEEVRHEDNSR
iR COBOEBN RO SN, Fz, BRETOEALNLOBTTEEEFREOEBR
HNEBNE. 5T, in vitrofATlE. U2 EF> RZAGH E MNRASMERRR (PBMC)
CD3/CD28HIi#(C L Z¥ARtElaz 04 L. PBMCHEY IO 7 —SOHtERCEHERS
BT ENRENTZ. CORRIFZAGHHERFICHVWTRBIEEZIMHIN CHIEL T30
BEMZRE LTV, LROLDS (CHBMNRRCHIT D REFHVIRE & BRI G2 (C
BEUTVNRC ENDZAGEHERBEF TV IRA > M FEUTRZ., BEENDHEF
BN—H—E U TUSHTE 38N DD, Hk [FTNETITESNIZEREZNME ZIRK
ST DR ICH T DZACREMEPRERSEU T —H— & U TEMN ESN RIS D
TEODBNEITIRO T2, A VARSUATE. H2OBMDHEHEBRN UERARZAEL
BRISENIHEE, EERRNSDT 1 — RO IDRECDNTERLIZL .

SY3-4
How to apply basic research to breast cancer
treatment?

'Departments of Medical Oncology and Molecular Pathology,
Netherlands Cancer Institute.
’Department of Pathology, University Medical Center Utrecht

Sabine Linn'~?

Background

Breast cancer treatment is based on a combination of scientific evidence gathered
through preclinical and clinical research. Preclinical research can elucidate biological
and pharmacological mechanisms relevant for breast cancer diagnostics and treatment,
while clinical research is mainly based on epidemiology and statistics and is correlative.
How to optimally leverage knowledge from these data streams for breast cancer
patients?

Methods

Optimal conditions for collaboration between preclinical and clinical scientists will be
discussed using three examples of bedside to bench and bench to bedside translational
research.

Results

Research using a randomized-controlled trial (RCT) set-up identified high abundance
of immune cells to be associated with increased taxane sensitivity. Subsequently, this
finding was confirmed in mouse models of breast cancer, and revealed a novel T
lymphocyte-mediated, T cell receptor-independent mode of action of taxanes
important for cancer cell killing.

In a mouse model for breast cancer, neoadjuvant doxorubicin or cyclophosphamide
resulted in reduced chemosensitivity in the dioestrus versus the oestrus stage of the
murine menstrual cycle. This finding was subsequently confirmed in patients with
triple-negative and hormone receptor-positive, HER2-negative breast cancer (Bornes,
Nature 2025) .

In a posthoc analysis of an RCT investigating high-dose chemotherapy with autologous
stem cell rescue (HDCT), patients with tumours with features of homologous
recombination deficiency (HRD) derived substantial benefit of HDCT, while others did
not. These data have been prospectively confirmed in an RCT and demonstrated a
similar favourable outcome with a conventional-dosed HRD-targeting regimen.
Conclusion

Preclinical and clinical research groups should ideally be housed on the same floor in
the same building. Understanding each other’s technical terminology is key for the
successful application of basic research to breast cancer treatment.
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[A35] 1998F N 52022 (CHM T, 25E5% TCKSZ 14T U Iz FLIE Mk En e
835BlD S5, BEANGBNINFALUT T, MDOBEENEEZEH LRV VES
ZAVUTEGISEE (O8F) EER U, Fo. BENGBI4NFIU EFIZ(FES
NI =G I DAEBIZIEA D TEHBEE (NOBY) & U TAERBEZILE U,
PEFR(CDULTI(EKaplan-Meierkd KU Cox b/ \BF— REFJLEHEL.
25, R, ERHECREL TIITRE VR IEAZBVW T Uz,
[#52] 835610 > 5085227741, NOE£(E5586ITH >z, BESRELLE
FBE. OB CIHREFREZIMNSCKSETHIMNEL. ERERENFIHEIN
TWBHINE L. HIEBAEN NS\ MERA RSN, £FHAMPREEO
BN'17.2 #A. NOEiN'11.4 #BTHD. BREZRHIZ (p<0.0001). £
fz. OB¥CIILBIDIEENME (GKSE2ERIERERK:08145.6% vs NO
£$56.4%. p=0.0003). BABERDOHEENS < (21.4% vs 13.7%.
p=0.006). #FM=IRFEZL DEE NE M D 72 (42.9% vs 54.7%.
p=0.001). OBF([CHIFD2EFOFETFARTE U TIE AFERKPS, RF
BElIHOEE, YIS0 7. BREN. BrRANgIRSENAEERFEL
TEF5NZ,.

(#4:8] EENICRBUZIBEAVIGR TR REBEFI/RAGESIND—5A.
BATBEROEEN SV ENREBENTZ, AEROUITHECBNT, K
DREIEGFHVEIFSNDEGT(E. REBN/QIERHIEZ ZRE U Is/amEiRn
BECHDIEEZBND.
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[&5] Charlson Comorbidity Index (CCI) (dFEEEDFHEEET DT ENEK
<HBNTWS, UL, HFREOEREIFEROZETASE . ABEOFEE
SAERBOREERZTBIED. HFERETDEONHABBEDFEICEDLDIC
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(07=8

(& EFTE]

199261\ 52023F D [CHB TIRIEHSMRIFili 2 R T T RFEEFERE 14036)
ZL hNOXRDT« TCEM L. &l TRF - NEFZHESEE U TERL
PSM7Z4T7> 7z, CCIA7704'38041. CCIR 771 EH'3804ID&EEH7604DER
RRIEFHETF & FERRFZERUDHFUIZ, CCUEFRZER ULRVWRETTD
fzo MREOHEZRRY DI2HIC, CCIRAT TERI DBMEEIC(E, AR
REBOIZFIBEEDRVVEZTHEITLIZ,

(#ER]

CCIDAY bATEZL, 2. 3EZEX T, BCCIRF LRCCIEF TOFEZLR U,
WINDHY hATETEDFSE LUAERFRNOS(CERE RN o fz. F
fz. CCIAY MATELS KU2TIE. OSICHEBERRBHSNEN >z, LU,
CCIAY hATE3IET D L. BCCIEDAMMECCIEF LD EHRBICOSH AR
(p=0.006) T >z,

(BR LGS
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ERFEIHFRBRERD I EEZERL CEENBZRN I 2R ENDD EER D,
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F 42 M7 IZPSMERVZ2 DDRERRZRBNT I D. 1 DB FFEZIIED
HENFEICEZDIHECDNTDIRERTH S (Ochi T, Yoshida A et al.
Breast Cancer. 2023 May;30 (3) :354-363.PMID: 36595105.). 2005
FEMS20145F (CHRE EZMESNIZASHRU T OBEEIIRIC, HERF10445]
CIEHERE2, 250017 LB L. PSMEBDMMZIT DIz, TORER, HEFE
BREFERRFS) BRURERFZEK(0S) (CHEZRIFETT. BREDPELCURY
BN S BIRNT EHTRB ENTZ,

2DBEFABRFEREEOBRFABENESR (IBTR) BOFMiSENFEICESX
DEE(CDVTODIAER TH S (Yoshida A, Ishitobi M et al. Eur J Surg
Oncol. 2016 Apr;42 (4) :474-80. PMID: 26853760). RAEKEEIIE
UBRTHIN, RRECL > TEIBEDISDUBRMNEIREND ZEEHD. 8
D27 11 %DM (CARET L. PSM#&D10241 (ZE$5101) ZHER Uz &L
3, IBTRICH I DMRDIENC LD T, FRICERREIRDSNEN DI,
PSMZ@EE) (1T D (C(d, BURHRZTEDEIROCZLYRETILIBENEETH
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ARICEWTERIRFETHD . SEOMTADEANEREEND.
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FER FRATIISR (ZEDE$4 109, X 5RE$1 174 T IR EBE23 (56.1%) vs 30 (25.6%);
p=0.0004). BEAEMESEEEL7 (41.5%) vs 14 (12.0%; p=0.0001). BMI25
Bl E18 (43.9%) vs 27 (23.1%; p=0.0155) THD. CHIEBZHEZEELLT
JARI ST RATIVF > (PSM) #1701z, PSMEIFXIHREE & LEE L TED
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(CD3. CD8. FOXP3) ¥°PD-L1 (SP142) DIEEEIEANDEERNTDRRAEZAITENR L
(biomy inc.). FIREE &F% (DFS/0S) EDEECDNT, Cox il \F— REFILDOZE
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Development of HER2 ADCs

!International Breast Cancer Center (IBCC). *IOB Madrid
Javier Cortés'?

HER2 Antibody-drug conjugates (ADCs) have changed the treatment
landscape of metastatic breast cancer (MBC) . TDM1, a second-
generation ADC, is globally approved for patients with HER2-
overexpressing MBC who have received taxane- and trastuzumab-
based therapy. In addition, based on the results of the Katherine Trial,
it has also been approved for use in the early breast cancer setting.

Third-generation ADCs have been developed with several advantages,
including improvements in the linker, a higher drug-to-antibody ratio,
and the bystander effect, among others. Among these, trastuzumab
deruxtecan (TDXd) has shown remarkable activity in HER2-
overexpressing MBC, with progression-free survival curves never seen
before. Furthermore, TDXd has demonstrated activity in patients with
HER2-low MBC. Moreover, the Destiny-Breast 04 and 06 trials have
shown the superiority of TDXd over chemotherapy in patients with
chemotherapy-pretreated and chemotherapy-naive MBC, respectively.
Other ADCs in clinical development have also shown significant
activity in both HER2-overexpressing and HER2-low breast cancer.

However, many questions remain unanswered. For example, what is
the optimal sequence of therapies when other ADCs, such as anti-
TROP2 ADCs, have also been approved? What is the minimum level of
HER2 expression required for these compounds to be effective? Is it
possible to combine ADCs with other treatment strategies? Will TDXd
move into earlier lines of therapy? Over the coming months and
years, many trials will help define the positioning of TDXd in the
treatment landscape. In the meantime, TDXd is the standard of care
in the second line for HER2-overexpressing MBC, as well as in the
first-to-second line for HER2-low and estrogen receptor-positive MBC
following endocrine-based therapy.

SY8-3

ADA RIS TR SN S HARADCOBRIF
BAREERRR SRERARH

EIIE N

N AICBNTIEPD-LIBBHEDETE N FILRH T« TEN A (TNBC) (T
FFVUXIT, RATJOURR T EWDEREF T v IRA > NEEH
(ICI) ZHA LI DR EL AN ER SN, REBICHHADESRZE
BOANMBENICHRESINTWS. £, HER2ZBHEANAICH I3
Trastuzumab Deruxtecan (T-DXd). TROP2%Z#£#J & 9 B Sacituzumab
Govitecant®Datopotamab Deruxtecan (Dato-DXd) V&R, FAZEY)
EBEK (ADC) (FHUAE D ENRA O — REZEX CEESFREFINFREINT
Wd., 5E53A. ICIEHAE T ZADCOEERREEES. HRFART &
RBJINAAI—H—ARINERETLTND, ERIHETENS AL —
3 FIVIARDIRNEE T, EAREAROBENEIFEINTNS,

BT BRTR b S ih R R FRHE2019F10B L OB L. 2025F2RRIEF
THISEMT70:RERBDRARHER (Global first in human HEIRESD) EF
HHFTWVWB. TDDBADCOARRICDVNTIFI6HEREML . ZELIRIIADC
DORFEEITO> TS, RHEBAOHEANC(FERNFERZAL). RFHRIR
ZITD TV EDD, EERBEEOEGREEFEDNRDZ UWVEIAS 1> D
TEBICEBEDZMEAIEEFENTND. TOERRIMROTTE. HETD
ADCABRICSIN U TZAERIEA T (3R EI% 5 TEINZE38.5%. 2BEIBDI%S(C
HNTE33.3%ERLTULD,

FEBARORG(CHUVT. ADCOK D [CHIRNRAFTFINFEFR SN, 2HAHER
TH> CBLERNBVNS A > TORERRENAIEE LD TWND., ARSEE
BB TEROATS 3> EVWSMB[ITTH DN, EETENCCNA A R
S > THclinical trial Zi&51 I DK DICEEHFH SN, KD BAIRNEIRR(C/RD
THEH., BANTOEBROEMKRRZICET D ENEMBRTERDSND
A S] 07 gV~ AN
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Background:

Trophoblast cell-surface antigen 2 (TROP2) is a transmembrane glycoprotein highly
expressed in various cancers, including breast cancer. Antibody-drug conjugates
(ADCs) targeting TROP2 have emerged as promising therapeutic strategies,
leveraging targeted cytotoxicity while minimizing systemic toxicity.

Current Status of TROP2-ADC in Breast Cancer:

Two major TROP2-ADCs have been investigated in clinical trials:

Sacituzumab govitecan (SG, Trodelvy) - a TROP2-directed ADC conjugated to
SN-38, the active metabolite of irinotecan.

ASCENT trial: Demonstrated significant improvement in progression-free survival
(PFS) and overall survival (OS) in triple-negative breast cancer (TNBC) compared to
chemotherapy.

TROPICS-02 trial: Showed efficacy in HR-positive/HER2-negative metastatic breast
cancer (MBC) , leading to FDA approval.

Datopotamab deruxtecan (Dato-DXd, DS-1062a) - an ADC utilizing a
topoisomerase I inhibitor payload.

TROPION-PanTumor01: Demonstrated promising anti-tumor activity in TNBC and
HR+/HER2- MBC.

TROPION-Breast01: Phase 3 trial comparing Dato-DXd to chemotherapy in HR+/
HER2- MBC is ongoing.

Future Perspectives:Ongoing and Upcoming Trials:

TROPION-Breast02 & Breast03: Evaluating Dato-DXd in earlier treatment lines.
Combination Strategies: Trials exploring TROP2-ADC with immune checkpoint
inhibitors (ICIs) and CDK4/6 inhibitors.

Biomarker Development: Identifying predictive markers for TROP2-ADC efficacy to
optimize patient selection.

Resistance Mechanisms: Investigating resistance pathways and potential next-
generation ADCs.

Conclusion:

TROP2-ADCs represent a paradigm shift in breast cancer treatment, offering new
hope for patients with advanced disease. Continued research into their optimal use,
combination therapies, and predictive biomarkers will further refine their clinical
impact.
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The use of novel antibody-drug conjugates (ADCs) for breast cancer,
trastuzumab deruxtecan (T-DXd) , datopotamab deruxtecan (Dato-DXd) ,
and sacituzumab govitecan (SG) , has shown significant therapeutic
effects in breast cancer, but appropriate management is important due to
the unique adverse events (AEs) associated with them.

1. Trastuzumab deruxtecan (T-DXd) is an ADC that targets HER2. The
main AE is interstitial lung disease (ILD) , with an incidence rate of
approximately 10-15%. Early detection and prompt treatment of ILD are
key, and it is necessary to pay attention to changes in the patient’'s
respiratory symptoms and oxygen saturation. Even with Grade 1 ILD,
treatment interruption should be considered, and steroid treatment is
recommended for Grade 2 or higher.

2. Datopotamab deruxtecan (Dato-DXd) is an ADC that targets
TROP2. The main AEs include stomatitis, diarrhoea, and
myelosuppression. In particular, stomatitis has a significant impact on
patient QOL, so thorough oral care and symptomatic treatment are
important. There is also a possibility of eye symptoms such as keratitis
appearing, so it is necessary to work with ophthalmologists and provide
guidance on self-care using eye drops that do not contain hyaluronic acid.
3. Sacituzumab govitecan (SG) is a TROP2-targeted ADC. The main
AEs are severe neutropenia and diarrhoea, and the incidence of
neutropenia can be as high as 50% or more. Early administration of
G-CSF is recommended for neutropenia, along with reminders to prevent
infection. For the management of diarrhoea, adequate hydration should
be ensured while using symptomatic treatments such as loperamide.

By promoting early detection of symptoms through patient education and
providing appropriate treatment interventions, it is possible to minimise
adverse events while maximising treatment efficacy. As the development
of new ADCs continues, more precise guidelines for managing adverse
events will be required.
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Beyond the Scalpel: The Evolution of Breast Cancer
Surgery Over the Next Decade

Division of Breast, Department of Surgery, University of Ulsan, Asan
Medical Center

Hee Jeong Kim

Over the past decade, breast cancer surgery in South Korea has evolved significantly,
driven by technological innovation, shifting patient expectations, and a strong
national screening program. Earlier detection—particularly of small, biologically
favorable tumors—has led to widespread adoption of breast-conserving surgery. At
the same time, there has been a marked increase in mastectomy with immediate
reconstruction, reflecting greater awareness of reconstructive options and rising
emphasis on quality of life and cosmetic outcomes.

This trend is especially pronounced among younger patients, BRCA mutation carriers,
and those opting for risk-reducing surgery. Interestingly, reconstruction is also
increasing among elderly patients, a shift enabled by safer perioperative care and
changing perceptions of oncologic and aesthetic priorities in older age groups.

Robotic nipple-sparing mastectomy is gaining popularity in high-volume centers,
offering improved precision, better cosmetic outcomes, and faster recovery. As
access to robotic platforms increases, this technique is expected to become more
widely adopted, particularly among patients who prioritize minimal scarring and a
swift return to daily life.

Oncoplastic surgery is also expanding, enabling surgeons to achieve both oncologic
safety and aesthetic preservation. However, institutional disparities persist in terms
of access to multidisciplinary teams, reconstructive expertise, and financial support
structures that encourage individualized planning.

Looking ahead, breast cancer surgery in South Korea is moving toward greater
personalization—guided by tumor biology, imaging, and treatment response. De-
escalation of axillary surgery and integration of patient-reported outcomes will
further refine care, especially in younger patients with long survivorship trajectories.
Future progress will depend on addressing system-wide disparities while embracing
innovation and patient-centered values.
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A New Era in Breast Cancer Surgery

'General Hospital. *National Yang Ming Chiao Tung University
Ling-Ming Tseng'?

Advancements in breast cancer treatment have significantly improved
survival rates, prompting a growing focus on enhancing the quality of
life for survivors and reducing the physical and emotional burden of
treatment. A major area of ongoing research is the role of
neoadjuvant therapy in guiding surgical decisions, contributing to the
broader movement toward surgical de-escalation. Minimally invasive
approaches, including robotic and endoscopic techniques, are
increasingly being explored to minimize invasiveness, accelerate
recovery, and optimize cosmetic outcomes.

Future breast surgeons will be defined not only by their technical
expertise but also by their ability to integrate emerging technologies
such as genomics, precision imaging, and artificial intelligence.
Personalized surgical strategies—guided by the unique molecular and
genomic profiles of each patient’s tumor—will allow for more
targeted, effective, and less morbid interventions. AI-powered tools
and machine learning algorithms will further refine surgical planning
and intraoperative decision-making.

The transformative potential of precision medicine, combined with
detailed molecular profiling, is enabling a new level of insight into
tumor biology. This cross-domain integration will empower surgeons
to tailor procedures more accurately and collaborate more effectively
within multidisciplinary care teams. Innovations such as real-time
intraoperative imaging and margin assessment technologies will
improve patient selection for less extensive surgeries, ensuring safety
and oncologic integrity.

Moreover, the future of breast cancer surgery will be increasingly
patient-centered. Surgeons must embrace a humanistic and
empathetic approach, recognizing the vital importance of patient-
reported outcomes. Success will no longer be measured solely by
oncologic control but by the holistic well-being of patients—
encompassing physical, emotional, and psychosocial dimensions.
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AYARKOBRABNAN—2Y T P2 RET DI2HDE/ A
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AYARASRERE T (L OFHAE. MMZach, RHADREAZS, BHFERE. BL
UBARLEDY R IMENMU. AYAR ARREREDA40%I(F105FEZ(IC2 DU LD
BHOHFEREZIF > TV ENREEN TS (Chao et al., 2020). L
. BROINADZEESTILTE. B/ /-2 v THRIERMERDN A
SBEOBEBNTHED. AYAHKDIAN AMREBREN ED K SRR EE
BRI TVDDNEESMNTIRD TLRLY,

COULRCEEZBRIC. AYAHKR EHIIEDEWT ZFILAILZANT AZ BN
EHINAN—2 Yy T FAOBELNEED> TS, Fald AYAHKRDIH
ARBBREN, CILITTICE>TRETD MOLZRET D EZMBEFL.
N ADIRERSHIE (CRE S DANEDIRM. RRBZOEOCE T DIEHRIRE.
ePROICKBIERE=ZS VU > IEITSENAILIEREZRWN LI T 7O
DS LEEEL, TOXRMAREERIRET Uz,
AEHECTIIATERZRBNIT D EEBL. BIDRATOBEZBNL. T
BILNILRZEBWESINA =2 T T DS % ORI R REDRE R 1R
SUTZ0
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ERDEBRIEH. ePROZAVZEIERAN R A hOBEM B _EHE < HifF
TNTCTLD,
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D133,

E5(C. ePROICEESINIET —F(E. BHERENQREZRICELEEST, MHERD
REDHBZRE R TIBETE3 VWS ERED. 25 URERIT—4
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BFERY-ILEUVUTEEEINTL D, ERDER—XDPROELEEL T,
ePROM(FU T7ILE A ATOEREZF >IN EEETH D, ERELES
BOMRXEHRIEEERINT D, TORR, BEEEEEEROBHRR.
EEHDOQOL (Quality of Life) D#F - ML, =5(C(E24FHIR (Overall
Survival: 0S) DWENHFEND. LML, EBRBKTOEAC(FWL DN
DRENMFIET Do

EEE, ePROMZERA LA AZEICETIMAMEMLTED. LD
DAIRERBNNZDOENEZERLU TWVD. KEDKHIERCT T BDPRO-
TECTSRERTlE. ePROMZAWEEIREZF U >J(ICLD. BESROEH
NMANEEEERD, BEDQOLAE EUES ENRESTNTND, Fiz,
DFHERTlE. ePROMDERANOSDIER(ICET S I DaAJEEMEN RE SN TLY
2. EATE. FSRYIAYT FILIRTHBBETOANABEETRE
U7zePROM®DRCT (PRO-DUCE:RER) (CHBULT. BERQOLDHERF - eiZEN
RESNTVS,

—7. ePROMDER(C(FW K DODIEEEN D D. OFEFMHEE-E: ePROMZ
BATBC(E. BIRTSY NITA—LADOEBIWMETHD. AT LHFE
PHERFCOX MDD, Fo. BFHESE CABNLRSHRIEEADMIGER
HE5ND. QEREDEE: ePROMT—SDIRE - FBITICIE. ERREBED
EEMENML. BNRD—OIJO-DEINVETHD. e, T—F=2E
DK D (CERERHIET (ERT 2N DRENARDEND. @BEDER: 8%
IMERAN FBE(CE > TERIBERDOIEEENSD D, MiGEHNFBZleET
BIXNUECTHD. @LEFT>ADEE: ePROMOEEKRNERMEZRI T
EF > RAHBEX TLDIN, DNABDEEEAS EORBENERSEICDNTIE.
ETERBMFENRDSND.
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EEEENTT(CEBEENBREIDIEDTHD. INICLD. BEDEM
HRRME KDZENCTHET D 2 SNV alEEETRD.

K. PRO(IHRIEMA (pPRO) (CKRDUREETNTEIZA, EEBN ARG =
DFRENS, T—HANDOFREEWNDEBENIFEL. T—IDEB LU
ENKRCRAN D2, CNICH U, BEFEFHNRFERICKLSePRO
(electronic PRO) DBANERLTHD., UTILIALTOT—FINE. 5
A LRI TER, SIS TOERELEVSTAFRICED. BKRATRDOE
BRICBITDBEAMENEFE D> TS,

UMURAS, ePROICEHIMIN - EAMNRREFZ . BBREDITUFTS
S—DER. HRPBEREADKTF., AT ABEFOMIE. =5(C(EE
EXRETADMFRE ., BEREARET SMENREZSFY >IN RART
HD. TNSDBREETZRL. ePRODEDMEZESIZHTZHICE. T—
HIZ—T9 — (LK DRETEBEN S ORESIMBO CTEETHD.
ARERTE. ANABEECHITDePROEADEBEZEMHSR T D E BT,
ePROICATET DRBEETDORBRICEIFEFTO—F. SSICIEERFTH KT
BRCHITEZT—IIRIAS FOBEIEHIFCDODVTERT D, BEDE
EIEBHEDS T —4 & UTHRKARICHEICRMSE S Izhnikigz, =
BHRRENSRIEDTHD.
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EAFAFRESTRN BRI E

AE &V W0 8/F 0 ME ANCL ER 82
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BEERIMIFMORERE S AR MEDENIRER LRI SN TS, Ha

(&, CORBERAERRAL L. it ICEVS SN2 £ IBRZ ARt - 74L& (Digital
Transformation: DX) U. 1Rt T2 & T, BN BRERHIMNZZIETE 2 EHRS
BFMOMRECERDBEATEZ,

A — NBBEES T A (SCOT) (d. BDKRERDTSY RIA—LTHD, HFMRIE
MRFEH#E T/ Cy & — AL UTZ R AR (&, B SRR IES S IzMEERTLit < U,
FEHZRI0%, MiIET3R0.05% (K EDFETE3%) EBMEE U AVERZERUIZ,
BtRRAGBIR DA R 5T BRI SEEENERL NEBARNCEEEREZILA Uz,
ZUTRERD20M EOERMEMZ S ML T 7 THEEL CTloTbZ2ERIR UILRER
(&, WP CEBENZZEZHFRT —FEUTILFA ATHEBRBURE TS En'a
BETC. FRY BT RO FFMEANDOH RS T RFEFMEEETEE L. ES51CH
HEER T Bhyper SCOTT(E. AlICKB3DFMI> I 1L —> 3 vEfEfiTHES—
SIVICEERRULHESIECHAL. MRBEOMENEE T2 Oiia R LYE AR
FRffiRBrain shift FRIZEDAIRRZITO 2.
EEMFEIRANOIBBHEL Z IR (AR SNIZSCOTHRAME. FBRFMT B DG AR]
BEERD, MBIOHRSTHMHPMRIEBE ROMSERC KD BREEREFEFi
FES -2 3>, ICGHH125 9 flowcytometryXoffithRERZH L2 7> F IV )
HiRE YIRS Ch . Fo. FRIFCKDTZARSELIC, F/ DDSEHZ
HAL TEREDRZNS DERBE R ARECHIVAREE U TG TES,

S#(3. Al (Artificial Intelligence) &IoT (Internet of Things) ZREE S B/zAIoTALX
Y — NABEXSCOTAE LS E B2, UTILIA LERGE. BSRETMEZSD"
BEDFES—>3>" FHAICLZBERREXE. AMENEEFMZEORY b
(hinotori) ZALVzOMRY hFREO—EEREZEORREZED T\,

KRBETIE. AY— NEEES AT LAORFEEECOBEZMH I DL EE(C. HETF
itBIR(CH T ISR, TUTRROARERGKICDOVWTRET S, TLTINS
DR EMARERZER TS IRENHREAMZER T 2ETHEEFTERHFRZR
NI 3.
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KBAFERTPEIRDESR

' RIRAZEZEMBRIR. > ARERRAF AR DA REREFRL
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SAIRZERE  FLARIML

CRIRAFEAE R BERBIEARE A ABFRIEER 4 LABERIFEE,
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SESTIAEMRSE NBCEARAT AREREEESRtE AEE
ZIRHER RETEW R &R OBA E22S
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Kk @S ZIEFETF. FE 2F' ER sRL =% =gl
TH ' #EE RAS L ST H8B mxE°,. Al .
M et B2 ="'
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AROAFRFFM (BCS) T(d. IR OEMRH 2 MR DIER(CFHE S 22tk SNET. UL,
TEROMPRRRED (FS) ZHi(E, REEAORZREBOFHBHOLRNRECTY. Hicd ERIFEE
R LT U VilieRaREZHRSEAT [CTS (Click-to-sense) i #BRUE U, CTSHER. HRMZEERMEL, 8t
BB CIRY - BT 22 E T, BlRZERN DRRICZHTIETT. AR T, CTSEODHTHER CERRG
A AREE L LT,

(5]

LR TORHAAR (Stage 0-11B) DBCSEECOfIEMKICH MR ARRBRERHRUE Uz, MR 185
ROSOERZRRL, CTSTO-T EHABRCLBIDHOLEZTVELL. 20K, HABEMETEFLE
BRI U, CTSEICS 22MEREFSHLUMHEKAEAR (PS) I cHRLF UL, TEHEERES—HE
(OPA), F3H—HER(PPA). IEM—EE(NPA) &L, BIRGHEER & U TFSEI EDFSHARILE L,
9]

CTSHETIIAL AV TR Z I U CGHES 2 EA'TRETY,

AROOEHIN SET27IMD AT A RERBIT UIZHER, CTSEDOPAX97%. PPAIZ88%, NPAIZI8%TH D, FS
2 EREDEEZRUE UL, CTSERFSELRUTEMBENRSE THEC N BREINELL. F. AR
AZERNFHER EHET, CTSRORNBGICAIZER UBTRITIEEA T 2HREEDTVET, TOR
DIHTLD. BESHORER L EPHOEEENR/FENET, BE. ARRIAMEDLDZBEZITLE
EEE U THRRREED TVET, FEPMDADT TKBCSGY )L - T TO%iskiRRABREMEL THD, B
PRADEAAREEAE S SR L TVET,

=5

CTSk(E. SEEOERIRE TR 2ERNAT IO TO-J BB ULMOZIBEM TS, Mg
DHRCHARRE CHRETENTVE T, REDNBRKICECERTNE, BEOQOLE LPEFEDEIBERH(C
ASH5T2ARMNBOET, SEEAIEHZREL, BERLY - BN - (ZOZBNREEZRDZC
ET ABFHOREZSS(CALEER T LZERUET.
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EERBATESS, EERRATIETYS

MR EL BIEmKT. B BTL kL BFL ST
A BRI
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FMDRBCHNT, MELIFIMEFD EDIMIICHRREE D TLDINE
WSIER(E. WHIRBFRICBVWTEEANIRBRTH D, MEFDOIRERIE
FEICIBIE T D2 & UIBIRERED—EDIRIFELZEN DIIBICEDD
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UTIRRTED LS (CRNE. SHNEANEEIND, L& SERETF
MITd. AIDMIEFODIER I AR MERERH TETNUE. DASIREO—LA
> - 7OREEEEL. MIENLDMRN(CEDTEIRELREFTESA
BEMEND D,

ZO UERIEROFRICHAS, EERBAFBETZHMEHRT, AELHE
iR E LI ERARZED TLVD, AAFKTI(E Open Surgery T D
TREHMN RNV RVAESENZE— B EMBE DT, SN SREER
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U, —AFMEROFMBMEEERE Uz, COBKICE. MBI BRIGRDED
EMIEER U TV DD DOFRIE IBERN S [CREFEIN TS,
BONEERT —FZERAIT DD, ERRZRLEUADINMEGEZ
ALICEE S, BhO [ EDMEEEER U TOWSEEEENS UL BHEE T
BDTIVTUILZEEUE. S5(C. 7/FT—3 3> AFECL> TlIEDF
tElg. MIEMEE. BEMEEEIRH T IEEHE-_1-SILRY ND—0%H%
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FEESHAClE. EEORRAIE S AIDHEENE DY " F:87% (MSE) B&
VFIAERE (AAE) ZHEE L. TER(CHOMETOC. TORER. MfiE2D
REBENSVBEF ST ERADEERENBVNC ENHBE L. SE(E.
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B RTEEREEVRTRE(SEM V. B
HEOBEFADVRAZ )~ X TORRLIERE -
MAISZ1L—>3 >, QRFMIMREER
DOREZEUBRDIERMT 2 RA, &
LTREFZHRE, T>FRILU >/ EE
ROBHER SEPIRRERET D,

=
>
Iy



I

| £33 EEAABEAZMHRE

SY15-5
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RBFMZIBI AT LOBEEED TS,
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Sy16-1
Endocrine Therapies for ER positive HER2 Negative
Metastatic Breast Cancer: Past and Present

Memorial Sloan Kettering Cancer Center
Komal Jhaveri

HR+/HER2- breast cancer accounts for 60%-70% of all breast cancers and the
5-year relative survival in patients with metastatic disease is approximately
35%. Endocrine based treatments, such as selective ER modulators
(tamoxifen) , selective ER down-regulators (fulvestrant) , and aromatase
inhibitors (Als) are established standards of care in women with HR+/HER2-
metastatic breast cancer. Inhibitors of CDK4/6 in combination with endocrine
therapy have changed the natural history of hormone receptor-positive (HR+)
metastatic breast cancer (MBC) . Despite the unprecedented improvement in
both median PFS and OS that has been reported in the 1/2L metastatic
settings, the disease eventually progresses, and clinicians must choose a
subsequent therapy. Mechanisms that can lead to primary and/or secondary
resistance to endocrine therapy in HR+ breast cancer include a decrease or
loss of ER expression or an up-regulation of growth factor signaling pathways,
such as the EGFR or HER2, MAPK, or the PI3K/ AKT/ mTOR pathways. This has
led to research efforts of combining targeted therapies against these resistance
pathways to endocrine therapy to overcome endocrine resistance. Additionally,
under the selective pressure of aromatase inhibitors in the metastatic setting,
ESR1 mutations develop and result in constitutive ligand-independent activity
of the estrogen receptor. The treatment of HR+ MBC beyond CDK 4/6 inhibition
is entering a transformative era, driven by emerging insights into resistance
biology and a growing array of therapeutic options. Advances in targeted
agents, next-generation endocrine therapies and ADCs are enabling more
personalized approaches in the post-first-line setting. In parallel, the integration
of biomarker-informed strategies and liquid biopsy technologies help guide
real-time clinical decisions, optimize sequencing, and individualize care. As
these approaches become more widely adopted, their integration into routine
practice will also critically depend on access to molecular diagnostics, drug
availability, and the infrastructure needed to support timely implementation.
Sustained progress will thus simultaneously require scientific innovation, and
coordinated efforts to align testing, treatment, and delivery systems in real-
world settings.
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W3, fIZ (L. SERDIZERZDfR - HE L. ESRIZEZFDONAICEER
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KOs N3 ] Bz . KDLEFROEEDRERDENEES
N3, EHETEESNRVERNTIERDIRNRIBESN. LOEHIRES
IR IRE= N EIF NS, INAVO1205HER (&, PIK3CAZEARFFD
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B K UFulvestrantD3FI B ED B EZF M LTz, DR TR
InavolisibffAEEN IS EATFHAR] (PFS) $15{E15.0 4 8 &, Palbociclib +
Fulvestrant8¥d7.3 # B & LEE U CKRIBIRSEZ RUTE. TNld. ERSYT
FIUGEDIRE. HAZERBOETHEIE. Z U TARDIMEEIETIEDEER A
NZXLD—DTHBPIBKREDBEZNEE S\ D, BRJENERFEF(CIX
BIDTENVNTENRBHIRE SIS I ERIFHTHD. ZDLDIC,
BERODTFENEZHEATIEE(E. INADEMIREYDF I & FX
DAL (ST DIeHDZAENRT TO—F2iRH U, BEEITRERRE
INBEIREBE T D M ADKRECERT BT E(CHD. TOHREREI Mt
AEEESSCRELT DHICF. BEOEMEENZEGTFERITO
T 7 A IVICEDWZEEEIRY., BREOIEFZERE LI IR MISRIZE
FEOITINENGDIEED,
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Breast Cancer in very young and pregnant patients

'GBG c/o0 GBG Forschungs GmbH. “Goethe University
Sibylle Loibl*"?

The systemic treatment of breast cancer in young women of childbearing
age presents a complex clinical challenge, particularly when diagnosed
during pregnancy. Although rare, the incidence of pregnancy-associated
breast cancer is rising, primarily due to the global trend of delayed
childbearing. Treatment strategies must carefully balance optimal maternal
oncologic outcomes with fetal safety.

The general principle is to treat women with breast cancer as close as
possible to very young women with breast cancer but outside a pregnancy.
Chemotherapy can be safely administered starting in the second trimester,
using standard, non-reduced dosing based on actual body weight.
Anthracyclines and taxanes are considered the preferred agents.
Chemotherapy is contraindicated in the first trimester due to the high risk
of teratogenic effects during organogenesis. Agents such as immune
checkpoint inhibitors, HER2-targeted therapies (e.g., trastuzumab) ,
endocrine therapy, and CDK4/6 inhibitors are contraindicated during
pregnancy. For triple-negative breast cancer, carboplatin is favoured over
cisplatin due to a more favourable foetal toxicity profile.

Supportive treatments—including G-CSF and antiemetics such as
ondansetron, metoclopramide, and methylprednisolone—can be used when
clinically indicated. Sentinel lymph node biopsy is feasible during pregnancy
using technetium-99m-labeled radiocolloid, while blue dyes should be
avoided due to the risk of allergic reactions.

The systemic management of breast cancer in young pregnant patients
requires close interdisciplinary collaboration among oncology, obstetrics,
gynaecology, and neonatology. A structured, individualized approach—
taking into account tumour biology, gestational age, and patient
preferences—is essential to ensure optimal maternal prognosis and foetal
development.

Overall, it is mostly an individual decision and the treatment decision needs
to be made not only with the patient but her family taking the above
mentioned into account.
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IRHMEERE, ARETITAREREEFZ,
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([FU S ([CRERMEB R EFRIEUNDOERDIERN ZITDCEBEE CTHD.
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S ROEEERKRIC. TONA AT« VR 0BROFKROHABIRT N
Do FICTFRIZOUITETRDEENT <. FHNRONRS = RIESH
WEBEIND, —A. IrAEBXR(ERAEERRE(CFBUU. PIRBER (GRRER
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{LEREPIE EDEEN AT R TH D,
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FN(FEFRERDN DR WZ O RFERFSEEE < . AERDEETEE LIS <L BIX (L
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W e, BFFRBHICKVWRISEFENMUVETHD.
WREBRZITDIZDIC(E. RESNZERFIROFN S, HWEGFCL/RTO
FHIUREDFHNEFEIRSOER). 2BRE. BRMR. REMRER
KBR(SERAL. BEESMIOERMEN ZIETE T DB N KRDSND. FNE2
ren/iciBs, RIKBOBE (MK - R - &) ZigHUEZET. £F9@I3A
IRHRE. FCRREZ D/ -3 NEEERZMIAT D, FBIRESL
TRFEITIELRENBTEINDN, I3 AREREOTIERERKRS 4 (FhE:%
CE(CERRDIZS. BiskOmEERZEIEE L TH < Z EAERMEESEIR
D—BhERD, Fe. NEEEEFEROSREAN S, MERZEIBEPIRH
[CB38CUU LI TZ5LRTOF TS > BECTHARRIET D12 EDR
SIMEONEROER FBITIRNETHD. COLDRMERES. REMIC
BEEFORBRERRZIRDDAEEEN S D L2 RBICEMENDD.
RS URSOATIE BEEFRIRBREZ RIE UL HBEEOIR— X
> MMEDWT, ESONBEREEEREEDORREEER. EREPOIISH
S5HENY D,
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REF T Y IORA S MHER(IC L DREMEFESER (irAE) OFTHD B
IrAE(CII T BRI TE. BIBKEKAEETE. FRIRESE. BIFIRIR
HEEEIR TAE. 1BMERRRN D, TORTERRBREEEMEEN T T
PD-1HUAEZ(BHIPD-LIFUANRE L7122 T &S Eand, FIRIRER
JIE (FERRRAP B AR TAE(CARI . B (CHMRRRAPESAE (FBURIE FRIRAR &
CERIRIREEETUEIE (CDESN D,

INSDBEERZRIAE ULKRCECDERERREIR (G, FRIRASBIE T
FiF. BT FEREEORBRNBRTRZE I 2N RIRREEETE
FEEERFOCERNMREDENABETCURIUERSNDEREERDT
BTN,

Lo T IAaO0-T7 Y THOMRRAET - THH TREMNMEHEND &
FPRNS5THDEBIN. TORBMEDOFRIHIZE—DOHETH Oz &
UTEEU TV RIRRBEEDKREC LI O TAET RS, HAINER
FHREROERICEVWCTEERER TH D, Fo. BEMBRIAICEL TS
BB B R TEDHERZE DR A IMGHE [CH W TTDREN SEERY
eEYHENHD.

PRI MBIrAE(EE DR (TS CEYMISH R SR FNEER R R WS
ZERBD, FRE ZTOBRKEROCEREFRREZHREL. EMEAT D
IWAG Y TNE(CEEUCEBNEE THD. CNZMkULBDIHICIIRE
BRIV ATHD., TORODIAO—T7 Y THE SHFREROERIREHE(C
DNTEHALA AT A DILRE Y TEEREHBULRHEEE CHDEEZD.
KRS ATIFRIRBERBEDOEREHBORRNFMNSRI TS
IAO=TPYIRA 2 hEBN U, TDEE E U TIAPICEEENERRER!
WG =2 T ILDERIC DOV TERNTNEZU,
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Relationship of KBCS (Korean Breast Cancer Society)
and GBCC (Global Breast Cancer Conference)

!Samsung Medical Center.
?Sungkyunkwan University School of Medicine

Jeong Eon Lee'?

Since its founding in 1996 as a research group, the purpose of the Korean
Breast Cancer Society (KBCS) has been to contribute to the improvement
of public health, to facilitate the exchange of research findings and
knowledge related to breast cancer and breast diseases, and to promote
the advancement of breast science through fostering fellowship among
members and encouraging collaboration with relevant domestic and
international academic societies with the guidance of three core values,
“Harmony, Research, and Globalization”. Through multidisciplinary
collaboration, we are trying to achieve world-class outcomes and maintain
close ties with academic societies worldwide including Japanese Breast
Cancer Society (JBCS) . KBCS leadership is composed of a president, a
chairman, 9 vice-presidents, 33 board members, 7 secretaries, and 2
Auditors.

Global Breast Cancer Conference (GBCC) is the main Annual meeting of
KBCS. GBCC was held in October biannually from 2007 to 2013, and
changed into an annual meeting in April since 2015 till now. The aim of
GBCC is to become a high-quality multidisciplinary conference regarding
breast cancer care in Asian region. GBCC is hosted by KBCS, and the GBCC
Organizing Committee members are mostly overlapping with the Board
members of KBCS. For example, the chairperson of the GBCC Organizing
Committee shall be the chairman of KBCS by virtue of the position at the
time of the formation of the GBCC Organizing Committee.

The history of communication between JBCS and KBCS started even before
the first GBCC. According to the record, the first joint Korea-Japan advisory
board meeting was held in Fukuoka in September 2002, and the fifth joint
Advisory Board Meeting was held during the first GBCC. In 2018, the
formal Chairman of JBCS, Dr. Shigeru Imoto kindly suggested an MOU with
KBCS and GBCC (KBCS) . Since 2019, there have been regular leadership
meetings two times a year to seek for the mutual development of two
societies.
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MOU2

Highlights and International Development of the
Taiwan Breast Cancer Society (1997-2025)

Kaohsiung Medical University Chung-Ho Memorial Hospital
Ming-Feng Hou

Since its establishment in 1997, the Taiwan Breast Cancer Society has
remained dedicated to advancing research in breast medicine,
enhancing the quality of clinical care, and cultivating professional
talent. Over the years, TBCS has become a pivotal force in shaping
breast cancer management in Taiwan. In 2025 the Society comprises
over 1,200 members, spanning disciplines such as surgery, medical
oncology, radiation oncology, diagnostic radiology, pathology, and
plastic surgery. In terms of education, TBCS organized or co-hosted
142 educational programs in 2024. Currently, 38 hospitals in Taiwan
are accredited as breast surgery training centers under our guidance.
From a public policy perspective, TBCS has continuously partnered
with the Ministry of Health and Welfare since 2008 to implement the
“Quality Improvement Program for Follow-up Care of Suspected
Positive Breast Cancer Screening Cases.” Now in its 14th year, the
program oversees 182 certified diagnostic hospitals across Taiwan.
The Society provides on-site guidance, quality evaluations, and
recommendations to standardize diagnostic workflows and imaging
quality. On the international front, TBCS signed a memorandum of
understanding with the GBCC in Korea in 2021, initiating bilateral
business meetings and joint academic sessions. In 2024, TBCS
formally established a collaborative platform with the JBCS, focusing
on consensus-building, data sharing, and cross-national research.
From clinical advocacy and public health policy to global collaboration
and professional training, the Taiwan Breast Cancer Society has
demonstrated a deep commitment to excellence. Looking ahead,
TBCS remains determined to lead the way in breast oncology and to
realize its vision of “early prevention, early diagnosis, and precision
treatment” for all patients.
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Nz, Ffz. SOUND:ER. INSEMARERICHUV\TES R LE. REYD > ) Eits
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RENSHEOIBRBROBNEFORESNAMER D ZEANATENEERD
TWnwd,

Vw\ eI,



NG ]

| £33 EEAABEAZMHRE

VS1-5

Axillary reverse mapping (ARM) EHSEBFT S
BBV > /\EEEnaY

SRERKXZE AFSE

HO e, 35 0. KRE E3x

Axillary reverse mapping (ARM) EISHREFMDIE. EREMNSDU > ) \Ei
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S0 INENTENSD U ) E CRFI NSV E) 2w EST LT
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yZ(Cxi9 Btailored axillary surgery
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FEBIFTR <. TASIEHTEHE FEEN BN U BB (C L > TARRFMFRTHIEEZ TS,
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Is axilla surgery really necessary in breast cancer?

Department of Surgery, Seoul National University College of Medicine
Wonshik Han

Since Dr. Halsted introduced radical mastectomy in the 1890s, axillary
lymph node surgery has routinely been performed in breast cancer
management. However, the NSABP B-04 trial found no survival
difference between axillary surgery or radiation versus no axillary
intervention, yet this did not change clinical practice. Moreover, no
randomized controlled trial has ever shown that more extensive
axillary surgery improves oncologic outcomes compared to less or no
surgery. This naturally raises the question of whether axillary surgery
is truly necessary, particularly given the irreversible complications it
can cause. Unlike surgery, radiation therapy has evolved steadily
through extensive clinical trials. The Danish Breast Cancer Cooperative
Group (DBCG) 82bc studies demonstrated a clear overall survival
benefit with chest wall and regional lymph node irradiation following
mastectomy. More recently, an EBCTCG meta-analysis revealed that
regional nodal radiotherapy significantly reduces all-cause mortality.
These findings underscore that controlling nodal disease—by surgery
or radiotherapy—must benefit many patients. On the surgical side,
the focus now is on identifying those who may not need axillary

surgery, guided by step-by-step clinical trials. Results from ACOSOG }\°
Z0011, AMAROS, and SENOMAC have already led to the omission of Z.
axillary dissection in patients with one or two positive lymph nodes. )

Following this, the SOUND and INSEMA trials suggested that even —

sentinel node biopsy might be safely omitted in certain early-stage
patients, and ongoing studies such as NAUTILUS and BOOG 13-08
aim to further broaden these indications. In Korea, the newly
launched NEO-NAUTILUS trial will apply these principles to patients
undergoing neoadjuvant therapy. Collectively, these efforts seek to
pinpoint the patient subsets for whom axillary surgery is unnecessary,
ultimately improving quality of life by reducing overtreatment and its
associated morbidities.
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MTE1 MTE2

Breast MRI update: Screening and Pre-operative PAUDTAENIE

Evaluation

Department of Radiology, The University of Chicago
Hiroyuki Abe

Breast MRI plays a critical role in both screening and pre-operative
assessment, with evolving indications and protocols aimed at
improving diagnostic accuracy and patient outcomes. High-risk
screening with MRI is well-established, supported by numerous
studies and guidelines. The role of MRI in intermediate-risk groups
remains under discussion, with ongoing debate about risk thresholds
and cost-effectiveness. Standard and abbreviated MRI protocols offer
trade-offs in accessibility and comprehensiveness, with insurance
coverage remaining a significant consideration.

In the pre-operative setting, MRI offers clear advantages in detecting
additional malignancies and delineating the extent of disease, which
can reduce re-excision rates. However, its limitations include false
positives, patient anxiety, and potential delays in treatment. Advanced
MRI technologies such as 3T scanners and rapid acquisition techniques
enhance imaging quality and diagnostic confidence. Appropriate use
of pre-operative MRI is most beneficial in patients with dense breasts,
younger age, high-risk features, and certain histologies such as ILC or
non-calcified DCIS. Effective collaboration between radiologists and
surgeons, including trust in MR-directed ultrasound and timely MRI-
guided biopsies, is essential for maximizing the clinical value of breast
MRI.

MTE3
Becoming a Leader in the USA: A Message to the Next
Generation of Cancer Professionals

University of Hawai‘i Cancer Center
Naoto Ueno

For young cancer professionals in Japan and around the world, the
journey toward leadership in the United States brings both challenges
and remarkable opportunities. Based on my experience as a Japanese
American breast medical oncologist and cancer researcher—and now
as the Director of a National Cancer Institute (NCI) -designated
cancer center—this session will offer practical insights on how to build
a meaningful and impactful career. Key points include:

Finding and building relationships with the right mentors

Overcoming cultural and language barriers in U.S. academic medicine
Making strategic career decisions—from trainee to independent leader
Embracing team science, collaboration, and community-focused work
Leading with authenticity while honoring your cultural identity, This
session is for those who dream of shaping the future of cancer care—
not only through research or clinical excellence but also by inspiring
others, driving innovation, and creating systems that elevate
everyone. Whether you aim to become a principal investigator,
research leader, or program director, leadership is within reach—with
vision, resilience, and a commitment to serve.

I welcome your questions and hope to share lessons learned so you
can avoid some of the mistakes I' ve made along the way. Let’s grow
together.
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Breast Oncology and Surgery, Roswell Park Comprehensive Cancer Center
Kazuaki Takabe
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'Department of Translational Medicine, Diagnostic Radiology, Lund University.
*Department of Imaging and Physiology, Sk&ne University Hospital.
*Department of Diagnostic Imaging and Nuclear Medicine, Kyoto University
Graduate School of Medicine

Akane Ohashi'2, Masako Kataoka®
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Treatment and Prevention of Bone Metastasis

Department of Oncology and Metabolism, University of Sheffield
Robert Coleman

Bone metastases are common in advanced breast cancer and may
cause major morbidity including fractures, pain, nerve compression
and hypercalcemia. The experience of patients has been transformed
hrough optimum multidisciplinary management and the use of both
systemic treatments to treat the underlying cancer and bone-targeted
treatments to improve the structural integrity of bone. The duration of
disease controi has steadily improved over recent years with a marked
decline in the frequency and severity of skeletal complications,
reduced bone pain and improved quality of life. Typically, bone
targeted therapy are initiated at diagnosis of bone metastases and
continued alongside sequential systemic anticancer treatments
throughout the clinical course of the disease. As underlying treatment
effects improve, attention is being given to extending the interval
between bone targeted treatments to minimise adverse events and
patient acceptability. Due to the profound effects of bisphosphonates
and denosumab on bone physiology and the bone microenvironment,
the potential of bone-targeted agents to modify the process of
metastasis has been studied extensively. Many adjuvant trials with
bisphosphonates in early breast cancer have been performed with
variable outcomes in terms of disease recurrence reported, with
treatment benefits influenced by the age and menopausal status of
the patients. Meta-analysis of all randomised trials shows that the use
of adjuvant bisphosphonates reduces bone metastases with
prevention of one in six breast cancer deaths at 10 years. Biomarkers
that can predict patient benefit from the use of bone targeted
treatments in the adjuvant setting include tumour expression of the
transcription factor, MAF. Benefits from adjuvant bisphosphonates are
only seen in the 80% of patients with normal levels of expression
irrespective of menopausal status and age, while over-expression is
associated with a poor prognosis and a higher rate of visceral
metastases.
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IL2

Future Strategies in the treatment of hormone
sensitive breast cancer with anti-hormone therapies
+/- targeted therapies

University of Nottingham, Royal Derby Hospital
John Robertson

Targeting estrogen receptor (ER) by estrogen deprivation, ER blockade &/
or degradation have by themselves all proved efficacious strategies in
hormone sensitive breast cancer but appear to have differing mechanisms
of resistance. The presentation will review the effectiveness of aromatase
inhibitors (Als) , different Selective Estrogen Receptor Down-regulators
(SERDs) and Protac inhibitors (PI) as strategies for inhibiting ER pathway
and clinical outcomes. Pre-surgical studies are used as a way of predicting
clinical efficacy, through comparing drugs targeting ER and/or downstream
markers like Ki67. While the interplay of pharmacokinetics and
pharmacodynamics is appreciated in assessing an optimal dose for clinical
development of a drug, the timing of the on-treatment biopsy and its
importance to each marker being measured and dose (s) being assessed
are less well understood yet may critically impact conclusions.

Therapeutic studies must compare not simply a new drug versus the
current standard therapy but should be required to investigate different
sequences of drug regimens (eg crossover) . TheSONIA trial is an example
where the sequence a CDK 4/6 inhibitor in combination with an endocrine
therapy was used in 1st or 2nd line, which did not significantly impact
Progression Free Survival 2 (PFS2) or overall survival (OS) , yet resulted in
significant differences in terms of side effects &/or cost-benefit. Future
individual studies should assess whether regimens with an increasing
number of targeted therapies combined have better outcomes (eg 0S)
compared to sequential use of the same agents. Likewise, should new
endocrine agents target wild type ER (all) or pan-mutant ER (torch) or
selective mutant ER (laser) ?

Future strategies must address all these points and continually refine an
optimal sequence of drug therapies which deliver improved outcomes in
terms of overall survival with as minimal side-effects as possible and lower
cost.
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