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A B S T R A C T

Background: Antibody–drug conjugates (ADCs) have emerged as potent targeted therapies in advanced breast 
cancer, offering new options across HER2-positive, HR-positive/HER2-negative, and triple-negative subtypes. To 
address the rapidly evolving evidence, the Taiwan Breast Cancer Society (TBCS) convened an expert panel to 
develop consensus guidelines for integrating ADCs into clinical practice.
Methods: A multidisciplinary panel conducted systematic literature review and iterative discussions, identifying 
nine key topics. They formulated 31 consensus statements, graded by level of evidence and strength of re
commendation, all of which reached ≥ 85 % agreement.
Results: Trastuzumab deruxtecan (T-DXd) is recommended as the preferred second-line treatment for HER2- 
positive metastatic breast cancer, with T-DM1 as an alternative when T-DXd is unavailable. T-DXd retains 

https://doi.org/10.1016/j.soi.2025.100193 
Received 19 May 2025; Received in revised form 30 July 2025; Accepted 22 September 2025
2950-2470/© 2025 The Authors. Published by Elsevier Inc. on behalf of Society of Surgical Oncology. This is an open access article under the CC BY-NC-ND license 
(http://creativecommons.org/licenses/by-nc-nd/4.0/). 

]]]] 
]]]]]]

⁎ Correspondence to: Division of General Surgery, Changhua Christian Hospital, No. 135, Nanxiao St., Changhua, Changhua 500, Taiwan.
⁎⁎ Correspondence to: Breast Surgery, Department of Surgery, Taipei Veterans General Hospital, No.201, Section 2, Shipai Rd., Beitou Dist, Taipei 112, Taiwan.

⁎⁎⁎ Correspondence to: Department of Medical Oncology, National Taiwan University Cancer Center, No. 57, Ln. 155, Section 3, Keelung Rd., Da'an Dist, Taipei 106, 
Taiwan.

⁎⁎⁎⁎ Correspondence to: Comprehensive Breast Health Center, Department of Surgery, Taipei Veterans General Hospital, No.201, Section 2, Shipai Rd., Beitou Dist., 
Taipei 112, Taiwan.

E-mail addresses: 1886@cch.org.tw (S.-T. Chen), chishenh74@gmail.com (C.-C. Huang), yslu@ntu.edu.tw (Y.-S. Lu), Cyliu3@gmail.com (C.-Y. Liu).

https://doi.org/10.1016/j.soi.2025.100193
http://www.sciencedirect.com/science/journal/29502470
https://www.surgoncinsight.org
https://doi.org/10.1016/j.soi.2025.100193
http://creativecommons.org/licenses/by-nc-nd/4.0/
http://crossmark.crossref.org/dialog/?doi=10.1016/j.soi.2025.100193&domain=pdf
http://crossmark.crossref.org/dialog/?doi=10.1016/j.soi.2025.100193&domain=pdf
mailto:1886@cch.org.tw
mailto:chishenh74@gmail.com
mailto:yslu@ntu.edu.tw
mailto:Cyliu3@gmail.com


efficacy in HER2-low disease and brain metastases. In HR-positive/HER2-negative MBC, both T-DXd and saci
tuzumab govitecan (SG) improve outcomes after endocrine therapy and CDK4/6 inhibitors, regardless of HER2- 
low (IHC 1 +/2 +) or IHC 0 status. In triple-negative breast cancer, SG offers significant survival benefit in 
refractory cases. There is currently no evidence supporting routine sequential use of multiple ADCs.
Conclusions: The TBCS guideline provides practical recommendations for integrating ADCs into the treatment of 
advanced breast cancer based on current evidence. It supports biomarker-guided agent selection across subtypes 
and highlights the need for continued research on sequencing strategies and optimal clinical positioning.

1. Introduction

Breast cancer remains the most common malignancy in Taiwanese 
women, with advanced breast cancer presenting persistent therapeutic 
challenges, including the development of drug resistance and mana
ging treatment-related toxicities. While traditional chemotherapy and 
targeted agents have improved patients’ outcomes, the eventual ex
haustion of standard treatment options remains a significant hurdle. In 
recent years, antibody–drug conjugates (ADCs) have emerged as a 
novel class of therapeutics that combine the specificity of monoclonal 
antibodies with highly potent cytotoxic payloads.1,2 This targeted 
delivery mechanism aims to widen the therapeutic window and 
minimize systemic exposure and associated toxicities compared to 
traditional chemotherapy.1,2 The introduction of ADCs such as tras
tuzumab emtansine (T-DM1), trastuzumab deruxtecan (T-DXd), and 
sacituzumab govitecan (SG) has transformed the treatment landscape 
of advanced breast cancer, particularly in HER2-positive and triple- 
negative subtypes.3–5

T-DM1 was among the initial antibody–drug conjugates to sig
nificantly improve outcomes in HER2-positive metastatic breast 
cancer (MBC). In the Phase III EMILIA trial, T-DM1 demonstrated 
superior efficacy compared to conventional therapy, with a median 
progression-free survival of 9.6 months (versus 6.4 months) and a 
prolongation of overall survival.3,6 Subsequently, the second-genera
tion ADC T-DXd showed dramatically improved efficacy in HER2-po
sitive disease. The pivotal DESTINY-Breast03 trial found T-DXd re
duced the risk of progression by 72 % compared to T-DM1 in patients 
previously treated with trastuzumab and taxane (HR=0.28, 
p  <  0.001).7 Beyond its impact in HER2-positive disease, T-DXd has 
also shown activity in HER2-low breast cancer—a newly recognized 
subset defined by low-level HER2 expression (IHC 1 + or IHC 2 +/ 
ISH-negative). The landmark DESTINY-Breast04 trial established T- 
DXd as the first effective targeted therapy for HER2-low tumors, sig
nificantly improving survival in both HR-positive and HR-negative 
cohorts.3 Similarly, SG has represented a significant breakthrough in 
the treatment of triple-negative breast cancer (TNBC), with the phase 
III ASCENT trial demonstrating a tripling of median progression-free 
survival (PFS) versus chemotherapy (5.6 vs 1.7 months) and nearly 
doubling of median overall survival (OS) (12.1 vs 6.7 months) in 
heavily pretreated TNBC patients.4

With these advances, clinicians now face complex questions re
garding the optimal integration of ADCs into the treatment algo
rithm.1 Key questions include: identifying the patient populations 
most likely to benefit from ADCs, determining the optimal timing of 
administration, and understanding the influence of HER2-low or ul
tralow status on treatment selection 8,9 and the potential role for se
quential use of multiple ADCs.10 Furthermore, unique toxicities such 
as interstitial lung disease from T-DXd 11 and severe neutropenia from 
SG 4 require special consideration in routine practice. In Taiwan, rapid 
regulatory approvals of T-DXd and SG have expanded access but also 
necessitate guidance on optimal use. To address these needs, a Tai
wanese expert panel was convened to develop consensus re
commendations for the clinical integration of ADCs in advanced breast 
cancer. This article presents the panel’s consensus statements along 
with the supporting evidence and rationale for each, providing a 
comprehensive framework for oncologists to guide the application of 
these novel therapies in practice.

2. Methods

2.1. Expert panel composition

The Taiwan Breast Cancer Society (TBCS) assembled a multi
disciplinary expert panel of 13 members specializing in breast cancer. 
Members were selected based on clinical expertise and research experience 
with breast cancer therapeutics, particularly ADCs. The panel was charged 
with developing consensus statements on the use of ADCs in advanced 
breast cancer, focusing on integration into current treatment strategies, 
biomarker issues, toxicity management, and emerging challenges.

2.2. Literature review

Panel subgroups performed systematic reviews of literature for their 
assigned topics using sources including Google Scholar, PubMed, and 
major oncology society websites. Search terms such as “antibody–drug 
conjugate”, “ADC”, “mechanism”, and “immune effect” were used in 
various combinations. Given that only three ADCs are currently ap
proved for breast cancer in Taiwan (Table 1), broader inclusion criteria 
were adopted to reference mechanistic insights from studies beyond 
breast cancer, particularly where immunologic mechanisms were more 
clearly described (e.g., Section 1 Statement 2, studies involving mul
tiple myeloma were cited to illustrate immune-related effects of ADCs). 
Evidence was gathered from clinical trial publications, conference 
proceedings, existing guidelines (e.g., ASCO, NCCN, ESMO etc.), and 
relevant meta-analyses or systematic reviews. Key data from pivotal 
phase II–III trials (EMILIA, DESTINY-Breast series, ASCENT, TROPiCS- 
02, TROPION-Breast01, etc.) and significant cohort studies were sum
marized. In total, over 70 publications were considered as the evi
dentiary basis for the consensus.

2.3. Consensus development

Nine topic areas were predefined by the steering committee (cov
ering ADC mechanism, HER2-ultralow definition, HER2-positive/HR- 
positive/TNBC treatment pathways, biomarkers, toxicities, brain me
tastases, and sequential ADC use). For each topic, draft statements were 
formulated to reflect best practices or recommendations, along with 
proposed grading of evidence quality and recommendation strength. 
The panel adopted a modified Delphi process: initial statements were 
circulated via email for comments and then discussed in a series of 
virtual meetings between September and November 2024. Statements 
were revised for clarity and accuracy through iterative feedback until 
preliminary consensus was achieved.

2.4. Evidence grading

The quality of supporting evidence for each statement was graded as 
Level I, II, or III, using criteria adapted from the US Preventive Services Task 
Force and GRADE approach.12 Level I evidence was defined as evidence 
from at least one well-conducted randomized controlled trial (or meta- 
analysis of RCTs). Level II evidence included data from well-designed non- 
randomized studies, cohort or case-control studies, or large series. Level III 
evidence was based on expert opinion, case reports, or descriptive studies. 
Concurrently, the strength of each recommendation was categorized as: A 
(strong recommendation), B (moderate recommendation), C (weak), or D 
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(recommendation against use). By predefined voting rules, a statement re
quired ≥85 % agreement to be assigned a strength of A or B, ≥50 % (but 
< 85 %) for C, and ≥25 % for D. Statements not achieving consensus were 
to be revised or discarded.

2.5. Consensus approval

The final consensus meeting was held in person on December 29, 
2024, during the "2024 ADC Consensus Symposium" in Taipei. Panel 
members reviewed the collated evidence and voted anonymously on 
each statement’s acceptance and recommendation grade. All 31 state
ments across the nine topics met the consensus threshold for accep
tance; none required further modification after this meeting. The entire 
consensus document was then reviewed and officially endorsed by the 
TBCS Board in February 2025.

2.6. Manuscript preparation

The approved consensus statements and supporting discussions were 
compiled into this manuscript. For each topic, we present the consensus 
statements followed by a narrative discussion that elaborates on the 
clinical evidence, rationale, and relevant contextual considerations. In-text 
citations and the reference list follow AMA style, numbered by order of 
appearance. This consensus guideline is intended to aid clinical decision- 
making in Taiwan and is not intended as a legal standard of care. It will be 
updated as new data and ADC therapeutics continue to evolve.

3. Results

3.1. ADCs: a novel therapeutic class

ADCs represent a distinct and novel therapeutic class that bridges 
targeted therapy and chemotherapy.1,2 Unlike traditional che
motherapy, which circulates systemically and affects both cancerous 
and healthy proliferating cells, ADCs deliver cytotoxic drugs directly to 
cancer cells via antigen-specific antibodies. This design markedly im
proves the therapeutic index by concentrating on the drug effect in 
tumor tissue while limiting systemic exposure.1,2 For example, T-DXd 
couples an anti-HER2 antibody to a topoisomerase I inhibitor, achieving 
drug concentrations in HER2-expressing tumor cells far higher than 
could be attained safely with untargeted chemotherapy.1,2 Based on 
their unique design and mechanisms of action, the expert panel de
veloped the following consensus statements:

Consensus statements: 

1. ADCs are biopharmaceuticals that combine a highly potent cytotoxic 
payload conjugated to a target-specific monoclonal antibody via a 
linker, improving the therapeutic window and reducing off-target 
effects.1,2,13,14 (QoE: I; SoR: A)

2. The anti-tumor efficacy of ADCs can be attributed to the following 
mechanisms15–20:

(1) Upon binding to the antigen on cancer cells, the ADC is internalized 
and releases its cytotoxic payload. (QoE: II; SoR: A);

(2) The released payload may induce a bystander effect, killing ad
jacent tumor cells regardless of target expression. (QoE: II; SoR: A);

(3) The anticancer activity of ADC may also engage in antibody-de
pendent cell-mediated cytotoxicity (ADCC), antibody-dependent 
cellular phagocytosis (ADCP), and complement-dependent cyto
toxicity (CDC) effects. (QoE: III; SoR: C)

3. The innovative mechanisms of ADCs set them apart from conven
tional targeted chemotherapies. Nevertheless, each ADC exhibits 
unique properties.21 (QoE: I; SoR: A)

3.2. Definition, detection, and reproducibility of the HER2-ultralow 
category

Following the clinical recognition of "HER2-low" breast cancer, in
terest has extended to defining and accurately identifying HER2-ul
tralow tumors. These tumors typically appear as IHC 0 by initial as
sessment but may exhibit trace or incomplete HER2 membrane staining 
in ≤ 10 % of tumor cells.8,9 The PATHWAY anti-HER2/neu (4B5) assay 
is a widely used, analytically validated IHC method with lower inter- 
assay variability, particularly in detecting low and ultralow HER2 ex
pression.22 Establishing a clear definition and ensuring reproducible 
detection of this subgroup are crucial for guiding treatment decisions. 
The expert panel reached the following consensus:

Consensus statements: 

1. HER2-ultralow is defined as HER2 IHC 0 with faint, partial mem
brane staining in ≤ 10 % of tumor cells).11 (QoE: I; SoR: A)

2. Due to notable inter-assay variabilities in the HER2 IHC test, one 
may consider using the 4B5 kit with its validated staining protocol 
as a companion test.11,22,23 (QoE: II; SoR: B)

3. Before assigning a score of HER2 IHC 0 (no staining), pathologists 
should examine the entire tumor area under high-power magnifi
cation (40 × objective) to confirm the absence of any faint partial 
membrane staining.24 (QoE: II; SoR: B)

3.3. Integrating ADCs into the treatment roadmap of HER2-positive 
advanced breast cancer

Historically, T-DM1 was the standard second-line ADC for HER2- 
positive MBC following trastuzumab–pertuzumab plus chemotherapy, 
based on EMILIA trial.6 However, DESTINY-Breast03 trial established 
T-DXd as superior in both PFS and OS, leading it to become the pre
ferred second-line therapy in this setting.7 T-DXd’s enhanced efficacy in 
HER2-positive disease is likely driven by its potent payload and the 
bystander effect. Based on evolving evidence and clinical experience, 
the expert panel provides the following consensus statements for in
tegrating ADCs into the treatment of HER2-positive advanced breast 
cancer:

Consensus statements: 

1. T-DXd is indicated in patients with HER2-positive MBC previously 
treated with a taxane and trastuzumab with/without pertuzumab in 
the metastatic setting. Although T-DXd is currently the preferred 
second-line treatment following trastuzumab-based therapy, it re
tains clinical activity and may still be considered as a third- or later- 
line option after prior T-DM1 exposure.7,25–27 (QoE: I; SoR: A)

2. T-DM1 is indicated in patients with HER2-positive advanced breast 
cancer, who had been previously treated with a taxane and trastu
zumab with/without pertuzumab in the metastatic setting. T-DM1 is 
a second- or later-line treatment option after progression on a taxane 
and trastuzumab with/without pertuzumab in cases where/when T- 
DXd is not available.28–30 (QoE: I; SoR: A)

3. If T-DXd is discontinued due to toxicity, such as interstitial pneu
monitis, T-DM1 may be considered as a subsequent treatment op
tion.7,25,27 (QoE: II; SoR: A)

4. T-DXd demonstrates central nervous system (CNS) activity in pa
tients with HER2-positive advanced breast cancer. This includes 
efficacy in those with active brain metastases, both newly diagnosed 
and previously-treated brain metastases that are progressing.31,32

(QoE: I; SoR: A)
5. T-DM1 shows potential efficacy as a treatment for HER2-positive 

breast cancer in patients with brain metastases, particularly when 
the metastases are stable and in cases where/when T-DXd is not 
available.33 (QoE: II; SoR: B)
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3.4. Integrating ADCs into the treatment roadmap of HR-positive/HER2- 
negative advanced breast cancer

In the management of endocrine-resistant HR-positive, HER2-ne
gative MBC, systemic chemotherapy has historically constituted the 
primary treatment backbone after endocrine therapy failure. However, 
the therapeutic landscape has evolved significantly with the introduc
tion of novel ADCs. Specifically, T-DXd has emerged as a targeted 
therapy option for patients with HER2-low disease, demonstrating 
significant prolongation of both progression-free survival and overall 
survival in the landmark DESTINY-Breast04 trial.3 Concurrently, SG, an 
anti-TROP2 ADC, has also shown improved PFS and OS in heavily 
pretreated HR-positive MBC patients in the TROPiCS-02 study.34,35

Both T-DXd and SG have demonstrated efficacy in the HER2-low sub
group within this population, though their optimal positioning within 
the treatment sequence relative to prior chemotherapy differs, with T- 
DXd typically utilized after approximately one line of chemotherapy 
and SG generally after two or more lines. Recently, Datopotamab der
uxtecan (Dato-DXd), another TROP2-directed ADC, has demonstrated 
statistically significant improvements in progression-free survival 
compared to standard chemotherapy in previously treated HR-positive/ 
HER2-negative MBC. Its favorable safety profile and less frequent he
matologic toxicity suggest it may represent an additional therapeutic 
option in this population.36 Based on this evolving evidence and clinical 
experience, the expert panel developed the following consensus re
commendations for integrating ADCs into the treatment of HR-positive/ 
HER2-negative advanced breast cancer:

Consensus statements: 

1. T-DXd can be used in patients who have progressed upon endocrine 
therapy and ≥1 line of chemotherapy in HR-positive/HER2 IHC 
1 + or 2 + /ISH negative MBC.3 (QoE: I; SoR: A)

2. T-DXd is an effective treatment for patients with HR-positive/HER2- 
low or ultralow MBC after ≥ 1 prior line of endocrine therapy 
(ET).37 (QoE: I; SoR: A)

3. Anti-TROP2 ADC (e.g., SG) may be used for HR-positive/HER2-ne
gative metastatic or locally advanced unresectable breast cancer 
after prior treatment including ET, a CDK4/6 inhibitor, and ≥ 2 
lines of chemotherapy in the MBC setting.34,35 (QoE: I; SoR: A)

4. Subgroup analysis demonstrated anti-TROP2 ADC (e.g. SG) used in 
HR-positive/HER2-negative MBC, including HER2-low and HER2 
IHC0, are consistent with that observed in the overall trial popula
tion.34,35 (QoE: II; SoR: A)

5. Both T-DXd and SG have demonstrated activity in patients with 
metastatic HER2-low, HR-positive MBC after progression on ET. For 
patients who have received chemotherapy, T-DXd is generally pre
ferred after the first line of chemotherapy; however, no direct 
comparative data are currently available between T-DXd and SG in 
the post–second-line chemotherapy setting.38 (QoE: II; SoR: B)

6. There is currently insufficient evidence to support using ADC after 
progression on prior ADC in HR-positive/HER2-negative (including 
HER2-low, -ultralow and IHC0) MBC.10,39 (QoE: II; SoR: B)

7. Dato-DXd is a potential new option for patients with previously 
treated, endocrine-resistant HR-positive/HER2-negative MBC. It 
was associated with improved PFS, regardless of prior duration of 
CKD4/6 inhibitors and presence/absence of brain metastases at 
baseline.36 (QoE: I; SoR: A)

3.5. Integrating ADCs into the treatment roadmap of HR-negative/HER2- 
negative (Triple-Negative) advanced breast cancer

Historically, HR-negative/HER2-negative, or triple-negative breast 
cancer (TNBC), has been characterized by aggressive behavior and a 
lack of durable treatment options following initial chemotherapy for 
advanced disease. The introduction of SG, an anti-TROP2 ADC, has 
significantly shifted this paradigm, demonstrating substantial 

improvements in PFS and OS in heavily pretreated patients based on the 
pivotal ASCENT trial (PFS: 5.6 vs 1.7 months; OS: 12.1 vs 6.7 months).4

Furthermore, T-DXd, approved for HER2-low breast cancer, represents 
a potential treatment option for the subset of TNBC patients whose 
tumors exhibit HER2-low expression (IHC 1 + or 2 +). Based on the 
available evidence and clinical experience, the expert panel provides 
the following consensus recommendations for integrating ADCs into the 
management of TNBC:

Consensus statements: 

1. In TNBC advanced breast cancer, current evidence supports the use 
of SG for patients who have progressed after at least two prior lines 
of therapy, including at least one line in the metastatic setting.40

(QoE: I; SoR: A)
2. In TNBC advanced breast cancer, current evidence supports the use 

of T-DXd for patients who have progressed after at least one prior 
line of chemotherapy in the metastatic setting.41 (QoE: I; SoR: A)

3. No sufficient evidence support using ADC after progression on prior 
ADC in TNBC MBC.42,43 (QoE: II; SoR: B)

4. Both T-DXd and SG have shown clinical activity in patients with 
HER2-low TNBC.40,41 (QoE: II; SoR: B)

5. SG may be considered before T-DXd in this setting.40–43 (QoE: II; 
SoR: B)

3.6. Biomarker issues for ADCs

The efficacy of T-DM1 and T-DXd is dependent on HER2 expression, 
necessitating a tumor HER2 status of IHC ≥ 1 + (with or without in 
situ hybridization [ISH] amplification) for patient selection and an
ticipated clinical benefit.3,5 In contrast, while TROP2 is the target an
tigen for SG, the assessment of TROP2 expression level is not mandatory 
for selecting candidates for SG therapy.4,44,45 However, there is no 
specific threshold of TROP2 expression has been established that re
liably predicts or precludes patient benefit from SG in routine clinical 
practice. Accordingly, the expert panel reached the following consensus 
regarding predictive biomarkers for these ADCs:

Consensus statements: 

1. HER2 is the only biomarker to predict the therapeutic efficacy of T- 
DM1 and T-DXd in breast cancer patients.3,11,27,28,46 (QoE: I; SoR: A)

2. Based on current evidence, examination of TROP-2 expression level 
is not necessary when considering SG therapy.34,35,41 (QoE: I; SoR: 
A)

3.7. Toxicity profiles and guidance on managing ADC-related toxicity

Understanding the unique toxicity profiles associated with ADCs is 
crucial for safe clinical practice. Each ADC's toxicity spectrum is in
trinsically linked to the interplay of its specific components: the anti
body target's expression in normal tissues, the linker's stability (influ
encing premature payload release), and the payload's intrinsic potency 
and mechanism of action.11,47 A critical toxicity requiring vigilance is 
interstitial lung disease (ILD), observed in approximately 10–15 % of 
patients treated with trastuzumab deruxtecan (T-DXd), which can be 
severe and even fatal.11,47,48 Prompt recognition, immediate drug in
terruption, and corticosteroid initiation are paramount if ILD is sus
pected; Grade ≥ 2 ILD necessitates permanent discontinuation.11,47,48

SG commonly causes hematological toxicities, particularly severe neu
tropenia, and gastrointestinal adverse events such as diarrhea, re
flecting the systemic exposure to its payload (SN-38, an irinotecan 
metabolite).4 Ocular toxicities, including dry eye and conjunctivitis, are 
also recognized adverse events associated with T-DM1, T-DXd, and 
other next-generation ADCs.49 While general principles of che
motherapy toxicity management (e.g., use of G-CSF for neutropenia, 
antiemetics) remain essential, ILD and ocular surveillance represent 
unique considerations in routine ADC management. Based on the 
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distinct toxicity profiles and the need for specific management strate
gies, the expert panel provides the following consensus statements:

Consensus statements: 

1. The toxicities associated with ADCs are primarily driven by payload 
release and target antigen expression in normal tissues. Linker sta
bility and the degree of internalization also influence the toxicity 
profile. These adverse events may occur as off-tumor toxicities 
through either on-target or off-target effects.50,51 (QoE: I; SoR: A)

2. ADC-related toxicities vary depending on both the cytotoxic payload 
and the target antigen. Some toxicities are unique to specific ADCs, 
while others may result in severe or potentially life-threatening 
complications.49–59 (QoE: I; SoR: A)

3. Management of common ADC-related toxicities generally aligns 
with principles used for chemotherapy toxicities. Updated guide
lines provide practical recommendations for monitoring and inter
vention. Patient education, clinical vigilance, and timely recognition 
and management remain essential. This section emphasizes toxi
cities with potentially serious consequences (e.g., interstitial lung 
disease [ILD]) and those more frequently observed with ADCs.49

(QoE: I; SoR: A)
4. Drug-induced pneumonitis or ILD has been reported in approxi

mately 10 % of patients treated with T-DXd and to a lesser extent 
with other ADCs. Mechanisms may involve direct cytotoxicity or 
immune-mediated injury. General management principles in
clude49,52,55:
* Careful assessment of clinical symptoms, exposure history, chest 
imaging, pulmonary function, and laboratory tests for early diag
nosis and grading. * Initiation of corticosteroids is recommended for 
grade ≥ 2 ILD and may be considered for grade 1 * Rechallenge 
with T-DXd may be cautiously considered only in grade 1 ILD after 
recovery; permanent discontinuation is warranted for grade ≥ 2 
events. Management should follow updated international guide
lines.52 (QoE: II; SoR: A)

5. Ocular toxicities associated with ADCs include corneal epithelial 
changes, conjunctivitis, and lacrimal duct inflammation. Common 
symptoms are dry eyes, blurred vision, excessive tearing, and visual 
disturbances. Routine ophthalmologic evaluation and prophylactic 
use of lubricating eye drops are advised. The incidence of all-grade 
ocular toxicity is 3–6 % with T-DM1 and T-DXd, and up to 16–21 % 
with Dato-DXd, mostly of mild severity.49,58,60–62 (QoE: I; SoR: A)

6. Oral mucositis or stomatitis occurs in 50–70 % of patients receiving 
certain ADCs such as Dato-DXd, typically with mild severity. 
Preventive and supportive care—including dental evaluation, im
proved oral hygiene, steroid mouthwash, ice chips, antifungal 
agents, and dietary modifications—may help reduce complications 
such as bleeding, infection, and malnutrition.49,63,64 (QoE: II; SoR: 
A)

3.8. Understanding the activity of ADCs in brain metastasis

Brain metastasis is a significant clinical challenge in HER2-positive 
MBC, affecting up to 50 % of patients.32 Historically, management has 
relied heavily on local interventions such as radiation therapy and 
surgery. The advent of novel systemic therapies with demonstrable CNS 
activity has begun to shift this paradigm. T-DXd has shown remarkable 
intracranial efficacy, achieving high objective response rates (approxi
mately 73.3 %) in patients with active brain metastases in dedicated 
clinical trials.32 This potent CNS activity has established T-DXd as a 
preferred first-line systemic therapy option for patients with HER2- 
positive MBC and CNS involvement. While less potent and not the 
preferred option for active disease, T-DM1 has also shown some evi
dence of CNS benefit and may be considered as an alternative in pa
tients with stable brain metastases when T-DXd is contraindicated or 
inaccessible.33 Ongoing prospective trials are further investigating the 
optimal strategies for integrating these ADCs with local therapy for 

comprehensive CNS management. Based on the accumulating evidence 
regarding the CNS activity of ADCs, the expert panel provides the fol
lowing consensus statements:

Consensus statements: 

1. T-DXd has demonstrated efficacy in controlling both systemic dis
ease and brain metastases in patients with HER2-positive MBC. 
Notably, it offers substantial intracranial activity even in patients 
with untreated or progressing brain metastases following prior 
therapies.32,65 (QoE: I; SoR: A)

2. T-DM1 may provide clinical benefit in patients with HER2-positive 
MBC and stable brain metastases. It remains a potential alternative 
in cases where T-DXd is contraindicated or unavailable.66 (QoE: II; 
SoR: B)

3. Additional clinical data are needed to identify which subsets of 
patients with metastatic TNBC and stable brain metastases may 
derive benefit from SG.67–69 (QoE: II; SoR: B)

3.9. Sequential use of ADCs with and without interruption

With the increasing availability of multiple ADCs across various 
breast cancer subtypes, a critical clinical question arises: whether pa
tients who have progressed on one ADC can derive meaningful benefit 
from treatment with another ADC.10 The current evidence base ad
dressing sequential ADC use is limited, primarily consisting of retro
spective analyses and small series. These data tentatively suggest that 
switching the antibody target (e.g., from HER2 to TROP2) or utilizing a 
payload with a different mechanism of action (e.g., from a tubulin in
hibitor like DM1 to a topoisomerase I inhibitor like DXd or SN-38) may 
potentially circumvent mechanisms of acquired resistance developed 
against the initial ADC.70 However, robust prospective clinical trials 
specifically designed to evaluate ADC sequencing strategies are cur
rently lacking. Given this limited evidence, the expert panel emphasizes 
a cautious approach to routine sequential ADC usage and strongly en
courages enrollment in prospective clinical trials whenever possible. 
More comprehensive real-world data and dedicated "ADC after ADC" 
prospective studies are essential to clarify the viability, efficacy, and 
optimal strategies for sequential ADC administration. Reflecting the 
current evidence limitations and clinical considerations, the expert 
panel provides the following consensus statements on sequential ADC 
use:

Consensus statement: 

1. Sequential use of one ADC following another may be considered in 
selected patients. Ideally, the subsequent ADC should differ in either 
its target antigen or cytotoxic payload. However, sequential use of 
ADCs with overlapping targets or payload mechanisms is generally 
associated with reduced efficacy compared to frontline 
use.10,39,46,70–75 (QoE: II; SoR: B)

2. Currently, there is no established optimal sequence for ADC therapy. 
Moreover, the clinical impact of introducing a treatment gap be
tween two ADCs remains unclear.4,10,35,37,39,70,74,75 (QoE: II; SoR: B)

4. Discussion

These expert consensus statements collectively underscore the 
transformative impact of ADCs in the management of advanced breast 
cancer, establishing novel therapeutic pathways across HER2-positive, 
HER2-low, and triple-negative subtypes. As highlighted in the pre
ceding sections, T-DXd has emerged as the preferred second-line agent 
in HER2-positive MBC, succeeding T-DM1. Concurrently, SG and T-DXd 
have significantly expanded treatment options for patients with HR- 
positive/HER2-negative and triple-negative disease, respectively, based 
on their demonstrated efficacy in specific patient populations and lines 
of therapy. The accurate classification of HER2-low status through 
meticulous pathological assessment is pivotal for determining eligibility 
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for T-DXd, requiring careful differentiation of ultralow from true HER2 
IHC 0 tumors. In contrast, the widespread expression of TROP2 and the 
lack of an established predictive threshold mean that TROP2 testing is 
not required for patient selection for SG therapy, simplifying its clinical 
adoption. Vigilant management of unique ADC-related toxicities is 
imperative, with particular attention warranted for T-DXd-induced ILD 
and ocular adverse events associated with certain ADCs. Furthermore, 
the demonstrated intracranial efficacy of T-DXd represents a significant 
advancement, enabling systemic treatment approaches for brain me
tastases in HER2-positive MBC and potentially reducing sole reliance on 
local interventions.

Despite these significant advances, several key unresolved questions 
remain regarding the optimal use of ADCs, including defining the op
timal sequencing strategies when multiple ADCs are available and ex
ploring the potential for combining ADCs with other therapeutic 
modalities. Current evidence on sequential ADC use, primarily from 
retrospective analyses, suggests that altering the target and/or payload 
of the subsequent ADC may potentially overcome resistance mechan
isms from the initial ADC, leading to some level of efficacy. However, 
routine sequential ADC strategies currently lack robust confirmation 
from prospective clinical trials. Addressing these gaps necessitates 
dedicated future research focusing on rigorously evaluating different 
ADC sequencing regimens, investigating rational ADC combination 
strategies, identifying predictive and resistance biomarkers beyond 
current standards, and exploring the expansion of effective ADC use 
into earlier disease settings. Meanwhile, clinicians in Taiwan and 
globally can leverage the comprehensive framework provided by this 
consensus document to guide the integration of ADCs into multi
disciplinary cancer care. This guidance supports optimizing patient 
selection based on evolving biomarker understanding, proactively 
preventing and managing unique ADC-related toxicities, and co
ordinating systemic and local therapies effectively. By adhering to these 
evidence-based recommendations within a multidisciplinary setting, 
medical oncologists, surgical oncologists, radiation oncologists, pa
thologists, and other specialists involved in breast cancer care can 
further individualize therapy, aiming to improve both survival out
comes and quality of life for patients with advanced disease. 
Continuous updates to this guidance will be essential to reflect new data 
as the rapidly evolving field of ADCs progresses.

5. Conclusion

ADCs have reshaped the treatment paradigm for advanced breast 
cancer. This consensus statement by the TBCS offers practical, evi
dence-based recommendations for integrating ADCs across HER2-posi
tive, HER2-low, and triple-negative subtypes. Key considerations in
clude optimal agent selection based on biomarker status, appropriate 
treatment line placement, and proactive management of ADC-specific 
toxicities, such as ILD and ocular adverse events. While the optimal 
sequencing of ADCs remains under investigation, this document pro
vides a clinical framework to support individualized decision-making in 
daily practice. Continued updates will be essential as new data emerge 
to guide sequencing, combination strategies, and biomarker refinement.
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