
Objective
• 

additional patients of the T-DXd + durvalumab combination in BEGONIA.

Introduction
• Patients with HR−, HER2-low (immunohistochemistry [IHC] score 1+ or IHC 2+ and 

negative in situ hybridization [ISH]) advanced/metastatic breast cancer (a/mBC) 
have poor prognosis (median progression-free survival [PFS] of 5.9 months1).1,2

• Combining immune checkpoint inhibitors with 1L chemotherapy modestly 
improves outcomes but only in programmed cell death ligand-1 (PD-L1)–high 
triple-negative a/mBC, emphasizing a critical unmet need for patients with  
PD-L1–low disease and for further improving outcomes in PD-L1–high disease.3,4

• BEGONIA (NCT03742102) is an ongoing 2-part, open-label platform study, 

with other novel therapies in 1L triple-negative a/mBC, including HR−,  
HER2-low disease.5

• T-DXd is an antibody-drug conjugate consisting of a HER2-targeting antibody 
and topoisomerase I inhibitor payload that showed 50% objective response 
rate (ORR) and median PFS of 8.5 months in patients with previously treated 
HR−, HER2-low mBC (NCT03734029).6

• Early data from BEGONIA Arm 6 of T-DXd in combination with durvalumab were 
presented at ASCO 2021 (n=11) and showed promising responses.5

• For patients with HR−, HER2-low a/mBC, T-DXd in combination with durvalumab in the 1L setting shows a tolerable and manageable safety pr

• These updated results further demonstrate pr
 - Responses were observed in patients with HER2 IHC 1+ and IHC 2+/ISH− as well as with PD-L1–high and PD-L1–low tumors. 

• Results for T-DXd + durvalumab in the 1L setting from BEGONIA, as well as previously reported Phase 3 results of T-DXd alone in the second-line or 

BEGONIA Study Design

Results and Interpretation
• As of the data cutoff of July 22, 2022, 58 patients received T-DXd + durvalumab 

in Parts 1 and 2, with 28 receiving ongoing treatment (Table 1). 
 – Ten discontinued T-DXd + durvalumab because of an adverse event (AE), 19 

discontinued due to progression, and 4 for other reasons (more than 1 reason 
may have been reported). 

• Median (range) follow-up time was 13.4 (1–25) months.

• No DLTs were observed.
• Common AEs were mainly gastrointestinal and hematologic (Table 2).
• Grade 3/4 AEs were mainly hematologic; the most common were neutropenia 

(13 [22.4%]) and anemia (5 [8.6%]). 
• Durvalumab AESIs occurring in ≥10% of patients were diarrhea, hypothyroidism, 

interstitial lung disease (ILD)/pneumonitis, and rash; most cases were Grade 1/2.
• T-DXd AESIs occurring in ≥10% of patients were ILD/pneumonitis; most cases 

were Grade 1/2.
• The adjudication committee confirmed 8 cases of treatment-related  

ILD/pneumonitis: Grade 1 (n=3), Grade 2 (n=3), Grade 3 (n=1), and Grade 5  
(n=1; COVID-associated pneumonitis).

 – 2 additional cases are pending review.

Dotted reference lines at –30% and 20% indicate thresholds for partial response and progressive disease, respectively.
*If the best percentage change from baseline of target lesions cannot be calculated due to progression, withdrawal, or death, the value is imputed at +20%. “•” Patients with progressive disease as best overall response. 

Dotted reference lines at –30% and 20% indicate thresholds for partial response and progressive disease, respectively.

• With T-DXd + durvalumab treatment, 56.9% of patients had a confirmed tumor 
response (Table 3, Figure 1 ).

• Responses were durable, with 69.7% of patients having ongoing response at the 
data cutoff (Figure 2 ).

• Responses were observed in PD-L1–low and PD-L1–high tumors (Figure 1 ).
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Characteristic N=58
Age, median (range), years 54 (29–81)
Race, n (%)

White 
Asian 
Black/African American 
Other

39 (67.2) 
16 (27.6) 

2 (3.4) 
1 (1.7)

No prior treatment, n (%) 16 (27.6)
Prior treatments for early-stage disease, n (%)

Radiotherapy 
Cytotoxic chemotherapy 
   Taxane 
   Anthracycline 
   Platinum compound 
Hormonal therapy 
Targeted therapy

35 (60.3) 
37 (63.8) 
32 (55.2) 
37 (63.8) 
12 (20.7) 
16 (27.6) 

1 (1.7)
Visceral metastases a, n (%) 39 (67.2)
Lymph node metastases, n (%) 36 (62.1)
PD-L1 expression, n (%)  

High (TAP ≥10%) 
Low (TAP <10%) 
Missing

 7 (12.1) 
 45 (77.6) 
 6 (10.3)

HER2 expression, local testing, n (%)
IHC 1+  
IHC 2+ / ISH−

37 (63.8) 
21 (36.2)

a

N=58
Any Grade AE, n (%) 57 (98.3)
Common AEs (≥20% patients, any grade)

Nausea 
Fatigue 
Neutropenia 
Vomiting 
Alopecia 
Decreased appetite 
Anemia, constipation 
Asthenia, diarrhea

45 (77.6) 
30 (51.7) 
18 (31.0) 
17 (29.3) 
16 (27.6) 
15 (25.9) 

14 (24.1) each 
12 (20.7) each

Any Grade 3/4 AE 25 (43.1)
Any serious AE 12 (20.7)
Any treatment-related AEa

Grade 3/4
55 (94.8)
20 (34.5)

Any durvalumab AESI 43 (74.1)
Any T-DXd AESI 13 (22.4)
AE leading to T-DXd + D discontinuation 10 (17.2)
AE leading to dose interruption 32 (55.2)
AE leading to deathb 2 (3.4)

Table 1. Patient and disease characteristics

Table 2. Safety summary

N=58
Confirmed ORR, n (%)

95% CI 
CR  
PR

33 (56.9)
43.2–69.8 

1 (1.7) 
32 (55.2)

Unconfirmed ORR, n (%)
95% CI

35 (60.3)
46.6–73.0

Median PFS (95% CI), months 12.6 (8.3–NC)

CR, complete response; NC, not calculated; PR, partial response.

Table 3. Response and survival outcomes

Figure 1. Best change from baseline of target lesion size

Figure 2. Change from baseline in sum of target lesions over time

Eligibility criteria Part 1 Part 2 Expansion

Enrollment of additional 
27 patients in the 

novel treatment arm

Simon 2-stage evaluation of ORR to precede 
initiation of Part 2 for each novel treatment 

arm. If expansion criteria are met, then novel 
treatment arm may proceed to Part 2

Arms 2–7 only:
Safety run-in 

(up to 6 patients)

Arm 1: D + Paclitaxel (P) Arm 5: D + P + Oleclumab

Arm 2: D + P + Capivasertib Arm 7: D + Datopotamab Deruxtecan 

Primary endpoint ORR
Secondary endpoints PFS, DoR,  
 PFS6, OS

Primary endpoints  Safety and tolerability
Secondary endpoints ORR, DoR, PFS, OS

Methods
• -DXd + durvalumab were evaluated for  

dose-limiting toxicities (DLTs), no DLTs were observed, and additional patients 
were enrolled in Part 1 (previously reported5

proceeding to the Part 2 expansion.
• Tumors were assessed per Response Evaluation Criteria in Solid Tumors (RECIST) 

• 
eatment disease assessments, progressed, or died.

• PD-L1 was assessed using the VENTANA PD-L1 (SP263) Assay; expression 

immune cells with membranous staining (tumor area positivity [TAP]).
• A sample was considered PD-L1 high if it demonstrated ≥10% TAP PD-L1 

expression.
• HER2 expression was assessed locally by IHC and ISH, which may have  

escence or dual ISH methods.

Please scan this quick response (QR) code with your 
smartphone camera or app to obtain a copy of these 

• Unresectable locally advanced or 
metastatic Stage IV TNBC

• No prior treatment for Stage IV disease
• ≥12 months since taxane therapy for 

early-stage disease

• Eastern Cooperative Oncology Group 
performance status of 0–1

• Measurable disease per RECIST v1.1
• No autoimmune, inflammatory illnesses
• Adequate organ and marrow function

Additional criteria for T-DXd + durvalumab arm
• HER2-low tumor expression (per local testing; IHC 2+/ISH– or IHC 1+) and hormone 

receptor-negative tumors 
• No ongoing pulmonary disorders

Conclusions

Arm 6: T-DXd + durvalumab (D)
 T-DXd:  5.4 mg/kg IV Q3W
 Durvalumab: 

Treatment arm discussed in this presentation
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Poster

aArms 3 and 4, D + P + selumetinib and D + P + danvatirsen, were removed from the protocol prior to enrolling patients.

Treatment arms a

Table 4. ORR based on HER2 status

HER2 status, local testing  IHC 1+ IHC 2+/ISH− 
 n=37 n=21

Confirmed ORR, n (%)
95% CI

 25 (67.6) 8 (38.1) 
 50.2–82.0 18.1–61.6

Unconfirmed ORR, n (%)
95% CI

 26 (70.3) 9 (42.9) 
 53.0–84.1 21.8–66.0

Exploratory endpoint Association of PD-L1 and HER2 expression with treatment response
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     Dual HER2 blockade with chemotherapy achieves responses 
but has toxicity risks. Disitamab vedotin (RC48), a 
HER2-targeting ADC, and pyrotinib, a pan-HER TKI, show 
synergy. This trial tests the first chemo-free neoadjuvant combo 
in operable or locally advanced HER2+ breast cancer. Patients 
received RC48 biweekly and daily pyrotinib (cycles 1-4). 
Post-surgery, they got adjuvant and maintenance therapy based 
on pCR status. Primary endpoint was pCR; secondary endpoints 
included OR, EFS, IDFS, and adverse events. At data cutoff (June 
25, 2025), 17 evaluable women, mean age 51.9, BMI 21.8, all 
HR-negative/HER2+. Among 15 who had surgery, pCR was 
53.3%; ORR 88.2%. No EFS events or deaths occurred. Hepatic 
dysfunction was the main grade ≥3 TRAE, lasting median 13 
days; no treatments stopped. The study shows a promising 
chemo-free, effective, and manageable safety regimen, 
warranting further comparison with standard chemotherapy. 
Limited follow-up, pending biomarker data, and single-arm 
design are limitations.

Abstract
      This phase II trial shows a chemo-free regimen with disitamab 
vedotin (RC48) and pyrotinib achieving a 53.3% pCR rate in 
HER2-positive breast cancer, supporting efforts to improve effi-
cacy and reduce chemo toxicities. Our results align with the prin-
ciple that dual HER2 blockade is effective. Villacampa et al. 
(2023) reviewed 46 RCTs, recommending dual anti-HER2 thera-
py with chemo for better pCR than single-agent HER2 blockade. 
Our study advances this by replacing chemo with targeted 
agents: an ADC and a TKI for signaling. The 53.3% pCR rate is 
competitive, especially as it's chemo-free during neoadjuvant 
therapy. Gunasekara et al. (2022) meta-analysis showed dual 
HER2 blockade with chemo achieved high pCR, but TKI regimens 
were also effective. Our chemo-free combo offers targeted thera-
py. Safety is key; main grade ≥3 adverse event was manageable 
hepatic dysfunction, unlike traditional chemo. Chen et al. (2019) 
noted increased diarrhea, rash, and blood toxicities with chemo. 
Our regimen shifts toxicity to organ effects like hepatotoxicity 
with ADC/TKI. The 88.2% ORR indicates strong antitumor activi-
ty and better outcomes with newer HER2 treatments. Li et al. 
(2023) confirmed that trastuzumab with or without TKIs im-
proves survival. Our study adds by examining a chemo-free 
combo in the neoadjuvant setting.

Discussion

• Disitamab vedotin combined with pyrotinib demonstrates 
promising efficacy as a chemo-free neoadjuvant regimen in 
HER2-positive breast cancer, with a pCR rate of 53.3%.

• The combination shows a manageable safety profile, 
predominantly reversible hepatic toxicity.

• These results support further randomized evaluation against 
standard chemotherapy-containing regimens.

• This chemo-free approach may represent a new treatment 
paradigm for HER2-positive breast cancer, potentially 
reducing chemotherapy-related toxicity while maintaining 
efficacy.

• The follow-up period remains limited for EFS/IDFS 
assessment, and another limitation was the single-arm 
design. 

Conclusions

Introduction
• Standard neoadjuvant therapy for HER2-positive breast 

cancer combines dual HER2 blockade (trastuzumab + 
pertuzumab) with chemotherapy, resulting in pCR rates of 
50-70%, but it also involves significant chemotherapy-related 
toxicity.

• Disitamab vedotin (RC48) is a novel HER2-targeting 
antibody-drug conjugate with a cleavable linker and 
monomethyl auristatin E payload.

• Pyrotinib is an irreversible pan-HER tyrosine kinase inhibitor 
that blocks compensatory signaling pathways.

• This trial evaluates the first chemo-free neoadjuvant 
combination of HER2-ADC and TKI in operable or locally 
advanced HER2-positive breast cancer.

 
  

 
  

With a median follow-up of 5.2 months (range: 1.9-8.5).
EFFICACY OUTCOMES, n/N, rates (95% CI)  
• pCR rate: 8/15, 53.3% (26.6-78.7%) (Table 2)
• ORR: 15/17, 88.2% (63.6-98.5%) (Figure 2, Table 2)
• No EFS events or deaths observed
SAFETY PROFILE (Table 3)
• Most common Grade ≥3 TRAE: Hepatic dysfunction (29.4%, 

5/17), median 13 days
• No treatment-related deaths or treatment discontinuations

Results

This presentation is the intellectual property of the author or presenter. Contact them at drtianyu@njmu.edu.cn for permission to reprint or distribute.

• To assess the efficacy, safety, and feasibility of disitamab 
vedotin combined with pyrotinib as neoadjuvant therapy for 
HER2-positive breast cancer.itive breast cancer.

Objective

• Multicenter, single-arm, phase II trial
• Primary endpoint: pCR (ypT0/is ypN0)
• Secondary endpoints: ORR, EFS, IDFS, safety
• Statistical analysis: Clopper-Pearson exact method for binary 

endpoints

Methods and Materials

Exclusion Criteria:
History of invasive breast cancer; Stage IV (metastatic) breast 
cancer, per AJCC 8th Edition; Prior malignancy within 3 years, 
except resected non-melanoma skin cancer or cured carcinoma 
in situ; DCIS history, except for those treated with mastectomy 
over 5 years ago; Any severe or uncontrolled systemic disease, 
as judged by the investigator, that might contraindicate study 
participation or affect compliance.

Enrolled population:

• Age ≥18 years, male 
or female

• ECOG PS 0-1

• Resectable locally 
advanced breast 
cancer

• Stage II-IIIC (T2-T4 
with any N, or any T 
with N1-3, M0)

• HER2 IHC ≥2+

• Adequate organ 
function
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• Disitamab vedotin: 
2 mg/kg IV Q2W 
(8 doses total)

• Pyrotinib: 400 mg 
PO QD

Neo-adjuvant 
Chemotherapy 4 cycles

•Epirubicin: 90 
mg/m² IV Q3W

•Cyclophosphamide: 
600 mg/m² IV Q3W

Adjuvant Chemotherapy 
5~8 cycles Maintenance 9~22 cycles

pCR Cohort
Trastuzumab + 
Pertuzumab maintenance

Non-pCR Cohort
Trastuzumab + 
Pertuzumab maintenance

Figure 1. Study Flow Diagram

PR IHS, n (%)
 Positive 0 (0)

HER2-enriched, n (%) 17 (100)

0 (0) 
ER IHC, n (%)
 Positive

HER2 IHC, n (%)
 2+
 3+

2 (11.8)
15 (88.2)

21.9 (17.5-30.5)BMI, mean (range), kg/m²

51.9 (29.0-67.0)Age, mean (range), years

Characteristics N=17

Table 1. Patient and disease characteristics

Blood creatinine increased 0 (0.0)4 (23.5)

Hyperuricaemia 0 (0.0)4 (23.5)

Hepatic function abnormal 5 (29.4)16 (94.1)

Grade ≥3, n (%)Any Grade, n (%)TEAEs

Hypokalaemia 1 (5.9)9 (52.9)

Abdominal pain upper 0 (0.0) 2 (11.8) 

Table 3. Treatment Emergent Adverse Events (TEAEs) (N=17)

Clinical partial response 9/17, 52.9 (27.8-77.0) 

Clinical complete response 6/17, 35.3 (14.2-61.7)

ORR 15/17, 88.2 (63.6-98.5)

Outcomes n/N, % (95% CI)

pCR 8/15, 53.3 (26.6-78.7)

Table 2. Efficacy Outcomes

Figure 2. Waterfall plot of objective response
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