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Table 2: Efficacy and Safety Outcomes of ADCs in Advanced and/or Metastatic Breast
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Abbreviations: A: Anthracycline; At: Atezolizumab; AEDR: Discontinuation due to Aes; Ca: Capecitabine; Chemo: Chemotherapy; CI:
Confidence interval; Dato-Dxd: Datopotamab deruxtecan; Er: Eribulin; EV: Enfortumab vedotin; Ge: Gemcitabine; GC-SF: Granulocyte
Colony-Stimulating Factor; ICC: Investigator’s choice of Chemotherapy; L: Lapatinib; Lo: Loperamide; N: Neratinib; NA: Not available;
NCT: National Clinical Trial identifier; NR: Not reached; NE: Not evaluable/estimable; ORR: Overall response rate; OS: Overall survival;
Pal: Palbociclib; Pe: Pertuzumab; PFS: Progression-free survival, Pem: Pembrolizumab; PI: Placebo; Py: Pyrotinib; SG: Sacituzumab
govitecan; T: Trastuzumab; Ta: Taxane; T-DM1: Trastuzumab emtansine; T-Dxd: Trastuzumab deruxtecan; TPC: Treatment of Physician's
Choice; TR (treatment related; Tu: Tucatinib; V: Vinorelbine

« Seventeen were RCTs, three were non-RCTs, and ten were single-arm studies. The trials included
sample sizes ranging from 6 to 928 participants. Median ages varied between 46 and 69 years.

Efficacy Outcomes
* In the LA/m setting, T-DM1 showed favorable efficacy with mPFS ranging from 4.1 to 16.9 months

(HER2+, HR+/-) and mOS from 9.5 (HER2-, HR+/-) to 35.1 (HER2+, HR+/-) months, while ORR
varied between 9.1% (HER2-, HR+/-) to 55% (HER2+, HR+/-).

« SG demonstrated mPFS of 4.3-8.4 months (HER2-/HR+), mOS of 12.0 (HER2-/+, HpR+ ) to 17.1
months (HER2-/HR+), and ORR of 16.5% (HER2-/HR+) to 31.5% (HER2-/+, HR+).

* In patients with HER2+, HR+/- patients, T-DXd demonstrated beneficial outcomes, with mPFS of
16.7 months to 21 months, mOS of 29.1-35.7 months, and ORR ranged from 62% to 78.6%.

* In patients with HER2-, HR+ overexpression, Dato-DXd showed a mPFS of 6.9 months and ORR of
36.4%, while EV yielded an mPFS of 5.4 months, mOS of 19.8 months, and ORR of 15.6%.

EV (45)

Notes’ aValues assessed by Independent Review Committee (IRC); PValues by Investigator Assessment (IA); °90%CI; 9Cohort 4A included
patients who had not undergone any prior CNS (central nervous system)-directed therapy. Cohorts 4B and 4C comprised patients who had
experienced CNS progression following previous CNS-directed treatments, cohort 4B consisted of those without prior exposure to T-DM1,
while cohort 4C included individuals who had received T-DM1 at any point in their treatment history.

Bold values indicate statistically significant results (p<0.05). Treatment-related (TR) adverse events are included if reported by the
study; otherwise, only the overall AE values are presented in tables 2 and 3.

Table 3: Safety Outcomes of ADCs in Early-Stage Breast Cancer

* No efficacy outcomes were reported for patients with early-stage disease. Trial Name (NCT) Treatment (N) Any SAE, % Any Grade 23 events, % Any AEDR, %
Safety Outcomes T-DM1 in HER2+, HR+/-
« Among patients with LA/m BC, T-DM1 showed a satisfactory safety profile with serious AEs ranging Z(;\f\CITrIE)I;\I%a 471)2 2: 1;D+MT1 : PP: (512;) 2;; g;'i
from 0% (HER2+, HR+/-) to 40% (HERZ2+ with unreported HR status), grade =23 AEs in 20% (HER2+ KATHERINE T-DM1 (743) 127 T'R_ 03 25 7. T'R, 04 18
with unreported HR status) to 56% (HER2+, HR+/-) of patients, and AE-related discontinuation of O- (NCTO1772472)3.49) T (743) 8.1: TR: 0.6 15.4: TR: 0.4 21
28% (HER2+, HR+/-). SG in HER2-, HR+/-
- SG had manageable safety, with serious AEs in 28 (HER2-, HR+) to 35.2% (HER2-/+, HR+), grade SASCIA SG (45) - - 13.6
>3 AEs in 74-82% (HER2-, HR+), and minimal treatment disruption with AEDR of 0-6% (HER2-, (NCT04595565)#)  TPC (32) - - 9.4

HR+). In patients with HER2+, HR+/- patients, T-DXd presented SAEs in 28.2% to 57.1%, grade =3
TRAEs in 41-53.8%, and TRAE discontinuation rates of 14-17.9%.

» Dato-DXd showed grade 23 TRAEs in 20.8% (HER2-, HR+) and low TRAE discontinuation of 2.5%
(HER2-, HR+).

* Only three early-stage trials reported safety outcomes, two on T-DM1 and one on SG (Table 3).

* Treatment combination with other anti-cancer treatments and overexpression status influence the
safety and efficacy of ADCs.
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Abbreviations: A: Anthracycline; AE: Adverse events; NCT: National Clinical Trial identifier; Pe: Pertuzumab; SG: Sacituzumab govitecan;
SAE: Serious adverse events; T: Trastuzumab: Ta: Taxane; T-DM1: Trastuzumab emtansine; TR: Treatment related

Conclusion

« ADCs showed significant survival benefits in pretreated BC subtypes with favorable safety profile.

* Agents like T-DM1, SG, T-DXd, and Dato-DXd outperformed standard care in breast cancer,
especially when combined with other therapies.

« Continued research may drive progress in precision medicine for better treatment of breast cancer.
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