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Background

« TNBC is an aggressive subtype defined by the absence of estrogen receptor, progesterone receptor, and
human epidermal growth factor receptor 2 (HER2) expression, characterized by limited treatment options
and poor prognosis.()

« TNBC represents 15-20% of all newly diagnosed breast cancers, with incidence rates in non-Hispanic
Black women nearly double that of other racial/ethnic groups.(?

« TNBC predominantly affects younger women (<50 years) and premenopausal patients, with up to 20%
harboring BRCA1/2 mutations.(1-2)

Despite an overall 5-year survival rate of 78%, prognosis varies dramatically by stage (92% localized vs
15% distant metastatic),(®) with patients facing significant therapeutic challenges in the locally
advanced/metastatic settings following progression on standard anticancer therapy.(?

- The current treatment landscape provides limited effective options for pretreated LA/mTNBC patients,®
creating an urgent unmet medical need that ADCs aim to address by combining monoclonal antibody
specificity with cytotoxic chemotherapy for targeted drug delivery.

Objective

- This SLR was conducted to summarize the evidence on safety and efficacy of ADCs in LA/mTNBC
patients previously treated with systemic anticancer therapy.

- This SLR followed methodological guidelines by Cochrane Collaboration® and National Institute for
Health and Care Excellence®), searching across MEDLINE, Embase, and Cochrane databases for
English-language ADC studies conducted in solid tumors (Jan 2015-Sept 2024).

« Supplemental searches included trial registries, conference proceedings (American Society of Clinical
Oncology [ASCO], European Society for Medical Oncology [ESMOY]), bibliography review.

« Study selection was performed in accordance with the eligibility criteria in Table 1. For this poster, we
focused on LA/mTNBC patients previously treated with systemic anticancer therapy.

- Study selection was performed independently by two reviewers and conflicts were resolved by third
reviewer.

- Data extraction was performed into a standardized form by one reviewer and quality checked by a
second reviewer.

Table 1: Eligibility Criteria
Parameter Inclusion Criteria
Adult patients (=18 years of age) with any type of solid

Exclusion Criteria

Population(s) Any other disease;

tumors pediatric patients
Interventions ADCs: SG, MIRV, T-DXd, T-DM1, TV, EV, DV, Dato-DXd, and Any other ADCs or
SHR-A1921 iInterventions

Comparators No restriction Not applicable

Outcomes Efficacy; Safety Any other outcome
Study design RCTs (phase I, I, lI/llIl, IV); non-RCTs; single-arm trials Any other study design
Time Jan 2015-Sept 2024 Prior to 2015
Language English Any other language
Country Global Not applicable

Abbreviations: ADC: Antibody Drug Conjugate; Dato-DXd: Datopotamab deruxtecan; DV: Disitamab vedotin; EV: Enfortumab vedotin;
MIRV: Mirvetuximab soravtansine; RCTs: Randomized Controlled Trials; SG: Sacituzumab govitecan; SHR-A1921: SHR-A1921
(investigational ADC); T-DM1: Trastuzumab emtansine; T-DXd: Trastuzumab deruxtecan; TV: Tisotumab vedotin.

Study Characteristics

« Of 25,2006 records identified, 920 were included in the SLR, ultimately yielding 40 citations on pretreated
LA/mTNBC patients across 7 unique trials (Figure 1).

 Six trials evaluated SG (4 monotherapy, 2 combination) and one trial evaluated EV (KEYNOTE-F21/EV-
202).

- All trials used open-label design, with two being multicenter studies across 10 countries.

 All the seven trials enrolled predominantly females with sample sizes ranging between 26-267 patients
and median ages ranging between 48-56 years.

Sacituzumab Govitecan (SG)

Efficacy Outcomes

* In a pivotal RCT (ASCENT), SG monotherapy demonstrated significant improvement over chemotherapy
in both mPFS (4.8 vs 1.7 months) and mOS (11.8 vs. 6.9 months). SG also reported higher response
rates versus chemotherapy (ORR: 31% vs. 4%) (Table 2).

« SG monotherapy also demonstrated meaningful clinical activity in single arm trials with median OS of
12.7-14.7 months, median PFS of 5.5-5.6 months, and durable responses (ORR 31-40%; median DoR
9.1-11.6 months) (Table 2).

* Furthermore, SG combinations showed promising clinical responses with ORR of 30.1%
(SG+talazoparib) and 23.3% (SG+trilaciclib).

Safety Outcomes
- Grade 23 AEs were common with acceptable discontinuation rates enabling continued treatment.
- AE-related deaths remained low supporting favorable safety profile (Table 3).

- Combination with trilaciclib, a cyclin-dependent kinase 4/6 inhibitor approved to reduce bone marrow
suppression caused by chemotherapy, demonstrated an enhanced safety profile with lower toxicity rates.

Enfortumab Vedotin (EV)

Efficacy Outcomes

« EV showed modest clinical responses in TNBC with ORR of 19% and median DoR of 3.8 months (Table
2).

Safety Outcomes

- Safety data was not comprehensively reported in the available literature.
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Figure 1: PRISMA Flowchart
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Abbreviations: LA/mTNBC.: Locally advanced/metastatic triple-negative breast cancer; PRISMA: Preferred reporting items for
systematic reviews and meta-analyses.

Table 2: Efficacy Outcomes

Median OS, Median PFS, Median DoR,
Trial Name/Study Study months months (95% ORR/CR/PR  months (95%
Name (NCT id) arm (N) (95% CI) Cl) (%) Cl)
SG (267) 11.8 (10.5-13.8)° 4.8 (4.1-5.8)2  31aap7a O3 (9:9-9.0°
ASCENT ' R AL 7.0 (5.7-8.4)
(NCT02574455)7) 3.6 (2.8-NE)2
PC (262) 6.9(5.9-7.7)2 1.7 (1.5-2.5) 43/13/3a 2.9 (2.8-4.2)
IMMU-132-01 34.33/NR/NR 9.1 (4.6-11.3)2

SG (108) 13 (11.2-14.0) 5.6 (4.8-6.6)

(NCT01631552)8. 15
Bardia et al. 2018

33.3/2.8/30.6 7.7 (4.9-10.8)

SG (110) 127 (10.8-13.6) 55 (4.8-66) S1/554255% 9.1 (4.1-14.3)

(NR)® 34/2.7/30.9 7.6 (4.8-11.3)
NCToadsaqanyoe  SG(B0)  147(103183) 5ot o A 6 GoNE)
(Ah?g'{?)igse;%oz)%“ (82%)* Tl 48 (107-NE)  6.2(3.7-128)  30.1/NRINR :
(S[\leg?‘(’)igﬁﬂnfggtg('{z)zoz“ (83%;’ M 179(99NE) 4.1(2273) 233NRINR 9.1 (4-NE)
FNEJPO?;;-QE;?;;EXZM EV (42) 129(10.3-NE)  3.5(2.1-4.6) 19/NR/NR 3.8 (1.9-3.9)

a\alues assessed by Independent Review Committee (IRC).

Bold values indicate statistically significant results (p<0.05).

Abbreviations: Cl: Confidence interval; CR: Complete response; DoR: Duration of response; EV: Enfortumab vedotin; NCT: National
Clinical Trial identifier; NE: Not estimable; NR: Not reported; ORR: Overall response rate; OS: Overall survival; PC: Physician's choice;
PFS: Progression-free survival; PR: Partial response; SG: Sacituzumab govitecan; Tal: Talazoparib; Tri: Trilaciclib

Table 3: Safety Outcomes

Trial Name/Study Name Study arm Grade 23 SAEs Grade 23 Discont. Due Death Due to

(NCT id) (N) AEs (%) (%) TRAEs (%) toAEs (%) TRAEs (%)
ASCENT SG (267) 73 27 70.2 4.7 0
(NCT02574455)(7. 14) PC (262) 65 29 46.4 5.4 0.4
IMMU-132-01

(NCTO1631552)® 19 SG (108) - 30.6 - 2.8 -
Bardia et al. 2018 (NR)® SG (110) - - 1.8 0

EVER-132-001

(NCT04454437)(10.16) SG (80) 79 21.3 71.3 8 1.3
Abelman et al. 2024

(NCT04039230)(™) S (9) : 38.5 : : _
Seneviratne et al. 2024 .

(NCT05113966)17. 18 SC *+ 111 (30) - 20 - 3.3 i
KEYNOTE-F21/EV-202 ., (42) _ _ _ _ _

(NCT04225117)(13)

aValues assessed by Independent Review Committee (IRC).

Bold values indicate statistically significant results (p<0.05).

Abbreviations: AEs: Adverse events; Discont.: Discontinuation; EV: Enfortumab vedotin; NCT: National Clinical Trial identifier; NR: Not
reported; PC: Physician's choice; SAEs: Serious adverse events; SG: Sacituzumab govitecan; Tal: Talazoparib; TRAEs: Treatment-
related adverse events; Tri: Trilaciclib

Conclusion

« ADCs demonstrated meaningful clinical benefits in pretreated LA/mTNBC, with varying safety
profiles.

« SG monotherapy showed consistent clinical activity with acceptable safety across studies.

* Moreover, combination approaches with SG also showed promise, particularly with trilaciclib
(approved to reduce bone marrow suppression caused by chemotherapy), demonstrating enhanced
safety profiles.

« Ongoing research into combination therapies and biomarker-driven patient selection is essential to

optimize ADC integration into clinical practice for pretreated LA/mTNBC patients.
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