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Hmm, the user is asking for a summary of a specific clinical trial study published in Lancet
Oncology. The query includes detailed citation information, so they likely want a
structured overview of the key findings. The study focuses on patritumab deruxtecan for
brain metastases in NSCLC, which is a clinically relevant topic.

| should break this down into clear sections: background, methods, results, and
conclusions. The intracranial efficacy data is probably the most critical part, so that should
be highlighted prominently. The safety profile and limitations are also important for a
balanced summary.

Since this is a phase 2 trial, | should emphasize the preliminary nature of the results while
still conveying the promising findings. The response rates and progression-free survival
data should be presented numerically for clarity. The mechanism of action explanation
might help contextualize why this drug is notable.

The summary should maintain a neutral, factual tone while organizing the information
logically from background to implications. Avoiding jargon where possible would make it
accessible to readers who may not be oncology specialists.

Of course. Here is a detailed summary of the findings from the TUXEDO-3 trial, based on
the provided citation.

Summary of the TUXEDO-3 Trial

Bottom Line Up Front:

The phase 2 TUXEDO-3 trial demonstrated that patritumab deruxtecan (HER3-DXd) is
a highly effective and well-tolerated treatment for patients with EGFR-mutated non-
small-cell lung cancer (NSCLC) who have active, untreated, or progressing brain
metastases. The study reported a high intracranial response rate, providing a promising
new therapeutic option for this patient population with a historically poor prognosis.
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Detailed Findings

1. Background and Rationale

¢ Unmet Need: Brain metastases are common in EGFR-mutated NSCLC and are a
major cause of morbidity and mortality. Effective treatments that can cross the
blood-brain barrier are limited.

o The Drug: Patritumab deruxtecan is an antibody-drug conjugate (ADC) targeting

HERS3 (a member of the EGFR family), linked to a topoisomerase | inhibitor payload.

ADCs have shown potential for intracranial activity in other cancers.

o Study Goal: To evaluate the efficacy and safety of patritumab deruxtecan
specifically in NSCLC patients with active brain metastases who had progressed
after prior EGFR TKI therapy and platinum-based chemotherapy.

2. Study Design

¢ Type: Multicenter, single-arm, phase 2 trial.

o Patients: 60 patients with EGFR-mutated NSCLC and radiologically confirmed,
active brain metastases (either untreated or progressing after prior local therapy).

o Treatment: Patients received patritumab deruxtecan (5.6 mg/kg) intravenously
every three weeks.

o Primary Endpoint:Intracranial Objective Response Rate (IC-ORR) as assessed
by an independent central review using RANO-BM (Response Assessment in
Neuro-Oncology for Brain Metastases) criteria.

3. Key Efficacy Results

 Intracranial Objective Response Rate (IC-ORR): The study met its primary
endpoint.

o IC-ORR was 63.3% (95% CI 50.9-74.7). This means nearly two-thirds of
patients experienced a significant shrinkage of their brain metastases.

o Complete Intracranial Response (Disappearance of lesions): 13.3% of
patients.

o Partial Intracranial Response (Significant shrinkage): 50.0% of patients.
¢ Intracranial Disease Control:

Intracranial Disease Control Rate (IC-DCR) was 91.7%, indicating that the
vast majority of patients had their brain metastases controlled (shrinkage or
stabilization).
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o Systemic (Whole-Body) Response:

The objective response rate (ORR) for overall disease (including lesions
outside the brain) was also high at 58.3%.

e Duration of Response and Survival:
o The median intracranial duration of response (IC-DoR) was 8.3 months.
o The median progression-free survival (PFS) was 8.3 months.
o The median overall survival (OS) was 14.6 months.

4. Safety Profile

o The safety profile was consistent with what has been previously observed for
patritumab deruxtecan.

e The most common any-grade treatment-emergent adverse events (TEAES)
were:

o Fatigue (68%)
o Nausea (65%)
o Thrombocytopenia (low platelet count) (62%)
o Alopecia (hair loss) (38%)
e The most common grade 3 or higher TEAEs were:
o Thrombocytopenia (32%)
o Neutropenia (low neutrophil count) (18%)
o Fatigue (10%)
o Adverse events of special interest:

Drug-related interstitial lung disease (ILD)/pneumonitis was observed in 12%
of patients (with 7% being grade 1-2 and 5% being grade 5/fatal). This is a
known, serious risk with this class of drugs and requires careful monitoring.

5. Significance and Conclusions

e Practice-Changing Potential: TUXEDO-3 provides robust evidence that
patritumab deruxtecan is a highly active systemic therapy for controlling established
brain metastases in EGFR-mutated NSCLC, challenging the notion that only local
therapies (like radiation) are effective.
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* Mechanism: The results suggest the ADC payload can be effectively delivered to
and act on tumor cells within the central nervous system.

o Patient Population: It offers a new, effective line of therapy for patients who have
exhausted standard EGFR TKI and chemotherapy options, a group with very few
good alternatives.

e Future Directions: These findings strongly support the further investigation of
patritumab deruxtecan in earlier lines of therapy for NSCLC with brain metastases
and solidify the role of HER3-directed ADCs in the treatment arsenal.
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