. . HAEMATOLOGY/ LYMPHOMA
’@ Life Science Feed 7 July 2026

New Regimen Confers'Meaningful' Benefit in
Aggressive Lymphoma
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Aggressive lymphomas, particularly diffuselarge B-cell lymphoma (DLBCL), represent asignificant challenge
in oncology, often relapsing or becoming refractory to standard chemotherapy. For patients whose disease

progresses after initial treatment, optionsremain limited, and prognosisistypically poor. Thisunmet need drives
continuous investigation into novel therapeutic strategies.

The Pivot: A new combination regimen offers a substantial improvement over existing therapies for
aggressive lymphoma.

The Data: The regimen achieved a complete response rate of 62% in a difficult-to-treat patient population.

The Action: Clinicians should consider this regimen for eligible patients with aggressive lymphoma,
particularly those with relapsed or refractory disease.

Diffuselarge B-cell lymphomaisthe most common type of non-Hodgkin lymphoma, accounting for approximately 30%
of al adult cases. While many patients achieve remission with R-CHOP (rituximab, cyclophosphamide, doxorubicin,
vincristine, and prednisone), a substantial proportion, up to 40%, will experience disease progression or relapse.1
These patients face a grim prognosis, with median overall survival often measured in months, underscoring the urgent
need for more effective salvage therapies. The current landscape for relapsed/refractory DLBCL includes high-dose
chemotherapy followed by autologous stem cell transplant for transplant-eligible patients, but many are not candidates
due to age, comorbidities, or disease characteristics.1

Investigators have long sought to identify agents that can overcome resistance mechanisms inherent in aggressive
lymphomas and improve outcomes for these challenging cases. The development of targeted therapies and
immunotherapies has slowly begun to shift the treatment paradigm, but a definitive, broadly applicable second-line
standard has remained elusive. This new regimen, combining an established chemotherapy backbone with a novel
targeted agent, aimed to address this critical gap by enhancing efficacy without unduly increasing toxicity.1

What thetrial actually measured
Thetria enrolled 420 patients with relapsed or refractory aggressive B-cell non-Hodgkin lymphoma, primarily DLBCL,

who had received at |east one prior line of therapy. Patients were randomised 1:1 to receive either the novel combination
regimen or standard salvage chemotherapy. The primary endpoint was progression-free surviva (PFS), with key
secondary endpoints including overal survival (OS), overal response rate (ORR), complete response (CR) rate, and
safety. The study population included a significant proportion of patients with high-risk features, such as double-hit
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lymphoma and primary refractory disease, reflecting the real-world challenges faced in clinical practice.1

The novel regimen significantly extended progression-free survival, demonstrating a median PFS of 10.5 months
compared to 4.2 months for standard therapy (HR 0.58; 95% Cl, 0.47-0.71; P62%, a substantial improvement over the
31% observed in the control arm (P1

Overal survival data, while still maturing, showed a strong trend towards improvement with the novel regimen. At the
interim analysis, the median OS had not yet been reached in the experimental arm, compared to 18.3 monthsin the
control arm (HR 0.65; 95% ClI, 0.49-0.86; P=.003). This early OS benefit suggests a durable impact beyond initial
disease control. The safety profile of the novel regimen was manageable, with grade 3 or higher adverse events occurring
in 58% of patientsin the experimental arm versus 52% in the control arm. The most common grade 3 or 4 adverse events
included neutropenia (35% vs 28%), thrombocytopenia (22% vs 18%), and febrile neutropenia (15% vs 12%). While
the incidence of some adverse events was sightly higher in the experimental arm, these were generally consistent with
the known toxicities of the individual components and were clinically manageable with supportive care.1

The mechanism of action for the novel agent involves targeting specific pathways critical for lymphoma cell survival
and proliferation, thereby synergising with conventional chematherapy. This combination approach appearsto overcome
some of the resistance mechanisms that limit the effectiveness of standard salvage regimens. The trial was an
international, multicentre study, which lends credibility to the generalisability of the results across diverse clinical
settings. Still, the open-label design is an obvious caveat, introducing potential for bias, particularly in subjective
assessments. However, objective endpoints like PFS and CR rates are |ess susceptible to such bias.1

Thetrial was not powered to detect differences in rare subgroups, such as those with specific genetic translocations
beyond the common double-hit lymphomas, and that gap matters for truly personalised treatment approaches.
Furthermore, the long-term toxicity profile, especially with prolonged exposure to the novel agent, requires continued
monitoring. The median follow-up for the current analysis was 16 months, which is sufficient for initial efficacy and
safety assessments but may not capture all late-onset adverse events. Whether the benefits extend to patients who have
failed prior CAR T-cell therapy, an increasingly common treatment for relapsed/refractory DLBCL, remains unclear as
this population was largely excluded from the current study.1

CLINICAL IMPLICATIONS
This regimen represents a significant step forward for patients with aggressive lymphoma who have exhausted
standard options. The magnitude of benefit in progression-free survival and complete response rates is
substantial, offering a much-needed lifeline in a disease setting where incremental gains are often celebrated.
It is difficult to ignore a 42% reduction in progression risk in a population with such poor prognosis.

For clinicians, this data provides a strong argument for adopting the new regimen as a standard for relapsed
or refractory aggressive B-cell non-Hodgkin lymphoma. The manageable safety profile, despite the increased
efficacy, means it is a viable option for many patients who might otherwise face limited choices. Integration
into existing treatment algorithms will be critical, particularly in determining its optimal placement relative to
other emerging therapies like CAR T-cell therapy.

The pharmaceutical company behind the novel agent will undoubtedly pursue regulatory approvals swiftly.
Given the clear clinical benefit and unmet need, a rapid review process is probable. This will mean earlier
access for patients, which is always a welcome development in aggressive cancers.
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But, as always, questions remain. The cost-effectiveness of this new regimen will need careful consideration,
especially in European healthcare systems. Furthermore, identifying specific biomarkers that predict response
or resistance could refine patient selection and maximise the benefit, an area for future investigation.

EDITORIAL & Al STANDARDS
Al tools are used solely to structure and summarise evidence from peer-reviewed primary sources. No Al-generated conclusions appear in The
Life Science Feed without editor verification against the primary source.
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