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Multicancer tests: Can we screen without knowing the
outcome?
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The prospect of asingle blood test detecting multiple cancers at an early stage holds immense appeal, offering
the result of arevolution in oncology screening. But the path from concept to widespread clinical adoption is
fraught with regulatory hurdles, particularly when the evidence base is still evolving. An FDA advisory panel
recently convened to discuss multicancer early detection (M CED) tests, revealing a consensus that while the
technology isinnovative, substantial data gaps remain before these tests can be routinely integrated into patient
care.

The Pivot: The FDA panel's review of MCED tests underscored the need for more robust clinical outcome
data, moving beyond analytical validity.

The Data: Current evidence primarily supports the ability of these tests to detect cancer signals, but not

yet their impact on morbidity or mortality.

The Action: Clinicians should exercise caution and await further evidence from large-scale, prospective
trials before incorporating MCED tests into routine screening protocols.

Early cancer detection remains a cornerstone of effective oncology, with established screening programs for conditions
like breast, cervical, and colorectal cancers demonstrating clear benefitsin reducing mortality. These programstypically
target specific populations at defined intervals, relying on decades of evidence from large-scale randomised controlled
trials. The challenge with multicancer testsis their ambition to detect a broad spectrum of malignancies, many of which
lack established screening pathways or even effective early interventions.

The current standard of carefor cancer screening involves targeted approaches, such as mammography for breast cancer
or colonoscopy for colorectal cancer. These methods have well-defined sensitivity, specificity, and, most importantly,
ademonstrated impact on patient survival. The introduction of a technology that aims to screen for dozens of cancers
simultaneously, often in asymptomatic individuals, necessitates an equally rigorous, if not more stringent, evidentiary
bar. Thisis particularly true given the potential for false positives, which can lead to unnecessary invasive procedures,
patient anxiety, and significant healthcare costs.

The Promise and Peril of Early Detection
The alure of MCED tests liesin their potential to identify cancers that currently have no effective screening methods,

often those detected only at advanced stageswith poor prognoses. Pancreatic, ovarian, and oesophageal cancersare prime
examples where earlier detection could theoretically shift the survival curve. The technology behind these tests typically
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involves analysing circulating tumour DNA (ctDNA) or other biomarkers in a blood sample, looking for molecular
signaturesindicative of cancer. This approach represents a significant scientific advancement, moving beyond traditional
imaging or single-biomarker assays.

But the result of early detection must be weighed against the practical realities of clinical implementation. A test

that identifies a cancer signal must then be followed by diagnostic workup, which can be extensive and involve
multiple imaging modalities or biopsies. If the positive predictive value of the MCED test is low, a substantial

number of individuals will undergo these procedures unnecessarily. This creates a cascade of potential harms, from
procedure-related complications to psychological distress, without a clear benefit.

The analytical validity of many MCED testsis often well-established, demonstrating their ability to accurately detect
cancer-associated signalsin blood samples. But analytical validity isonly thefirst step. Clinical validity, which
assesses how well the test identifies individuals with cancer, and clinical utility, which measures the test's impact on
patient outcomes like morbidity and mortality, are far more complex to prove. This distinction was a central point of
discussion during the FDA panel's review, highlighting the need for data that extends beyond simply detecting a signal
to demonstrating atangible improvement in patient health. Clinicians often consult resources like the Oxford Handbook
of Oncology for established screening guidelines, which are built on robust clinical utility data.

Navigating the Evidentiary Mar ket
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The FDA panel's discussion highlighted a need for large-scale, prospective, randomised controlled trials to definitively
assesstheclinical utility of MCED tests. Such trials would compare outcomes in populations screened with MCED tests
against those receiving standard care or no screening. The primary endpointsin these trialswould need to be hard clinical
outcomes, such as cancer-specific mortality or overall survival, rather than surrogate markerslike cancer detection rates.
Thisisahigh bar, requiring significant investment and long follow-up periods, but it is essential for ensuring patient
safety and benefit.

Oneof thechallengesin designing thesetrialsisthe heterogeneity of cancersthesetestsaim to detect. A singletria would
need to be powered to detect differences across multiple cancer types, each with its own incidence, natural history, and
response to early intervention. This complexity makes traditional trial designs difficult and expensive. The potential for
overdiagnosis, where indolent cancers that would never have caused harm are detected and treated, remains a significant
concern. This phenomenon iswell-documented in other screening programsand could be exacerbated by broad-spectrum
MCED tests.

The panel also raised questions about the appropriate target population for MCED tests. Should they be used in the
general population, in high-risk individuals, or as an adjunct to existing screening programs? Each scenario presents
different considerations regarding cost-effectiveness, potential harms, and the overall impact on public health. Without
clear evidence defining these parameters, widespread adoption risks doing more harm than good. Our previous coverage
on ultra-sensitive detection methods has explored similar challenges in the context of minimal residual disease.

Still, the enthusiasm for MCED testsis palpable, driven by the unmet need for earlier detection in many cancers.
Companies devel oping these tests are actively pursuing the necessary clinical trials, but these studies will take years

to yield definitive results. Until then, clinicians must rely on the existing evidence base, which, for MCED tests, is still
largely focused on analytical and clinical validity rather than direct patient benefit. The analytical validity of other MRD
tests has been a topic of recent discussion, but clinical utility remains the ultimate hurdle.

Wherethe Data Falls Short
The current datafor MCED tests, while demonstrating impressive analytical capabilities, does not yet provide the

comprehensive picture needed for routine clinical integration. Most studies to date have focused on the ability of these
tests to detect a cancer signal in individuals already diagnosed with cancer or in cohorts at high risk. These studies are
important for understanding the biological underpinnings of the tests but do not directly addresstheir utility in ageneral
screening population. The absence of long-term, prospective data on mortality reduction is the most significant gap.
Another area of concern isthe management of false-positive results. A test with high sensitivity but moderate specificity,
when applied to alow-prevalence population (like asymptomatic individuals for many rare cancers), will inevitably
generate alarge number of false positives. The downstream consequences of these false positives, including the
psychological burden on patients and the strain on diagnostic resources, are not yet fully understood. Thisisacritica
aspect of clinical utility that requires careful evaluation in real-world settings.

The panel's deliberations highlighted that while the technology is exciting, the scientific community and regul atory
bodies must remain vigilant about the evidence required for widespread adoption. The history of medicineis replete
with examples of technologies that offered the result of delivering on their initial promise but failed when subjected to
rigorous clinical evaluation. For MCED tests, the journey from innovation to established standard of care will require
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patience, robust trial design, and a commitment to patient-centred outcomes. Thisis arecurring theme in oncology, as

seen in discussions around novel oncology therapies at major conferences.

CLINICAL IMPLICATIONS
The FDA panel's cautious stance on multicancer early detection tests should serve as a clear signal to
clinicians: the enthusiasm for these technologies must be tempered by a sober assessment of the available
evidence. While the concept is compelling, the data demonstrating improved patient outcomes, particularly
reduced mortality, is simply not there yet. Integrating these tests into routine practice without such evidence
risks generating a wave of false positives, leading to unnecessary investigations, patient anxiety, and
significant healthcare expenditure without a clear benefit.

For now, GPs and specialists should continue to rely on established, evidence-based screening guidelines
for specific cancers. Patients inquiring about MCED tests need to understand that these are investigational
tools, not replacements for proven screening methods. The potential for overdiagnosis and the downstream
harms of false positives are real concerns that must be communicated transparently. The industry's push for
rapid adoption must not outpace the scientific rigor required to prove genuine clinical utility.

The future of multicancer detection is undoubtedly bright, but it hinges on the successful completion of
large-scale, prospective trials that demonstrate a clear benefit to patients. Until then, the clinical community
must resist the urge to adopt technologies based on promise rather than definitive proof. The burden of proof
lies squarely with the developers to show that these tests not only detect cancer but also improve lives.

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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MEDICAL DISCLAIMER

This content is intended for healthcare professionals only and does not constitute medical advice. Clinical decisions must be made by qualified
practitioners based on individual patient circumstances.
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