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ABSTRACT

Breast cancer in women under 40 years of age represents a growing global oncological burden characterized by
disproportionately advanced stage at diagnosis and inferior survival outcomes. Population-based data
consistently demonstrate that 55-75% of young women worldwide present with stage Il or IV disease,
irrespective of geographic or economic setting. This pattern reflects a systemic failure of current screening
paradigms, which are predominantly mammography-based and explicitly exclude average-risk women below 40
years of age. Breast self-examination has failed to demonstrate mortality benefit or meaningful stage migration,
leaving a prolonged interval of unmonitored risk during young adulthood. This article synthesizes global data
on stage at diagnosis in young breast cancer, examines biological and health-system determinants of late
presentation, and evaluates the Brahams Protocol (BP) as a structured pre-clinical detection framework designed
to operate prior to symptom onset and formal clinical staging. Persistent dominance of advanced-stage disease
in young women is shown to be structurally determined rather than biologically inevitable, underscoring the
need for paradigm-level innovation in early detection.
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INTRODUCTION

Breast cancer is the leading cause of cancer incidence and cancer-related mortality among women globally [1].
While the majority of cases occur in post-menopausal women, incidence among women under 40 years of age
has increased steadily over the past two decades across both high-income countries (HICs) and low- and middle-
income countries (LMICs) [2,3]. This younger population demonstrates distinct clinical and epidemiological
features, most notably a high prevalence of advanced-stage disease at diagnosis.

Stage at diagnosis remains the strongest determinant of breast cancer survival. Despite improvements in systemic
therapy, outcomes for young women remain inferior, driven largely by delayed diagnosis. Existing screening
frameworks fail to address breast cancer risk in this age group, resulting in predictable and reproducible late-
stage presentation across diverse health systems [4].

Global Epidemiology of Breast Cancer in Women Under 40

Breast cancer in women under 40 years accounts for approximately 7-12% of all breast cancer cases globally,
with substantial regional variation [5]. In HICs, young women comprise 5—7% of cases, whereas in LMICs the
proportion ranges from 15-30%, reflecting demographic structure and younger population age distributions [6].

India exemplifies this trend, with multiple registries reporting 20-25% of breast cancer diagnoses occurring in
women below 40, compared with approximately 6% in Western Europe [7]. Similar patterns are observed in
Sub-Saharan Africa, the Middle East, and parts of Southeast Asia, where breast cancer frequently presents a
decade earlier than in Western populations.
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Stage at Diagnosis in Young Breast Cancer

Across geographic regions, late-stage disease predominates at diagnosis in young women. Population-based
studies demonstrate that only 20-45% of women under 40 are diagnosed at stage | or 11, while 55-75% present
with stage 111 or IV disease [8-10].

In North America and Western Europe, stage Il disease accounts for 35-45% of cases in this age group, with
stage IV disease comprising 10-15% at initial diagnosis. In South Asia and Sub-Saharan Africa, stage 11 disease
constitutes 50-60%, and stage 1V disease 20-30% of presentations [8-11].

Importantly, these proportions have remained largely unchanged over time despite increased awareness and
improved access to oncology services, indicating failure of early detection rather than delayed treatment alone.

Tumor Biology and Its Insufficiency in Explaining Late Presentation

Breast cancer in young women is associated with aggressive pathological characteristics. Triple-negative and
HER2-positive subtypes account for 45-60% of tumors in this population, compared with 25-30% in older
women [12]. High-grade tumors (grade I11) are reported in 60—-70% of cases, along with elevated proliferative
indices [13].

Although aggressive biology contributes to rapid disease progression, it does not adequately explain the uniform
global predominance of late-stage diagnosis. Even biologically aggressive tumors remain potentially detectable
at earlier stages if effective surveillance or detection mechanisms exist.

Structural Exclusion from Organized Screening

Mammography remains the cornerstone of population-based breast cancer screening but is not recommended for
women under 40 years due to reduced sensitivity associated with dense breast tissue, with reported sensitivity
as low as 30-40% [14]. Consequently, no country offers organized mammographic screening for average-risk
women in this age group.

Supplementary imaging modalities, including ultrasound and magnetic resonance imaging, are restricted to
diagnostic evaluation or high-risk surveillance and are not recommended for population-level screening due to
cost, false-positive rates, and lack of mortality benefit data [15].

As a result, young women typically enter diagnostic pathways only after the onset of symptoms, at which point
disease is frequently node-positive or metastatic.

Absence of Screening Recommendations for Average-Risk Young Women

A critical determinant of late-stage diagnosis in young breast cancer is the complete absence of screening
recommendations for average-risk women below 40 years of age across all major international guideline bodies.
Current breast cancer screening policies are uniformly age-restricted and risk-stratified, systematically excluding
the general population of young women.

The U.S. Preventive Services Task Force recommends biennial mammographic screening only for women aged
40-74 years and explicitly states that there is insufficient evidence to recommend any screening modality for
women under 40 at average risk [16]. The American Cancer Society similarly does not recommend routine
screening for women below 40 unless they meet high-risk criteria such as pathogenic germline mutations or prior
chest irradiation [17].

The World Health Organization limits population-based screening recommendations primarily to women aged
50-69 years and acknowledges the absence of evidence to support organized screening for younger women,
particularly in LMICs [18]. The European Commission Initiative on Breast Cancer does not recommend
screening below 45 years for average-risk women, citing unfavorable benefit-harm ratios and poor test
performance [19].
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Notably, none of these guidelines propose alternative surveillance or early detection strategies for average-risk
women aged 2040 years. This results in a prolonged interval of unmonitored risk exposure spanning nearly two
decades, during which biological onset and progression of breast cancer may occur without any structured
detection pathway.

Epidemiological data indicate that 85-90% of young women diagnosed with breast cancer are classified as
average risk prior to diagnosis, lacking known genetic mutations or strong family history [20]. Thus, the majority
of young breast cancers arise in a population for whom no screening or surveillance guidance exists.

Failure of Breast Self-Examination

Breast self-examination (BSE) was historically promoted as an alternative detection strategy for younger women.
However, large randomized trials have demonstrated no reduction in breast cancer mortality associated with
BSE [21]. Instead, BSE increases benign biopsy rates and healthcare utilization without improving stage
distribution at diagnosis.

Long-term adherence to BSE is poor, with compliance declining to below 20-25% within one year [22].
Consequently, major international organizations no longer recommend BSE as a screening method [18].

Clinical Staging as a Late Diagnostic Event

Clinical staging occurs only after tumors become palpable, involve regional lymph nodes, or metastasize. Among
young women, median tumor size at diagnosis ranges from 3.5 to 5.0 cm, and axillary lymph node positivity
exceeds 60% [23,24]. In LMICs, distant metastases are present at first diagnosis in 10-25% of cases [25].

These findings confirm that clinical staging in young breast cancer is inherently downstream of disease
progression.

Survival Impact of Late-Stage Diagnosis

Five-year survival declines sharply with advancing stage. Stage | disease is associated with survival exceeding
90%, while stage 111 survival ranges from 45-60%, and stage 1V survival remains below 30% [26].

Young women diagnosed at advanced stages experience higher recurrence rates and inferior overall survival
compared with older women, even after adjustment for stage and tumor subtype [27].

Brahams Protocol as a Pre-Clinical Detection Paradigm

The Brahams Protocol (BP) represents a partner-assisted (spouse), high-frequency surveillance paradigm for
early breast cancer detection, reconceptualizing screening as a continuous, relationally embedded biosensory
process rather than an episodic clinical intervention [28,29]. Its mechanistic foundation is rooted in ‘experience-
dependent neuroplasticity’, ‘perceptual learning’, and refinement of ‘somatosensory cortical maps (S1/S2
reorganization) through repeated tactile exposure. A cohabiting partner, through iterative haptic interaction,
develops an individualized, high-resolution internal representation of breast tissue architecture, enabling
‘Bayesian updating of a dynamic baseline’ against which micro-deviations are detected. This facilitates
sensitivity to ‘low-amplitude, preclinical perturbations’, including focal stromal stiffening, micro-nodularity, or
subtle viscoelastic asymmetry,via signal detection mechanisms that privilege relative change detection over
conventional absolute palpation thresholds. Such a framework implicitly lowers the just-noticeable difference
(JND) for tissue irregularities, potentially enabling detection below the clinically recognized palpability
threshold.

From an oncobiological perspective, BHP is congruent with ‘Gompertzian tumor growth kinetics’, tumor
doubling time heterogeneity, and the temporal evolution of the tumor microenvironment (TME). During the
clinically occult phase, neoplastic transformation is accompanied by progressive alterations in extracellular
matrix composition, including collagen cross-linking, stromal desmoplasia, and increased tissue stiffness
mediated by lysyl oxidase activity and fibroblast activation. These biomechanical changes precede overt mass
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formation and may manifest as subtle alterations in tissue compliance detectable through familiarity-enhanced
tactile discrimination. By markedly increasing the temporal sampling frequency, BP reduces diagnostic latency
(lead-time to detection) and increases the likelihood of intercepting lesions during the early exponential transition
phase, prior to significant clonal expansion, angiogenesis, and nodal dissemination.

Importantly, this paradigm is particularly salient for women aged 2040 years, in whom high mammographic
breast density (BI-RADS C/D) reduces radiographic sensitivity and for whom organized population-based
screening is not routinely recommended [30,31]. This creates a critical diagnostic void, wherein cancers are often
identified at higher stage and biological aggressiveness. In this context, BP serves as a life-critical interceptive
mechanism, effectively shifting detection into a window where tumor burden is minimal and therapeutic
curability is maximized, thereby constituting, in practical terms, a determinant of survival versus late-stage
mortality in this underserved cohort [31,32].

Behaviorally, BP operationalizes principles from ‘health behavior theory’, ‘behavioral economics’, and
‘interpersonal neurobiology’, including distributed cognition, shared vigilance, and affectively reinforced
adherence loops. By externalizing components of surveillance to a trusted partner, the protocol mitigates barriers
intrinsic to self-breast examination, such as cognitive avoidance, fear-induced non-compliance, and low
procedural self-efficacy, while embedding detection within routine relational interaction, thereby reducing
friction costs and enhancing longitudinal adherence. From a systems perspective, BP functions as a zero-cost,
decentralized, non-instrumented screening adjunct, scalable across diverse socioeconomic settings and
independent of healthcare infrastructure. Its integration has the potential to induce ‘stage migration (Will Rogers
phenomenon)’ at the population level, particularly in low- and middle-income settings characterized by delayed
presentation.

Conceptual and preliminary observational data suggest that detection prior to clinical staging could reduce stage
I1I-1V presentations by 40-60%, although prospective validation is required to quantify effects on stage
migration and mortality [28-31].

If prospectively validated and implemented at scale, BP has the potential to induce meaningful population-level
stage migration, reducing the predominance of stage I11-1V disease by enabling detection before clinical staging
thresholds are reached. By shifting detection upstream, BP aims to transform young breast cancer from a
predominantly late-stage diagnosis to a biologically earlier, potentially curable disease. Such upstream
interception is expected to improve survival outcomes and reduce treatment intensity without reliance on
advances in tumor-directed therapy.

CONCLUSION

The predominance of stage 1l and IV breast cancer at diagnosis in women under 40 years is not an inevitable
consequence of tumor biology but the predictable outcome of structurally exclusionary screening paradigms.
Mammography-based programs, absence of surveillance recommendations for average-risk young women, and
the failure of breast self-examination have collectively created a prolonged interval of undetected disease during
early adulthood.

The consistency of late-stage presentation across high-income and low- and middle-income settings indicates a
global, paradigm-level failure rather than deficiencies in awareness or access alone. As long as early detection
remains contingent on age thresholds, imaging performance, or symptom recognition, meaningful shifts in stage
distribution among young women are unlikely.

Addressing this gap requires detection models capable of functioning prior to clinical presentation and
independent of age-based screening eligibility. The Brahams Protocol provides a framework aligned with this
requirement by targeting disease during the pre-clinical phase. Without adoption and rigorous evaluation of such
upstream detection strategies, advanced-stage dominance in young breast cancer will persist as a foreseeable and
preventable outcome of current policy limitations.
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