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Public claim: treatment response can contain clinically relevant information that is not fully available before treatment. Whether that information can reliably select the next treatment remains unvalidated.
This document is a public proof of scientific work, not a clinical decision tool. It intentionally omits proprietary discovery methods, internal rules, model construction, thresholds, and implementation details.
CURRENT EVIDENCE STATUS
	RESPONSE INFORMATION
	SUPPORTED — BOUNDED
Human evidence supports the narrower claim that response after treatment can add information about later patient state.



	TREATMENT ALLOCATION
	NOT VALIDATED
No replicated evidence currently supports using response state alone to choose the next treatment better than the best simple policy.



	CLINICAL USE
	NONE
Independent prospective clinical validation and appropriate institutional oversight are required.



Scope: public-facing capability demonstration. No claim of regulatory approval, medical-device status, or validated patient-level treatment selection.


1. The Scientific Question
Precision medicine often tries to choose treatment from information available before therapy begins. HISTAMOS evaluated a complementary hypothesis: in some settings, the patient’s early response to treatment may reveal information that becomes relevant to a later clinical decision.
	Initial treatment
	Observed response
	Updated patient state
	Next decision
	Benefit & harm



The key distinction
A response can be informative without being treatment-selective.
A response measure may predict prognosis, identify risk, or show that treatment effects differ in magnitude. Those findings do not automatically prove that a different treatment should be chosen for different patients. For treatment selection to be clinically useful, the information must change the preferred action or produce a validated policy that improves outcomes compared with simpler care.
2. What the Human Evidence Shows
	Human evidence
	Observed result
	Why it matters
	Public interpretation

	PARAMOUNT
Advanced nonsquamous NSCLC
	939 received common induction; 539 were randomized to maintenance pemetrexed or placebo. Maintenance improved PFS (HR 0.62) and OS (HR 0.78). Benefit remained similar across induction-response groups.
	A real post-treatment response state existed before the maintenance decision, yet it did not clearly identify who benefited more.
	Post-treatment response is not automatically a treatment selector.

	IFCT-GFPC-1101
Advanced NSCLC
	932 patients were randomized. A maintenance strategy adapted to induction response did not improve overall survival versus control (adjusted HR 0.97; p=0.71).
	Tailoring treatment to response can be clinically plausible and still fail to improve outcome.
	Response-guided treatment must prove value; plausibility is insufficient.

	Myeloma XI
Multiple myeloma
	Lenalidomide maintenance improved median PFS from 20 to 39 months (HR 0.46), with benefit across prespecified subgroups.
	A strong simple treatment policy creates a high bar for any personalization strategy.
	Personalization must outperform effective standard care, not merely identify heterogeneity.


These examples are public human evidence used to define the scientific boundary. They do not disclose how HISTAMOS generated, screened, or adjudicated the research hypothesis.


3. Proof of Work: What HISTAMOS Has Demonstrated
The value demonstrated to date is not a clinically approved cancer classifier. It is a research capability: identifying a potentially important treatment-decision hypothesis, challenging it against independent human evidence, and stopping the claim when the evidence does not justify treatment allocation.
	Capability demonstrated
	Evidence status
	Public-safe conclusion

	Detect additional information after treatment begins
	Supported, bounded
	Patient state can evolve in ways that add information beyond the initial snapshot.

	Separate prognosis from treatment choice
	Demonstrated as a scientific boundary
	A patient can be higher risk without requiring a different next therapy.

	Stress-test treatment-response personalization
	Completed across multiple human contexts
	Several plausible signals did not survive the standard required for treatment allocation.

	Define the remaining validation gap
	Clear
	The unresolved question requires prospective, independent clinical validation.


4. Why Successful Validation Could Matter for Patients
Avoid unnecessary continuation of expensive or toxic therapy when additional treatment does not provide enough incremental benefit.
Avoid premature discontinuation in patients who continue to benefit from treatment.
Identify patients who need escalation, rescue, or closer monitoring earlier.
Reduce exposure to adverse effects while preserving cancer control as a non-negotiable outcome.
The clinical objective is not 'less treatment.' It is less ineffective treatment without sacrificing effective treatment.
5. Economic Relevance if Clinically Validated
The following are illustrative payer scenarios built from published list prices and real-world complication costs. They are not savings achieved by HISTAMOS and do not predict the effect size of a future validated system.
	Published cost anchor
	Public source
	Illustrative validated-use scenario
	Gross cost leverage

	Olaparib: £4,635 per 28-day cycle
	NICE TA962
	If a future validated selector safely avoided 6 months of therapy for 20 of 100 patients
	≈ £602,550 in gross list-price drug spending not incurred per 100 patients

	Lenalidomide 10 mg: £3,780 per 28-day cycle
	NICE TA680
	Same illustrative scenario: 20 of 100 patients safely avoid 6 months
	≈ £491,400 in gross list-price drug spending not incurred per 100 patients

	Hospitalized febrile neutropenia: mean $26,868 per episode
	Flanigan et al., 2024
	If validated treatment optimization prevented 5 such episodes in an appropriate population
	≈ $134,340 in FN-related hospitalization costs avoided


List prices exclude VAT and may differ materially from actual payer costs because of confidential commercial discounts. The economic examples show scale only; they are not claims of realized or forecast HISTAMOS savings.


6. The Remaining Validation Gap
The scientific opportunity remains open, but the evidence required for clinical treatment allocation is not available yet. Independent prospective validation is required to determine whether treatment-response information can improve a later treatment decision in a reproducible and clinically meaningful way.
	Independent clinical partner
	A qualified institution able to provide clinical oversight and an appropriate validation environment.

	Prospective or suitable patient-level data
	Data that capture treatment exposure, response and subsequent outcomes with sufficient temporal resolution.

	Independent evaluation
	Testing that is separated from the research-development evidence used to formulate the hypothesis.

	Patient benefit and safety review
	Evaluation of efficacy, toxicity and clinically meaningful trade-offs, not prediction accuracy alone.

	Regulatory and ethics oversight
	Any patient-facing use would require the appropriate institutional, ethical and regulatory pathway.


7. Collaboration Proposition
HISTAMOS is seeking validation partners, not endorsement without evidence.
We are interested in discussions with academic medical centers, oncology networks, clinical-trial groups, research funders, health insurers and other qualified institutions that can support independent patient-level validation, clinical interpretation and prospective evaluation.
Clinical and academic collaboration for independent validation.
Access to suitable patient-level datasets under appropriate governance.
Prospective research environments able to test patient and payer value.
Independent scientific review of the hypothesis and evidence boundary.
8. Public Disclosure Boundary
This document intentionally discloses the scientific question, selected public evidence, current evidence boundary and potential clinical/economic relevance. It does not disclose proprietary research logic, software architecture, internal validation rules, model construction, thresholds, ranking logic, feature engineering, source code, or the process used to generate and refine hypotheses.
Method statement for public use: HISTAMOS developed and evaluated the hypothesis using a proprietary scientific discovery and validation framework.
Scientific status
	Treatment-response information
	SUPPORTED — BOUNDED

	Response-informed treatment selection
	NOT VALIDATED

	Clinical treatment-allocation authority
	NONE

	Independent prospective validation
	REQUIRED
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