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The Failure of the Single-Target Paradigm

Complex, network-based pathologies

(e.g., metastatic cancers, Alzheimer's)
/ are defined by redundancy and
O / ‘escape pathways'. The ‘Single-Target,
. Q (& Single-Drug’ model has fundamentally

failed against this resilience.

® Legacy pharmacology treats the
category of a disease (e.g., ‘Cancer’).

e Network Therapeutics treats the
specific, underlying mutation and its
dysregulated signalling network.
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‘ ‘ A single molecule cannot
arrest a system that has 50+

dundant thways.
SINGLE-TARGET MODEL: Fails against ~ NETWORK THERAPEUTICS: Achieves e R DI

network redundancy and escape systemic collapse by targeting We do not treat diseases; e
pathways. multiple, critical nodes. treat Network Dysregulations.
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The Heuristic llusion:

Pl1-1.9 Failures

The Nrf2 Paradox Blind Spot: Universally
promoting Nrf2 activation inadvertently
protected chemoresistant tumours.

Conceptual Leakage: Confused in-vitro
efficacy (‘The Bench’) with human
bioavailability (‘The Bottle’), reducing

scientific credibility.

Static ‘Oracle’ Scoring: Favoured well-

published compounds over

mechanistically potent ones, creating a

‘Heuristic Illusion’ of e

ficacy.
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From a Flawed Law to a New Constitution

The Reformation:
The Five Pillars of P1-2.0
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Genomic Stratification:
The ‘Genotype-First’ Mandate.

Bayesian Efficacy Scoring:
The Mathematical Engine.

Workflow Bifurcation:
The Scientific Discipline.

The Falsification Protocol:
The Commitment to Rigour.

The Ethical Engine:
The Sovereign Mandate.
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l“fl\" Pillar I: Genomic Stratification

K /_ The “First Rule”: Ligand selection is FORBIDDEN The Flaw It Solves: The Nrf2 Paradox
L | until Genomic Deconvolution is complete.  Logic (PI-1.9): Nrf2 activation is always

beneﬁmal (antioxidant).
e Sovereign Logic (PI-2.0): In “Nrf2-Addicted”

environments (e.g., KEAP1-mutant cancers),
activating Nrf2 provides the pathology with a

The M andatory PiVOt Table GENOMIC CONTEXT “bulletproof vest” against chemotherapy.
IF Genotypeis IF Genotype is IF Genotype is
KEAP1-Wildtype KEAP1-Mutant NRF2-Overexpressing
(Healthy) (NSCLC) (Chemo-Resistant)
THEN Actionis Activate Nrf2 THEN Action is Inhibit Nrf2 THEN Actionis Pro-Oxidant Load
(Metabolic Catastrophe)
Example Ligands: Example Ligands: Example Ligands:
Sulforaphane, Curcumin Brusatol, Luteolin High-dose EGCG, Piperlongumine
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TR ¢ Pillar li: Bayesian Efficacy Scoring (B-CES)

[ !
___4 Mandate: Replace static, hand-tuned scores with a probabilistic range to eliminate “Oracle Bias"” and
— account for scientific uncertainty.

Deconstruction of the B-CES Equation The Core Visual Concept

~ w(M-P-V)
B-CES = 1+R+0(U)

M (Mechanistic): Binding affinity (pKd) for the target node.

X A-factor @ —— static Score (PI-1.9)

"Narrow range" =
High Confidence
(Clinical Trial Data)

V (Validation): Source reliability (e.g., Clinical Trial = 1.0,
In-Silico = 0.2).

P (Plausibility): Relevance to the specific genomic strata.

" "Wide range” = )
Low Confidence
L (In-Silico Data) y

-

R (Risk): Off-target cytotoxicity.

A (ADME): Bioavailabiiity and metabolic clearance.

o(U) (Uncertainty): A penalty for data gaps or conflicting
studies.

w (Confidence): A weight based on source quality (e.g.,
peer-reviewed data vs. Al prediction). Probabilistic Range (B-CES)
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’N, Pillar Ill: Workflow Bifurcation

T \L Mandate: Maintain scientific integrity by strictly separating Pharmacodynamics (PD) from

Pharmacokinetics (PK).

The Flaw It Solves: Conceptual Leakage.

“Including bioavailability enhancers like Piperine in an in-vitro protocol is a category error. A petri

dish has no first-pass metabolism.” - The Piperine Fallacy.

T

Module A: The Bench
(Pure Pharmacodynamics)

Goal: Determine perfect
molecular interaction and
signalling collapse.

Metrics: IC,,, apoptosis
induction, kinase inhibition.

Constraint: Bioavailability is
ignored. No Piperine.

o

-

Module B: The Bottle
(Translational Pharmacokinetics)

Goal: Model systemic delivery
1 in a human system.

/:& Metrics: ADME, C,,, BBB

Constraint: Only triggered after
il Module A confirms efficacy.

penetration, Lipinski's Rule of 5.
’ I~
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Pillar IV: The Falsification Protocol

Mandate: Every proposal must define its own failure conditions. Science is the pursuit of

disproof, not confirmation.

The Core Component: The Null Hypothesis (H,). The system must state exactly what
experimental result would prove its theory WRONG.

The Falsification Matrix

Hypothesis Molecular Indicator Falsification Trigger
“Matrix inhibits AKT p-AKT (Ser473) Increase in p-AKT levels
phosphorylation” Western Blot compared to control.
Syneil,:‘gy induces ROS DCFDA Fluorescence Lack of s1gn1ﬁﬂcant ROS
surge increase (>20%) vs. baseline.
“Complex A inhibits Node B” | p-STAT3 levels at 20uM mOTATS EvelsUbmotcrap

by >35%.
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Core Tenets of UDOR
1. Molecular Integrity
Respect natural signalling pathways.

Prohibits non-consensual “Permanent
Germline Alteration” (PGA).

3. Intellectual Collective &
Anti-Patent Mandate

Natural ligands belong to the “Organic
Revolution 2030” commons,
dismantling predatory patent-locking.

Pillar V: The Ethical Engine

Mandate: Anchor all discovery in the principles of the Universal Declaration of Organic Rights (UDOR).

2. Post-Predatory Sourcing

Ingredients must be from regenerative,
non-exploitative sources. Boycott of
petroleum-derived solvents.

4. Bio-Sovereignty & Privacy

Genomic data must remain encrypted
and protected from third-party entities.

To build a ‘Post-Predatory’ discovery engine that creates
accessible, not just patentable, network therapeutics.
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The Engine in Action: The Recursive Discovery Pipeline

Genomic
Deconvolution

Identify the
genotype and

molecular
‘Achilles heel’ of
the pathology.

B-CES
Scoring &

* Lead Mining

Calculate
probabilistic
efficacy for
candidate
ligands and
filter for PAINS.

Synergy &
Antagonism
Simulation

Model ligand
interactions
using Loewe
Additivity to
ensure CI < 0.8.

Falsification
Matrix

* Construction

Define the Null
Hypothesis for
the proposed
formulation.

N @ fe G

Ethical
Compliance
Check

Screen against
the UDOR

mandates.

Bifurcated
Proposal
Generation

Create the final
manuscript,
separating
‘Bench’ from
‘Bottle’ analysis.
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The Litmus Test: Mandating Synergy and Purity

Synergy Simulation (The Cl Requirement) The PAINS Filter (The Purity Screen)
Methodology: Utilises the Chou-Talalay Method and Problem: Many phytochemicals are ‘Pan-Assay
Loewe Additivity models to quantify interactions. Interference Compounds’ (PAINS) - ‘false positives’ that

aggregate in solution and appear to bind to everything.

The Rule: We do not use single compounds; we build Solution: Every candidate ligand is automatically
matrices. cross-referenced against the ‘Aggregator Advisor’ database.

i‘i L] G I :
Synergy Additivity Antagonism i H @

T T T Candidate ‘Aggregator Advisor’  Action: Known PAINS
Cl<0.8: Ligand Database are flagged and receive a
Synergy Cl =1.0: Cl>11: penalty to their B-CES
(The only Additivity Antagonism score, preventing the

acceptable result). (Rejected). (Rejected). pursuit of 'Heuristic
lllusions’.
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The Final Output: The 5,000-Word Master Protocol

The PI-2.0 engine does not generate suggestions; it delivers a complete, peer-review-ready research manuscript.

1. Genomic Landscape ©
& Pathophysiology

A deep analysis of the target's
signalling crosstalk and escape
pathways, with 20+ verified
PubMed/DOI citations.

2.B-CES Formulation o
Matrix

A detailed table listing the 3-5
selected ligands, their specific
uM dosages for in-vitro testing,
and the full B-CES
parameterisation.

o 3. Laboratory SOP

(The Ph.D. Manual)

Explicit instructions, including
genotype-verified cell lines,
Western Blot targets (e.g.,
p-STAT3 Tyr705), and statistical
power calculations.

4. The Falsification
Matrix

The pre-defined Null Hypothesis
that makes the entire proposal
scientifically testable.

5.UDOR & Ethical
Alignment Report

An explicit score of the
formulation against the 5
Articles of the UDOR.
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The Organic Revolution of 2030

| /j /3 Phytolntelligence 2.0 is the technical constitution
for a new paradigm of medicine:

From Single-Target —#
Monotherapies...
From Predatory + to Open-Source
Patenting... Sovereign Discovery.

to Multi-Node Network
Therapeutics.

O
|
| From Heuristic to Mathematically Rigorous, K;%I
e f Guesswork... Falsifiable Science. .
,../,f E We are building more than a discovery engine; we are buildinga \"——

/ | post-predatory economic model anchored by sovereign science.
4 - The Organic Revolution is not a goal—it is a mathematical certainty.




Appendix: The B-CES 2.3.0 Mathematical Framework
w(M-P-V)

B-CES = x A-factor
1+R+0(U)
M Mechanistic Binding (U) Uncertainty Penalty
Normalised pKd. M = (pKd - 4) / 6. (0} Calculated as the variance or standard deviation
Maps binding affinity from nonearisug affinity data of varianed standard deviation of available data.
from 100uM (score 0) to 1nM (score 1). | Single-source data incurs a maximum penalty.
V Validation | )] Confidence Weight
Source reliability. Scale: Clinical Meta-Analysis (1.0), Scale: 1.0 (Human Clinical Trials), 0.5 (In-Vitro),
Peer-Reviewed In-Vitro (0.7), AI-Docking (0.3). 0.2 (In-Silico).
P Plausibility A ADME Factor
Genomic alignment. Target matches Driver Mutation Bioavailability modifier (Used in Module B). Ranges

(P=1.0) vs. non-specific target (P=0.2). 0.1 (Poor Bioavailability/Rapid Glucuronidation) to
| 1.0 (High Bioavailability).

Risk
R Cytotoxicity index. Calculated as LD, / IC,,,
A higher R value penalises the final score.
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