
The Seshat Protocol (SP): A 
Hypothesized Framework for 
Pharmaceutical-Grade, Multi-Molecular 
Botanical Oncology 
I. Introduction and Contextual Imperative 
I.1. The Conflict in Cannabis Oncology: From Anecdote (RSO) to 
Evidence (SP) 

The global interest in cannabis as an anti-cancer agent is largely driven by patient advocacy 
and the compelling, yet scientifically unverified, anecdotal accounts surrounding 
high-concentration cannabis extracts such as Rick Simpson Oil (RSO). The popularity of RSO 
underscores the profound unmet needs of cancer patients and their search for therapeutic 
alternatives. However, the traditional RSO methodology, while inspiring a patient-driven 
movement, is fundamentally incompatible with the stringent safety and quality requirements of 
modern medicine. 
The primary limitation of the RSO protocol is rooted in its inherent manufacturing hazards and 
lack of standardization, which render any claims of efficacy scientifically uninterpretable. The 
Seshat Protocol (SP) is conceived as a direct, evidence-based successor, responding to the 
imperative for scientific advancement in botanical oncology. It asserts that the transition of 
cannabis-based therapies from folklore to established clinical practice requires abandoning 
crude methods in favor of standardized, pharmaceutical-grade manufacturing and rigorous 
clinical validation. 

I.2. Executive Summary of the Seshat Protocol (SP) Framework 

The Seshat Protocol hypothesizes a comprehensive therapeutic regimen centered on a novel 
Investigational Product, Seshat’s Oil (IP-X). This agent is engineered to overcome the limitations 
of RSO by maximizing potency, purity, and consistency through advanced phytochemistry. 
The framework is multi-faceted: 

1.​ Pharmaceutical Core (IP-X): A standardized, GMP-compliant, full-spectrum cannabis 
extract utilizing supercritical CO2 extraction and controlled laboratory decarboxylation. It 
is specifically fortified with the newly discovered, highly potent phytocannabinoids 
Delta-9-tetrahydrocannabiphorol (THCP) and cannabidiphorol (CBDP) to enhance 
antineoplastic activity. 

2.​ Multimolecular Synergy: The core IP-X may be further enhanced by synergistic 
botanical compounds (PhytoIntelligence), such as Curcumin, Resveratrol, Sulforaphane, 
and EGCG, to target multiple cancer pathways simultaneously. 

3.​ Holistic Lifestyle Integration (SLP): The efficacy of the IP-X is supported by a 
mandatory regimen focused on modulating the host environment. This includes an 



organic vegan, anti-inflammatory diet and rigorous stress mitigation practices based on 
psychoneuroimmunology (PNI) principles. 

I.3. Scientific Caveat and Ethical Framing 

It is essential to preface this hypothesized protocol with a clear scientific caveat. While 
preclinical research provides a robust biological rationale for cannabinoid activity against cancer 
, studies have not yet demonstrated that cannabis can definitively stop or slow the growth of 
cancer cells in humans sufficient to replace standard care. Experts at the American Society for 
Clinical Oncology (ASCO) advise that cannabis should not be used as a treatment for cancer 
unless it is being studied in a controlled clinical trial . Therefore, the Seshat Protocol is 
presented as an investigational framework designed to facilitate the necessary clinical validation 
through rigorous Phase Ib/II/III trials, positioning IP-X as an adjunctive therapeutic agent. 

II. Critical Evaluation of Legacy Protocols: The Failure 
of Rick Simpson Oil (RSO) 
The primary motivation for developing the Seshat Protocol is the definitive safety and 
standardization deficits inherent in the original Rick Simpson Oil method. These flaws prevent 
RSO from being considered a reliable medical therapeutic. 

II.1. The RSO Narrative: Uncontrolled Methods and Toxicological Risk 

The traditional RSO protocol encourages individuals to manufacture the oil at home, a process 
that relies on washing raw cannabis material with industrial solvents. 
The solvents recommended by Rick Simpson include pure light naphtha, petroleum ether, or 
99% isopropyl alcohol. The use of these chemicals introduces profound and unacceptable 
toxicological and physical hazards: 

●​ Carcinogenic Contamination: Naphtha and petroleum ether are volatile petroleum 
distillates, widely utilized as components of camping fuel, but critically, have been 
identified in toxicological reports as potential cancer hazards and neurotoxins. The 
foundational paradox—using a known carcinogenic substance to create a purported 
anti-cancer treatment—is an inherent contradiction that immediately invalidates the 
traditional RSO production method from a medical and ethical standpoint. 

●​ Inconsistent Purging: The DIY production method relies on crude processes, such as 
boiling off the solvent in an open container, like a rice cooker, which cannot guarantee the 
complete removal of toxic chemical residues. This lack of quality control exposes 
vulnerable patients to dangerous contaminants. 

II.2. Pharmacological Limitations: Variability and Uninterpretable Data 

Beyond the chemical hazards, homemade RSO lacks the standardization requisite for any 
medical agent. The final concentration of active cannabinoids, particularly THC, is entirely 
dependent on the starting material, extraction efficiency, and solvent evaporation process, often 
leading to THC content ranging from 70% to over 90%. 
This high variability creates several pharmacological obstacles: 

●​ Dosing Impossibility: Consistent, repeatable dosing, which is the cornerstone of drug 



safety and efficacy, becomes impossible. A dose that is tolerable one day could be 
overwhelming the next, leading to acute adverse effects such as severe anxiety and 
paranoia. 

●​ Scientific Void: The lack of a standardized formulation renders all anecdotal reports 
scientifically uninterpretable; without precise knowledge of the oil's composition, valid 
conclusions about its therapeutic effects cannot be drawn. 

The only responsible path forward requires abandoning the hazardous, folk production method 
in favor of a controlled, pharmaceutical-grade manufacturing process under Good 
Manufacturing Practice (GMP) standards. 
Table 1: Comparative Analysis of Rick Simpson Oil (RSO) vs. Seshat's Oil Protocol (SOP) 
Feature Rick Simpson Oil (RSO) - 

Traditional 
Seshat’s Oil Protocol (SOP) - 
IP-X 

Extraction Method Volatile Solvents (Naphtha, 
Petroleum Ether, Isopropyl 
Alcohol) 

Supercritical CO2 
(GMP-compliant) 

Purity & Safety High risk of residual 
neurotoxins and carcinogens 

Non-toxic, solvent-free, 
pharmaceutical-grade 

Standardization Zero. Wildly variable potency 
(70–90% THC) 

Rigorous analytical 
characterization and 
standardization 

Cannabinoid Profile High THC, unoptimized; natural 
profile 

Full-Spectrum base, fortified 
with THCP and CBDP 

Decarboxylation Crude, uncontrolled heating 
(risk of terpene loss, THC 
degradation) 

Controlled vacuum-oven 
processing (maximizes 
potency/preservation) 

III. Seshat’s Oil (IP-X): Pharmaceutical-Grade 
Multimolecular Engineering 
The development of Seshat’s Oil (IP-X) represents a paradigm shift, transforming the concept of 
a high-potency cannabis extract into a rationally engineered botanical drug. 

III.1. Manufacturing Excellence: GMP and CO2 Extraction 

To ensure safety, consistency, and purity, the manufacturing of IP-X must adhere to GMP 
standards. The choice of extraction method is critical for achieving this goal. 
Supercritical CO2 Extraction: This methodology is considered the gold standard for producing 
a standardized, full-spectrum oil intended for clinical investigation. It uses pressurized carbon 
dioxide as a non-toxic, non-flammable solvent substitute, which safely separates desired 
compounds (cannabinoids and terpenes) from the raw plant material . This process is 
unequivocally superior to solvent-based extraction because it produces a cleaner, solvent-free 
product, which is vital for use in a vulnerable, immune-compromised patient population. CO2 
extracts strike a balance between the full-spectrum robustness of RSO and the purity achieved 
by techniques like distillation, often retaining more natural terpenes essential for the entourage 
effect. 



III.2. Controlled Laboratory Decarboxylation 

Cannabis plants primarily produce acidic precursors, such as THCA and CBDA, which require 
activation through heat to convert them into their therapeutically active, neutral forms (THC and 
CBD). Crude heating methods, like those used in DIY RSO, are uncontrolled and destructive. 
The optimal pharmaceutical protocol requires precise, controlled decarboxylation. Scientific 
studies have characterized this conversion, demonstrating that the rate is highly 
temperature-dependent. The ideal method utilizes the lowest effective temperature for a longer 
duration, specifically heating the extract in a vacuum oven at a precisely controlled temperature 
between 105 degrees C and 120 degrees C. This measured approach ensures full and efficient 
conversion of acidic cannabinoids while minimizing two critical forms of degradation: 

1.​ Terpene Preservation: Lower temperatures minimize the vaporization and destruction of 
volatile terpenes, which are key contributors to the entourage effect. 

2.​ Oxidative Stability: The use of a vacuum environment prevents oxygen from degrading 
the newly formed THC into cannabinol (CBN), a less active cannabinoid, thereby ensuring 
maximum potency and preservation of the full chemical spectrum. 

III.3. The Advanced Cannabinoid Profile: THCP and CBDP 

To surpass the traditional RSO formula, IP-X must incorporate cutting-edge cannabinoid 
science, specifically leveraging the high receptor affinity of novel phytocannabinoids discovered 
in recent years . 

III.3.1. Delta-9-Tetrahydrocannabiphorol (THCP) - Hyper-Potency Rationale 

THCP is a homolog of THC that was identified in 2019. The critical distinction lies in its 
seven-carbon alkyl side chain, compared to the five-carbon chain of THC. This minor structural 
modification has profound pharmacological implications: 

●​ Enhanced Receptor Affinity: In vitro binding assays have demonstrated that THCP 
binds to the human CB1 receptor with an affinity 33 times greater than that of THC. 

●​ Therapeutic Index Modulation: This extraordinary potency suggests that THCP allows 
for higher levels of CB1 receptor saturation—a mechanism implicated in the direct 
antitumor effects of cannabinoids—at lower total mass concentrations. By achieving 
therapeutic efficacy potentially with less bulk oil or potentially mitigating acute 
psychoactive side effects associated with exceedingly high doses of THC alone, THCP 
may widen the therapeutic window for high-dose protocols. 

III.3.2. Cannabidiphorol (CBDP) - Enhanced Non-Psychoactive Bioactivity 

CBDP is the non-psychoactive analog of THCP, sharing the defining seven-carbon alkyl side 
chain. The goal of including CBDP is to harness enhanced anti-inflammatory, apoptotic, and 
immune-modulating properties without contributing to the intoxicating effects of THC or THCP . 
Preliminary French-language research on the discovery of CBDP provided a tantalizing glimpse, 
noting that the longer carbon chain multiplied the molecule's effects in the treatment of breast 
cancer models. However, a comprehensive analysis of the literature confirms that, at present, 
no extensive data on the pharmacological effects of CBDP are widely available . This 
pharmacological vacuum confirms the necessity of urgent, dedicated internal preclinical 



validation, which is a mandated pre-requisite for the Seshat Protocol's advancement. 

III.4. The Full-Spectrum Mandate: Scientific Validation of the 
Entourage Effect 

The design of IP-X must leverage the full spectrum of compounds present in the Cannabis plant 
to maximize therapeutic potential. This strategy is scientifically justified by rigorous research into 
the "entourage effect." 
In a critical 2018 study, researchers directly compared the antitumor efficacy of pure, isolated 
THC against a standardized botanical drug preparation (BDP). The results demonstrated that 
the full-spectrum BDP was significantly more potent than pure THC in reducing cancer cell 
viability and inhibiting tumor growth and metastasis in animal models. This superior efficacy was 
observed across all major molecular subtypes of breast cancer. The research provides powerful, 
evidence-based validation for the full-spectrum approach, confirming that the therapeutic whole 
is greater than the sum of its parts. 
Therefore, IP-X is formulated as a full-spectrum base oil, extracted from select chemovars using 
the CO2 method, followed by analytical quantification and subsequent fortification with precise 
amounts of purified THCP and CBDP to achieve a standardized, hyper-potent, synergistic 
profile. 

IV. The Seshat Protocol’s Multi-Targeted 
Antineoplastic Action 
The mechanism by which the Seshat Protocol is hypothesized to aid in cancer recovery relies 
on the ability of its multi-molecular components to target the complex "Hallmarks of Cancer" 
simultaneously. 

IV.1. Core Mechanisms of Cannabinoid-Induced Cancer Cell Death 

Cannabinoids, particularly THC and CBD, interact with the ubiquitous Endocannabinoid System 
(ECS), which regulates critical processes including cell growth and survival . 

●​ Apoptosis and Autophagy Induction: THC and CBD activate cannabinoid receptors 
(CB1/CB2), triggering programmed cell death (apoptosis) and cellular self-recycling 
(autophagy) in various cancer cell lines . Specifically, CBD has been shown to induce 
apoptosis by modulating pro-apoptotic proteins, activating the intrinsic mitochondrial and 
extrinsic death receptor pathways, and causing endoplasmic reticulum (ER) stress . In 
colon cancer cells, this effect is linked to the downregulation of the PI3K/AKT pathway . 

●​ Metastasis and Angiogenesis Inhibition: Preclinical research indicates that SOP 
components can suppress metastasis by reducing cancer cell migration and invasion. 
Furthermore, cannabinoids restrict the formation of new blood vessels (angiogenesis), 
effectively cutting off the tumor's nutrient supply necessary for rapid growth . 

IV.2. Synergistic PhytoIntelligence: The Botanical Synergy Additions 

The inclusion of specific, clinically researched phytochemicals is designed to complement and 
potentiate the cannabinoid effects, creating a robust, multi-target attack on oncogenesis. 



●​ Curcumin: This polyphenol, derived from turmeric, demonstrates anti-inflammatory and 
apoptosis-enhancing properties. Studies have shown that Curcumin in combination with 
CBD and cannabigerol (CBG) displays a synergistic anti-tumorigenic effect against colon 
cancer cells by activating the Hippo YAP signaling pathway . 

●​ Resveratrol: An anti-angiogenic, antioxidant compound (a stilbenoid) that targets the 
WNT/beta-catenin and Akt signaling pathways, which are critical for cell growth and 
survival . 

●​ Sulforaphane, Quercetin, and EGCG: These compounds (from broccoli, onions/apples, 
and green tea, respectively) are potent inhibitors . Sulforaphane activates detoxification 
enzymes (Phase II enzymes) in the liver. Quercetin blocks metastasis pathways, and 
EGCG is a known anti-proliferative and immune-boosting agent . 

IV.3. Strategic Delivery Enhancement: Overcoming the Blood-Brain 
Barrier (BBB) 

Glioma (brain tumor) research has shown some of the most compelling preclinical results for 
THC and CBD combinations, which were found to enhance the radiosensitivity of glioma cells 
and reduce tumor volume in murine models. However, drug delivery to the central nervous 
system (CNS) is severely restricted by the blood-brain barrier (BBB). 
The incorporation of Borneol, a monoterpenoid, into the synergistic formulation is an advanced 
strategic element of SOP. Borneol has been reported to act as a 'guide' drug in traditional 
Chinese medicine and has been shown to promote the transient disruption of the BBB shortly 
after oral administration. This mechanism is crucial to maximize the concentration of the 
THC/THCP component of IP-X within brain tumors, overcoming a major pharmaceutical hurdle 
in neuro-oncology. 
Table 2: Molecular Mechanisms of SOP: Cannabinoid and Phyto-Synergy in Cancer 
SOP Component Primary Antineoplastic 

Mechanism 
Targeted Hallmarks of Cancer 

THCP (Core) High-affinity CB1 receptor 
agonism, pro-apoptotic 
signaling 

Apoptosis Induction, Cell 
Proliferation 

CBD/CBDP (Core) Downregulation of 
PI3K/AKT/mTORC pathway, 
ER stress, anti-inflammatory 
modulation 

Apoptosis Induction, Cell 
Metabolism, Metastasis 
Suppression 

Curcumin Hippo YAP signaling pathway 
activation, NF-kappaB 
suppression 

Inflammation, Proliferation, 
DNA Damage Repair 

Resveratrol Anti-angiogenesis, Akt 
signaling pathway modulation 

Angiogenesis, Growth Factor 
Independence 

Borneol Transient Blood-Brain Barrier 
disruption 

Enhanced Drug Delivery 
(especially for Glioma/CNS) 

IV.4. Immune System Modulatory Caution 

The multi-molecular strategy also addresses the delicate balance of immune modulation. While 
cannabinoids stimulate anti-cancer immune responses , Delta-9-THC is known to suppress B 
and T lymphocyte proliferation and cytolytic activity, potentially decreasing resistance to 



infection . The synergistic inclusion of CBD, CBDP, and immune-boosting phytochemicals (such 
as EGCG) is specifically engineered to create a net favorable immunomodulatory environment, 
aiming to counteract the THC-mediated immunosuppression and enhance Natural Killer (NK) 
cell augmentation, an effect observed with various phytochemicals . 

V. The Seshat Holistic Lifestyle Protocol (SLP): 
Modulating the Host Environment 
The Seshat Protocol recognizes that systemic health—the host environment—plays a critical, 
often modifiable role in cancer progression and treatment success. The Holistic Lifestyle 
Protocol (SLP) is a mandatory component designed to harmonize the patient's physiology with 
the antineoplastic action of IP-X. 

V.1. Dietary Intervention: The Organic Vegan Anti-Inflammatory 
Mandate 

The dietary mandate emphasizes a whole-food, plant-dominant, organic, vegan approach, 
focusing on two central mechanisms: systemic anti-inflammation and growth factor modulation. 

V.1.1. Modulating the Oncogenic Environment 

Chronic, low-grade inflammation is a crucial enabler of cancer, providing the tumor 
microenvironment with pro-growth factors. Dietary choices can either fuel or quell this systemic 
state. 

●​ Anti-Inflammation: The diet must be rich in anti-inflammatory components, including 
polyphenols and antioxidants (found in colorful fruits, vegetables, and spices like 
curcumin), and Omega-3 fatty acids . These compounds neutralize free radicals and 
suppress key inflammatory signaling pathways (e.g., NF-kappaB) that tumors rely upon. 

●​ Metabolic Oncological Synergy: The dietary framework serves as a metabolic 
complement to the IP-X mechanism. As CBD targets and downregulates the PI3K/AKT 
pathway , the mandated exclusion of specific inflammatory and growth-promoting foods 
targets the same cellular vulnerabilities through external restriction. 

V.1.2. Targeting Growth Factor Signaling (IGF-1) 

High consumption of animal products, particularly animal protein and dairy, can elevate 
circulating levels of Insulin-like Growth Factor 1 (IGF-1), a potent growth-promoting hormone 
implicated in the progression and recurrence of hormone-sensitive cancers (e.g., breast and 
prostate cancer). The vegan nature of the diet is specifically implemented to lower circulating 
IGF-1 levels, introducing a powerful metabolic intervention that works synergistically with the 
direct anti-proliferative actions of Seshat’s Oil. While scientific evidence specifically linking a 
vegan diet to stopping cancer growth is limited , plant-based diets provide essential nutrients, 
phytochemicals, and antioxidants that help keep cells healthy and support the immune system . 

V.1.3. Protein Sourcing and Completeness 

Protein is essential for muscle repair, immune function, and recovery during illness . For patients 



adhering to the vegan protocol, protein sourcing requires intentionality to ensure a complete 
amino acid profile . Recommended plant-based protein sources include beans, legumes, whole 
grains, soy, nuts, and seeds . Patients must be diligent in combining complementary foods, such 
as beans and rice or lentils with whole-grain bread, to provide all necessary nutrients and 
prevent the muscular breakdown and slow recovery associated with protein deficiency . 

V.1.4. Mandatory Exclusion: Targeting Carcinogenesis and Metabolism 

●​ Tobacco and Junk Foods: Tobacco use is a non-negotiable exclusion, as it introduces 
primary carcinogens. The elimination of refined sugars and junk foods is aimed at limiting 
the primary fuel source (glucose) exploited by cancer cells. This restriction is crucial due 
to the Warburg Effect, the phenomenon where cancer cells process glucose differently, 
relying on glycolysis for proliferation and altered cellular identity rather than maximal 
energy output. 

●​ GMOs and Organics: The preference for certified organic foods and the elimination of 
genetically modified ingredients (GMOs) is a sensible precautionary step aimed at 
reducing the body's overall burden of xenobiotic compounds. While eating non-organic 
produce is generally considered far more beneficial than avoiding produce entirely, 
choosing organic helps minimize exposure to potential human carcinogens like certain 
synthetic pesticides, aligning with the overall goal of maximizing host health. However, 
scientific evidence does not show that eating GMO foods increases cancer risk. 

V.2. Mind-Body Connection and Immunomodulation (PNI) 

The field of psychoneuroimmunology (PNI) confirms that chronic stress profoundly impacts the 
physiological environment in which a tumor exists. 

●​ Cortisol-Mediated Immunosuppression: Chronic stress activates the 
Hypothalamic-Pituitary-Adrenal (HPA) axis, leading to sustained production of the 
immunosuppressant hormone cortisol. Long-term cortisol exposure suppresses the 
activity of critical anti-cancer immune cells, including Natural Killer (NK) cells and 
cytotoxic T-cells, thereby facilitating the tumor’s ability to evade immune surveillance. 
Cutting tobacco can also help the body return to a healthy hormonal state by reducing 
chronically elevated cortisol levels. 

●​ Metastatic Promotion: Furthermore, stress hormones like adrenaline and noradrenaline 
have been shown in preclinical models to directly promote angiogenesis and enhance the 
motility of cancer cells, supporting the colonization of distant organs. 

Effective stress management—through psychological support, mindfulness, and meditation—is 
thus elevated from a passive recommendation to a therapeutic priority within the Seshat 
Protocol, biologically necessary to preserve the anti-cancer capacity of the host's immune 
system. Practices like deep breathing and yoga directly lead to a decrease in the production 
and circulating levels of cortisol. 

V.3. Physical Activity Mandate 

Physical activity is considered the most powerful non-pharmacological intervention available to 
cancer patients for both risk reduction and recurrence prevention. Guidelines recommend that 
cancer survivors should participate in regular physical activity. The goal is to aim for 150 to 300 
minutes of moderate-intensity activity or 75 to 150 minutes of vigorous-intensity activity 



per week. Additionally, muscle-strengthening exercise should be included at least two 
days per week. Regular exercise has been consistently shown to reduce cancer-related fatigue 
(CRF), improve cardiopulmonary function, and enhance overall quality of life (QOL). Physical 
activity releases anti-inflammatory signaling molecules called myokines that inhibit tumor 
growth and support immune surveillance. 
Table 3: The Seshat Holistic Lifestyle Protocol (SLP) Components 
| Protocol Component | Mandate | Molecular Oncology Rationale | |:---|:---|:---| | Dietary 
Base | Organic Vegan, Whole-Food, Plant-Dominant | Anti-inflammatory action; reduces 
systemic ROS; promotes gut health; reduces IGF-1 | | Protein Sourcing | Intentional pairing of 
plant proteins (e.g., legumes/grains) | Ensures complete amino acid profile for muscle repair and 
immune support | | Exclusion 1 (Sugar/Junk) | Eliminate refined sugars and heavily processed 
foods | Disrupts glucose metabolism exploited by cancer (Warburg Effect); reduces 
inflammatory cascade | | Exclusion 2 (Tobacco) | Non-negotiable elimination | Removes direct 
primary carcinogens; reduces chronically elevated cortisol levels | | Stress Mitigation | 
Mindfulness, Meditation, Psychological Support | Suppresses HPA axis activation; reduces 
cortisol-mediated immunosuppression | | Physical Activity | 150–300 min/week moderate 
aerobic + 2 days resistance | Reduces cancer-related fatigue (CRF); improves QOL and overall 
survival rates | 

VI. Clinical Implementation and Validation Roadmap 
The Seshat Protocol is an investigational hypothesis; its integration into oncology requires a 
rigorous, definitive validation pathway to assess the safety, pharmacology, and efficacy of IP-X. 

VI.1. Seshat’s Protocol Dosing and Delivery System 

VI.1.1. Oral Dosing Strategy 

The Seshat Protocol adopts the RSO legacy target of 1 gram per day of concentrated oil, but 
mandates pharmaceutical-grade implementation. Given the extreme potency of the 
THCP-fortified IP-X, this regimen necessitates a highly controlled titration schedule. Patients 
must start with a very small dose (e.g., the size of half a grain of rice) three times daily, doubling 
the dose every four days until the target dose is achieved within approximately 30 to 35 days. 
Intensive monitoring is required to manage the potential for acute psychoactive effects (anxiety, 
paranoia) associated with high CB1 receptor saturation. 

VI.1.2. Topical Application 

The protocol specifies the use of topicals on the skin. This route of administration is supported 
by research showing that cannabinoids exert anticarcinogenic effects against non-melanoma 
skin cancers (basal cell carcinoma, squamous cell carcinoma) and melanoma by inducing 
apoptosis and inhibiting proliferation and angiogenesis . Topical application provides localized 
high concentrations of cannabinoids without significant systemic absorption or psychoactivity, 
making it a desirable option for localized discomfort support and superficial tumor sites. 

VI.2. PK/PD Requirements and Adjuvant Integration 



The complex, multi-molecular nature of IP-X demands extensive pharmacokinetic (PK) and 
pharmacodynamic (PD) characterization. 

●​ Pharmacokinetics: Phase Ib studies must determine how THC, CBD, THCP, CBDP, and 
their metabolites are absorbed, distributed, metabolized, and excreted in human patients 
at therapeutic doses. Establishing the maximum tolerated dose (MTD) and the 
recommended Phase 2 dose (RP2D) requires gathering this PK data. 

●​ Drug-Drug Interactions (DDI): Botanical extracts, particularly those containing high 
levels of THC and CBD, can interact with the liver's cytochrome P450 (CYP) enzyme 
system, which metabolizes many standard-of-care oncological drugs. Rigorous testing for 
DDI is mandatory to ensure IP-X does not reduce the efficacy or increase the toxicity of 
concurrent chemotherapy, targeted therapies, or immunotherapies. 

Crucial Safety Warnings and Requirements for Medical Supervision: Due to the risk of 
drug-drug interactions and potential toxicity, particularly hepatotoxicity (liver damage), regular 
monitoring of liver enzymes (LFTs) and full blood counts (CBC) is essential. The protocol must 
be reviewed and approved by an Oncologist to ensure it does not interfere with 
standard-of-care treatment, and a Hepatologist should be consulted if pre-existing liver 
conditions are present or if liver enzyme levels elevate. 

VI.3. Essential Clinical Validation Framework: The Phase Ib/II/III Trial 
Model 

The path to integrating the Seshat Protocol requires a seamless, multi-phase, multicenter, 
Randomized, Double-Blind, Placebo-Controlled Study of IP-X as an Adjunctive Therapy in 
patients with advanced solid tumors. 

VI.3.1. Preclinical Pre-requisite 

Before human trials, the fortified IP-X formulation must undergo preclinical validation to 
empirically confirm its superiority. In Vitro Comparative Potency Screening is required, testing 
the IP-X against cell lines (glioma, breast, lung) and comparing its potency (IC50) directly 
against isolated THC, THCP, and the unfortified base oil. This step is necessary to scientifically 
quantify the synergistic effects of the THCP/CBDP fortification and the full botanical complex. 

VI.3.2. Phase Ib (Safety and Dosing) 

This initial phase will determine the MTD and RP2D in a small cohort of patients (N≈30) using a 
conservative dose-escalation design. Intensive safety monitoring will focus on dose-limiting 
toxicities (DLTs), particularly psychoactive, cardiovascular, and hepatic effects. 

VI.3.3. Phase II/III (Efficacy and Survival) 

Following the establishment of a safe dose, the study will transition to randomized, double-blind, 
placebo-controlled trials. 

●​ Phase II (Preliminary Efficacy): The primary endpoint will be Progression-Free 
Survival (PFS) in a larger cohort (N≈100-150). Secondary endpoints include safety and 
Quality of Life (QOL). 

●​ Phase III (Confirmatory Efficacy): If a significant efficacy signal is detected, the trial will 



proceed to a large-scale confirmatory study (N≈500+). The primary endpoint for this 
gold-standard trial will be Overall Survival (OS). The placebo group will receive a carrier 
oil identical in appearance, taste, and smell, possibly containing terpenes to maintain the 
blind effectively. 

Table 4: Proposed Seshat Protocol (IP-X) Clinical Trial Framework 
Phase Design N (Anticipated) Primary Endpoint Key Secondary 

Endpoints 
Phase Ib Open-label dose 

escalation (3+3) 
\approx 30 Maximum 

Tolerated Dose 
(MTD) & RP2D 

Safety (DLTs), 
Tolerability, 
Preliminary PK 

Phase II Randomized, 
double-blind, 
placebo-controlled 

\approx 100-150 Progression-Free 
Survival (PFS) 

Objective 
Response Rate 
(ORR), QOL, 
Symptom Control 

Phase III Randomized, 
double-blind, 
placebo-controlled 

\approx 500+ Overall Survival 
(OS) 

PFS, ORR, 
Long-term Safety, 
Pharmacogenomic
s 

VII. Conclusion: A New Standard for Botanical 
Medicine in Oncology 
The Seshat Protocol (SP) represents a scientifically necessary evolution in the application of 
highly concentrated cannabis extracts for oncological support. The original Rick Simpson Oil 
(RSO) is deemed inadequate due to its reliance on hazardous, potentially carcinogenic solvents 
(naphtha, petroleum ether) and its irreconcilable lack of standardization, which precludes its 
responsible use in clinical settings. 
The Seshat Protocol effectively "beats" the RSO model by establishing a foundation in 
pharmaceutical science. Seshat’s Oil (IP-X) is a rationally engineered botanical drug, produced 
under stringent GMP standards using supercritical CO2 extraction and controlled vacuum 
decarboxylation to ensure purity and full-spectrum preservation. The formula integrates 
cutting-edge PhytoIntelligence by fortifying the extract with Delta-9-tetrahydrocannabiphorol 
(THCP) and cannabidiphorol (CBDP), leveraging THCP's 33x greater CB1 receptor affinity to 
maximize antineoplastic potency. 
Furthermore, the protocol’s strength lies in its holistic integration of host environment 
modulation. The mandated organic vegan diet targets systemic inflammation and actively 
reduces circulating IGF-1 levels, while the required elimination of sugars and junk foods 
functionally restricts the metabolic avenues exploited by cancer cells (Warburg Effect). Stress 
mitigation is prioritized as a critical therapeutic intervention to preserve anti-cancer immune cell 
function, which is suppressed by chronic cortisol exposure. 
The scientific imperative now demands rigorous clinical validation. The comprehensive, 
multi-phase clinical trial framework outlined—moving from MTD/PK assessment to definitive 
PFS and OS endpoints—is the only responsible mechanism to transition the promising potential 
of the Seshat Protocol from anecdotal promise to evidence-based medical acceptance. 
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