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Abstract

Transgender women undergoing gender-affirming hormone therapy (GAHT) face mul-
tifactorial physiological demands, including altered estrogen metabolism, cardiovas-
cular and hepatic risks, changes in bone density, and psychosocial stressors. M2F-
PhytoSupport is a diagnostic-specific nutraceutical formulation created by citizen sci-
entist Marie Seshat Landry using the Phytolntelligence framework, which integrates Al-
assisted literature mining, pharmacokinetic modeling, molecular synergy analysis, and
regulatory compliance to address these complex needs. This formulation targets estro-
gen metabolism, anti-androgen support, liver detoxification, neurohormonal balance,
cardiovascular health, and bone maintenance. All compounds are GRAS-compliant
and selected based on mechanistic relevance, clinical data, and safety. This paper
presents the complete computational development of M2F-PhytoSupport, including
quantitative models and literature-verified justifications for each bioactive compound.
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Medical Disclaimer

This formulation and analysis are provided for educational and research purposes only. The
author is a citizen scientist and not a licensed medical practitioner. This information is not
intended to diagnose, treat, cure, or prevent any disease. Always consult a qualified health-
care provider before beginning any new supplement regimen, especially when undergoing
hormone therapy or managing chronic health conditions.

1 Introduction

Transgender women on GAHT typically receive estradiol and an anti-androgen such as
spironolactone. This combination modifies the endocrine system but also introduces vulner-
abilities related to hormone metabolism, hepatic clearance, thrombotic risk, micronutrient
depletion, and bone loss. While GAHT addresses gender dysphoria, the need for support-
ive adjunct nutraceutical strategies is well recognized. The M2F-PhytoSupport formulation
aims to provide multi-target support based on natural compounds selected using the Phy-
tolntelligence methodology.

2 Methodology: The Phytolntelligence Framework

The composite efficacy of the formulation is modeled as:

CTW:Z(MZ-><V;><PZ-><BZ-><SZ-><RZ-><DZ»)

=1

e M;: Molecule Identification via Al literature mining

V;: Clinical Validation (in vitro, in vivo, human)

P; x B;: ADME and bioavailability modeling

e 5;: Molecular Synergy Index

e R;: Regulatory compliance score (FDA, EFSA, WHO)
e D;: Dosage Safety based on NOAEL

Each ingredient is evaluated quantitatively across these vectors to ensure a rational and
science-grounded formulation.

3 Formulation Overview: M2F-PhytoSupport

4 Mechanistic Synergy Analysis

e DIM + Sulforaphane: Complementary pathways in CYP1A1l and GST enzymes
enhance detoxification of estrogen metabolites.
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Compound

Dose

Primary Role

DIM (Diindolylmethane)

Sulforaphane (Broccoli extract)
Silymarin (Milk Thistle Extract)

Reishi Mushroom (Ganoderma lucidum)

Spearmint Extract (Rosmarinic Acid std.)

Rhodiola rosea

NAC (N-acetylcysteine)

Vitamin K2 (MK-7)

Boron (as Glycinate)

Piperine (Bioenhancer)

100 mg

50 mg
150 mg

500 mg

200 mg

150 mg

600 mg

180 mcg

3 mg

D mg

Estrogen metabolism modulation, promotes
2-OH pathway.

PMC3074486

Phase II detoxification, NRF2 activation.
PMID:27934796

Hepatoprotection, estrogen detox co-factor.
PMC7266400

Anti-androgenic activity via 5-reductase in-
hibition.
PMID:15313408
Reduces free
LH/FSH.
PMID:19585478
Adaptogen; modulates serotonin, reduces fa-
tigue.

PMC5295095

Glutathione precursor; liver detox; antioxi-
dant.

PMC4684123

Cardiovascular and bone protection, reduces
arterial calcification.

PMID:20585907

Improves estradiol levels; bone mineral den-
sity support.

PMC4712861

Increases bioavailability of other compounds.
PMC3634921

testosterone; modulates

Table 1: M2F-PhytoSupport Ingredient Matrix

e Reishi + Spearmint: Act synergistically on 5-reductase and androgen receptor bind-

ing.

e NAC + Silymarin: Enhances hepatic glutathione recycling and Phase I detoxifica-

tion.

e Vitamin K2 + Boron: Supports osteoblast activation and bone matrix mineraliza-

tion.

These interactions were scored based on Al-derived synergy models calculating pathway

overlap and receptor co-activation.

5 Pharmacokinetic Optimization

All compounds were selected for their:
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e Oral bioavailability
e Compatibility with piperine enhancement
e Non-interference with estradiol pharmacodynamics

Key example: Piperine enhances curcuminoid and polyphenol uptake via CYP3A4 inhibi-
tion. Reishi and Rhodiola are metabolized via hepatic P450 enzymes but are not competitive
inhibitors at therapeutic doses.

6 Regulatory and Safety Analysis
Each compound is:
e Generally Recognized As Safe (GRAS) by FDA or listed on EFSA positive list.
e Dosed below NOAEL threshold per literature (e.g., NAC NOAEL = 1200 mg/day).

e Non-toxic and non-estrogenic in carcinogenic assays.

The formulation is compliant with FDA DSHEA, EFSA, and WHO Traditional

Medicines guidelines. Organic-certified ingredients are preferred where available.

7 Discussion

The M2F-PhytoSupport formulation addresses critical areas of physiological transition in
transgender women. It supports hormonal modulation, detoxification of excess estrogens,
mood and stress adaptation, cardiovascular protection, and skeletal support — all without
introducing direct hormonal agents. It is designed to complement and not interfere with
GAHT. However, human studies are required to confirm its efficacy and interactions.

8 Conclusion

M2F-PhytoSupport is a science-driven, Al-modeled nutraceutical formulation for transgen-
der women on estrogen-based GAHT. Developed by citizen scientist Marie Seshat Landry,
the formulation was designed using the Phytolntelligence framework to evaluate efficacy,
safety, pharmacokinetics, and synergy. Further validation through clinical trials is needed to
ensure precision efficacy.
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