Greg Asks:

Dasatinib + Quercetin to rejuvinate ears. so the next step is microdosing. what does this
next step of microdosing willowbark do other than having the opposite effect and
invigorating hair follicle nerves in the elderly?

Al:

While Dasatinib + Quercetin focuses on systemic cellular clearing, microdosing Willow
Bark (specifically its active metabolite, salicylic acid) targets the functional mechanics of
the inner ear. Contrary to high-dose aspirin, which causes reversible hearing loss and
tinnitus, microdosing acts as a targeted neuromodulator for cochlear "tuning" and
vascular protection. [1.2, 5.1].

1. Invigoration of Auditory Neurites and Nerves

Willow bark does more than affect hair follicles; it has been shown to modulate neurite
outgrowth—the process by which nerve cells grow and repair their connections. [5.4].

e Mechanism: Salicin (the primary compound in willow bark) binds to and
activates TAS2R16 (a bitter taste receptor) expressed in human neuronal
tissues. [5.4].

e Effect: This activation triggers the phosphorylation of ERK and CREB, key
transcription factors for neuronal differentiation and nerve repair. [5.4].

e Auditory Relevance: In the elderly, this "invigorating" effect can support the
survival of Spiral Ganglion Neurons (SGNs), which are essential for
transmitting sound from the cochlea to the brain. [1.2, 5.4] [This has source].

2. "Tuning" the Cochlear Amplifier (Prestin Regulation)

Microdosing salicylic acid interacts directly with the prestin motor protein in Outer Hair
Cells (OHCs). [1.2, 5.2].

e Enhanced Electromotility: Low-level, chronic exposure to salicylates has been
shown to up-regulate prestin mRNA and protein expression. [1.2, 5.2].

e The Result: This can lead to strengthened OHC electromotility, effectively
enhancing the "gain" of the cochlear amplifier and improving Distortion Product
Otoacoustic Emissions (DPOAE) (a measure of OHC health). [5.2, 5.3].

3. Endothelial Protection and Nrf2 Activation

Willow bark extract contains a complex matrix of polyphenols and flavonoids that
provide a broader protective mechanism than synthetic aspirin. [1.4, 6.1].



e Nrf2 Pathway: Willow bark extract activates the Nrf2 transcription factor in
vascular endothelial cells. [1.1].

e Cochlear Blood Flow: Activation of Nrf2 increases antioxidant enzymes (like
HO-1) and GSH (glutathione) levels. [1.1, 6.1].

e Blood Flow Restoration: By reducing oxidative stress in the Spiral Modiolar
Artery and maintaining endothelial integrity, willow bark helps preserve
microcirculation to the cochlea, which is critical for the "endocochlear potential"
(the battery of the ear). [1.1, 2.3] [This has source].

4. Paradoxical Noise Protection

Unlike the damage caused by high doses, microdosing salicylates can act as a
"pre-conditioning" agent. [5.1].

e Metabolic Dampening: Low doses of salicylic acid can temporarily and
reversibly depress the cochlear amplifier just enough to reduce metabolic
demand. [5.1].

e Prevention: This reduction in metabolism leads to lower levels of free radical
release during periods of sound stress, protecting the ear from cumulative
noise-induced damage common in the elderly. [5.1].
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