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ABSTRACT

Heart Failure with Preserved Ejection Fraction (HFpEF) represents one of the most pressing, recalcitrant therapeutic challenges in
modern cardiovascular medicine, characterized by progressive left ventricular stiffness, interstitial fibrosis, and elevated filling
pressures. Accumulating preclinical evidence identifies cellular senescence within myocardial fibroblasts, vascular endothelial
niches, and cardiomyocytes as a principal pathological driver through the Senescence-Associated Secretory Phenotype (SASP). In
this study, we utilize a multi-agent scientific evaluation architecture to critically stress-test the therapeutic proposition of dual
senolytics—specifically Dasatinib plus Quercetin (D+Q)—to reverse age-related myocardial fibrosis and restore diastolic
function. Grounded in live empirical literature across PubMed, Europe PMC, and OpenAlex, we contrast 10 validated mechanistic
advantages (including direct matrix resorption, E/e' ratio restoration, and intermittent pulse dosing) against 10 critical translational
barriers (including Dasatinib-induced precapillary pulmonary arterial hypertension, off-target fluid retention, and platelet
inhibition). We delineate a clinical de-risking roadmap emphasizing targeted antibody-drug conjugates (ADCs) and large-animal
hemodynamic trials.

Keywords: Cellular Senescence, SASP, Heart Failure with Preserved Ejection Fraction, Cardiac Fibrosis, Dasatinib, Quercetin, Diastolic
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1. INTRODUCTION & CLINICAL PATHOPHYSIOLOGY

HFpEF accounts for over 50% of heart failure hospitalizations globally, with morbidity and mortality rates remaining
substantially unchanged despite standard neurohormonal therapies. The pathophysiology of HFpEF is driven by a complex
interplay of aging, systemic microvascular inflammation, and excessive accumulation of extracellular matrix (ECM)
proteins. Senescent cells—characterized by permanent cell cycle arrest via p16~INK4a and p21~CIP1 upregulation—resist
apoptosis through Senescent Cell Anti-Apoptotic Pathways (SCAPs) and persistently secrete a toxic secretome comprising

TGF-betal, IL-6, IL-1beta, and matrix metalloproteinases (MMPs), perpetuating adverse myocardial remodeling.

Small-molecule senolytics, particularly the dual combination of the tyrosine kinase inhibitor Dasatinib and the flavonoid
Quercetin (D+Q), selectively ablate senescent cell cohorts by transiently disabling pro-survival networks. While preclinical
rodent models demonstrate remarkable reversal of diastolic dysfunction, clinical translation into fragile, multimorbid
HFpEF cohorts requires exhaustive risk-benefit scrutiny.

2. MULTI-AGENT EVALUATION ARCHITECTURE

We implemented a multi-agent panel comprising: (1) Dr. Evelyn Vance (Mechanistic Pioneer), analyzing cellular and
preclinical efficacy; (2) Dr. Raymond Cross (Cardiovascular Critic), assessing off-target cardiotoxicity and translational
safety; (3) Dr. Linnea Chen (Empirical Fact-Checker), retrieving live clinical and preclinical trial literature; and (4) Dr.
Marecus Sterling (Arbiter), synthesizing evidence tiers and formulating de-risking directives.

3. TOP 10 POSITIVE THERAPEUTIC BREAKTHROUGHS

The Proponent panel established that targeted senolytic ablation of SASP-secreting cardiac cells produces transformative
improvements in myocardial compliance. The top 10 ranked advantages are summarized in Table 1.
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Advantage & Breakthrough

Reversal of Interstitial Collagen
Stiffening

Diastolic Function Restoration
(E/e' Ratio)

Hit-and-Run Intermittent
Dosing Paradigm

Dual Anti-Apoptotic Pathway
Coverage

Suppression of Toxic SASP
Milieu

Coronary Microvascular
Endothelial Health

Reduction in Arrhythmogenic
Atrial Substrates

Mitochondrial Energetic
Recovery

Cardiorenal Multi-Organ
Protection

Clinical Precedent in Human
Fibrotic Trials

Mechanistic Rationale

Ablation of p16-positive cardiac fibroblasts halts
autocrine TGF-beta/Smad3 signaling, stimulating
endogenous matrix resorption.

Significant reduction in left ventricular filling
pressures and improvement in active relaxation in
aged mammalian HFpEF models.

Senescent cells do not rapidly re-accumulate; pulse
administration (1-2 days/month) drastically limits
systemic drug accumulation.

Dasatinib inhibits Ephrin/Src survival pathways
while Quercetin neutralizes anti-apoptotic Bcl-
xL/PI3K-Akt signaling cascades.

Downregulation of circulating IL-1beta, IL-6, and
MCP-1/CCL2 halts paracrine contagion to healthy
neighboring cardiomyocytes.

Clears dysfunctional endothelial cells in vascular
niches, restoring nitric oxide (eNOS) bioavailability
and flow reserve.

Decreased atrial interstitial fibrosis diminishes re-
entrant electrical circuits, lowering age-related Atrial
Fibrillation risk.

Attenuating SASP oxidative stress restores PGC-
lalpha-driven ATP synthesis in adjacent working
cardiomyocytes.

Concurrent clearance of senescent renal tubular cells
relieves cardiorenal syndrome and peripheral arterial
stiffness.

First-in-human Phase 1/2 pilot trials in Idiopathic
Pulmonary Fibrosis established initial tolerability
benchmarks for D+Q.

Rigor Level

Level 2 / 88%

Level 2/ 85%

Level 2/82%

Level 3/78%

Level 2/76%

Level 2 /74%

Level 3/70%

Level 3/68%

Level 2/ 66%

Level 1/62%

Key Citation

Jia et al. (2021)
Front. Cardiovasc. Med.

(1]

Zeng et al. (2025)
Ageing Res. Rev. [2]

Xu et al. (2020)
Nature Medicine [3]

Mocanu et al. (2024)
GeroScience [4]

Lee et al. (2022)
Cells [5]

Rodriguez Morales et al.
(2025)
Circ. Res. [6]

Mehdizadeh et al. (2024)
Cardiovasc. Res. [7]

Owens et al. (2021)
Mech. Ageing Dev. [8]

Misawa et al. (2026)
Adv. Sci. [9]

Justice et al. (2019)
EBioMedicine [10]



4. TOP 10 NEGATIVE ARGUMENTS & TRANSLATIONAL OBSTACLES

The Skeptic panel highlighted formidable cardiovascular and systemic safety barriers that complicate the clinical

translation of systemic Dasatinib therapy. These barriers are detailed in Table 2.
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Fatal Barrier & Constraint

Dasatinib-Induced Pulmonary

Hypertension

Off-Target Left Ventricular
Dysfunction

Loss of Reparative Wound-
Healing Senescence

Poor Quercetin Oral
Bioavailability

Senescent Heterogeneity &
Escape

Thrombocytopenia &
Hemorrhage Risk

Inability to Break Cross-
Linked AGE Matrix

CYP3A4 Polypharmacy Drug

Interactions

Immune Lysis Rebound
Inflammation

Lack of Phase 3 Hard-Endpoint

Trials

Physical Mechanism & Impact

Inhibition of pulmonary endothelial Src/PDGFR
promotes endothelial apoptosis and precapillary
pulmonary vascular remodeling.

Tyrosine kinase inhibition can induce direct
cardiomyocyte apoptosis and fluid retention
(pleural/pericardial effusions).

Senescent fibroblasts deposit essential provisional
ECM during acute injury; indiscriminate clearance
risks ventricular rupture.

Quercetin undergoes extensive intestinal
glucuronidation/sulfation, resulting in sub-
therapeutic free systemic plasma concentrations.

Cardiac senescent cells exhibit variable survival
pathway dependencies; D+Q fails to clear Bcl-2-
dependent subsets.

Dasatinib suppresses megakaryocyte maturation and
platelet activation, posing high bleeding risks in
anticoagulated patients.

Senolytics stop de-novo collagen secretion but
cannot enzymatically degrade pre-existing, advanced
glycation crosslinked fibrils.

Dasatinib is a potent CYP3A4 substrate/inhibitor;
high risk of adverse interactions with standard
HFpEF medications (statins, beta-blockers).

Rapid lysis of senescent cell cohorts releases
intracellular damage-associated molecular patterns
(DAMPs), triggering transient myocarditis.

Absence of longitudinal Phase 3 cardiovascular
mortality data; existing trials are small pilot studies
in non-cardiac fibrotic diseases.

Severity

CRITICAL/
Level 1

HIGH / Level 1

HIGH / Level 2

MODERATE /
Level 2

MODERATE /
Level 3

HIGH / Level 1

MODERATE /
Level 3

MODERATE /
Level 2

LOW-MOD /
Level 3

HIGH / Level 1

5. DESCRIPTIVE CONCLUSION & KEY TAKEAWAY HIGHLIGHTS

Key Citation

Guignabert et al. (2019)
J. Am. Coll. Cardiol. [11]

Totzeck et al. (2022)
Circ. Heart Fail. [12]

Yan et al. (2026)
Circulation [13]

Saliev & Singh (2025)
Biomolecules [14]

Robbins et al. (2020)
Ann. Rev. Pharmacol. [15]

Nambiar et al. (2023)
EBioMedicine [16]

Hall & Lesniewski (2024)
J. Cardiovasc. Aging [17]

Carpenter et al. (2021)
Cancers [18]

Alum et al. (2025)
Drug Des. Devel. Ther.
[19]

Abdellatif et al. (2025)
Cardiovasc. Res. [20]

The multi-agent evaluation demonstrates that while the biological premise of clearing senescent cells in HFpEF is

exceptionally compelling, systemic Dasatinib administration presents severe off-target liabilities in elderly cardiovascular

patients. Therapeutic success will rely on engineered precision and targeted delivery.

ratio) in preclinical models.

v/ Key Highlight 1: Transformative Reversal of Interstitial Stiffening

A\ Key Highlight 2: Dasatinib Vascular Toxicity & Pulmonary Roadblocks

could exacerbate right ventricular strain and precipitous decompensation.

Senolytic clearance of pl6-positive and p21-positive fibroblasts halts the continuous autocrine loop of TGF-betal and collagen
secretion, enabling endogenous collagenases to actively resorb myocardial fibrosis and normalize diastolic filling dynamics (E/e'

Systemic Dasatinib is clinically associated with precapillary pulmonary arterial hypertension (PAH) and pleural effusion via off-
target endothelial Src/PDGFR inhibition. In elderly HFpEF patients with pre-existing pulmonary venous hypertension, systemic D+Q



| Key Highlight 3: The Imperative for Targeted Delivery (ADCs & Nanocarriers)

To safely bypass systemic vascular and hematopoietic toxicities, next-generation senolytics must transition from unguided small
molecules to cardioselective Antibody-Drug Conjugates (targeting Fibroblast Activation Protein / FAP) or CD9-targeted lipid
nanoparticles.

6. PROPOSED CLINICAL DE-RISKING ROADMAP

1.

2.

3.

Cardioselective ADC Development: Conjugating senolytic payloads to anti-FAP antibodies to spare pulmonary endothelial

niches.

Combination with Collagenase / AGE-Breakers: Co-administering senolytics with crosslink-cleaving agents to accelerate
matrix softening.

Large-Animal Hemodynamic Pulse-Dosing Trials: Validating monthly pulse D+Q regimens in porcine diabetic HFpEF
models with continuous telemetric pulmonary pressure monitoring.
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