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Abstract

As the global burden of chronic disease escalates, clinicians are
confronted with a pivotal decision: manage symptoms through costly,
lifelong pharmaceutical interventions or address underlying causes via
sustainable lifestyle changes. Semaglutide, a glucagon-like peptide-1
(GLP-1)receptor agonist, has rapidly emerged as a leading pharmacological
solution, delivering notable short-term benefits in weight management
and glycaemic control. However, these advantages often diminish upon
discontinuation, accompanied by potential adverse effects, underscoring
the need for sustainable therapeutic strategies. In contrast, whole-food
plant-based diets (WFPBDs) offer a holistic, economically feasible
approach that directly targets and rectifies the root metabolic dysfunctions
driving chronic illnesses.

At Bethsaida Hospital, Indonesia, under the pioneering leadership of
Prof. Dasaad Mulijono (DM), we have innovatively integrated Semaglutide
with WFPBD to leverage the strengths of both interventions. Prof. Dasaad
Mulijono’s groundbreaking approach has resulted in remarkable clinical
outcomes, including unprecedented remission rates for hypertension,
substantial diabetes reversal, dramatic reductions in LDL cholesterol
and restenosis following cardiac procedures, normalization of kidney
function, and sustained weight management. These outcomes represent
clinical success and a revolutionary shift toward lifestyle-driven reversal
of chronic diseases. Further amplifying this success is our cutting-edge use
of artificial intelligence (AI), which ensures enhanced patient adherence
and personalized dietary management, underscoring Bethsaida Hospital's
position as a global leader in the care of chronic diseases. This combined
approach heralds a transformative era, redefining chronic diseases as
manageable but reversible conditions, revolutionizing patient health

outcomes and quality of life.
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Introduction

Modern medicine is at a transformative crossroads. The prevalence
of chronic diseases, particularly cardiometabolic disorders like obesity,
type 2 diabetes (T2D), coronary artery disease (CAD), hypertension,
and dyslipidaemia, continues to escalate globally [1-3]. Pharmaceutical
interventions such as Semaglutide, a GLP-1 receptor agonist, have gained
significant popularity due to their effectiveness in promoting weight loss,
glycaemic control, and cardiovascular risk reduction. Semaglutide acts through
multiple beneficial mechanisms, including enhanced glucose-dependent
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insulin secretion, reduced glucagon release, improved beta-
cell functionality, decreased inflammation, reduced oxidative
stress, and direct cardiovascular protective effects. However,
despite these substantial short-term benefits, Semaglutide
alone often fails to deliver lasting health improvements
without ongoing administration, and cessation frequently
results in relapse or reversal of achieved metabolic gains
[4-20].

In contrast, dietary interventions particularly WFPBDs
offer sustainable and cost-effective solutions that target the
fundamental metabolic dysfunctions underlying chronic
diseases. WFPBDs emphasize the consumption of minimally
processed vegetables, fruits, whole grains, legumes, nuts,
and seeds, providing robust anti-inflammatory, antioxidative,
and cardioprotective effects. The dietary approach effectively
mitigates endothelial dysfunction, optimizes lipid profiles,
enhances insulin sensitivity, supports gut microbiota health,
and reduces systemic inflammation and oxidative stress,
collectively contributing to profound cardiometabolic
improvements. Moreover, WFPBD facilitates behavioural
transformations essential for long-term adherence, enabling
patients to maintain health gains without pharmacological
dependency [21-29].

At Bethsaida Hospital, under the visionary leadership
of Prof. DM, we have developed an innovative therapeutic
paradigm by integrating Semaglutide with WFPBD.
Semaglutide serves a crucial bridging role by rapidly
reducing cravings and appetite for unhealthy foods, enabling
patients to transition more easily to and adhere to plant-based
nutritional practices. This integrated approach capitalizes
on the pharmacological jumpstart provided by Semaglutide
and consolidates the therapeutic benefits through sustained
dietary and lifestyle modifications. Clinical evidence from
Bethsaida Hospital demonstrates remarkable outcomes,
including remission of hypertension, reversal of diabetes, a
significant reduction in LDL-cholesterol levels, normalization
of weight, improved kidney function, and a dramatically
reduced rate of restenosis. This comprehensive approach,
further supported by Al-driven patient education and dietary
adherence monitoring, exemplifies a progressive model in
chronic disease care, ensuring transformative and lasting
patient outcomes and improved quality of life.

Semaglutide

Semaglutide has revolutionized the treatment of obesity
and T2D by promoting weight loss and improving glycemic
control. Yet, it is not without challenges [4-20]:

* High Costs limit access, particularly in low-income
settings.

» Adverse Effects such as gastrointestinal distress and the
risk of pancreatitis.

*  Dependency,
discontinuation.

with weight often regained after

Volume 9 ¢ Issue 5 | 399

* Limited Scope, acting only on symptoms without
addressing the metabolic roots of disease.

However, Semaglutide provides critical cardiovascular
benefits, including decreased cardiovascular death, non-fatal
myocardial infarction, and non-fatal stroke. Mechanistically,
Semaglutide decreases oxidative stress, protecting endothelial
cell function, reduces vascular smooth muscle cell reactive
oxygen species (ROS) production and proliferation, mitigates
thrombosis, decreases inflammation and atherogenesis,
increases natriuresis and diuretic effects, and downregulates
the renin-angiotensin-aldosterone system (RAAS) activation.
Additionally, Semaglutide significantly influences metabolic
pathways by enhancing glucose-dependent insulin secretion,
reducing glucose-dependent glucagon secretion, and
improving beta-cell functionality by increasing insulin
biosynthesis and reducing beta-cell apoptosis.

Furthermore, Semaglutide has notable central effects on
the brain that enhance satiety, reduce food intake and body
weight, decrease lipotoxicity, and improve insulin sensitivity.
In hepatic tissues, it decreases glucose production, enhances
insulin sensitivity, reduces de novo lipogenesis, and reduces
hepatic steatosis. Gastrointestinally, it slows gastric emptying,
further contributing to improved metabolic control.

Mechanistic Insights into the Cardiometabolic
Benefits of WFPBD

The benefits of implementing WFPBD can be summarized
as follows [21-24]:

1. Mitigation of Adverse Diet-Induced Effects: WFPBD
counters endothelial dysfunction, oxidative stress,
hypertension, dyslipidaemia, systemic inflammation,
and reduces pro-inflammatory mediators, such as
trimethylamine N-oxide (TMAOQ) and advanced glycation
end-products (AGEs), through its anti-inflammatory,
antioxidative, and metabolic regulatory properties.

2. Enhancement of Endothelial Function and Blood Pressure
Regulation:

* Dietary nitrates from leafy greens metabolize to nitric
oxide (NO), enhancing vasodilation.

* Antioxidants from polyphenols and flavonoids
stabilize NO, maintaining vascular integrity.

* Gut microbiome modulation through fibre-rich diets
boosts NO production.

3. Optimization of Lipid Profile:

* Soluble fibre reduces LDL-C by enhancing bile acid
excretion.

* Healthy fats (monounsaturated/polyunsaturated)
improve lipid profiles.

+ Plant sterols/stanols impede cholesterol absorption.
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e Gut microbiota-derived short-chain fatty acids
(SCFAs) regulate cholesterol metabolism.

4. Facilitation of Weight Management:

* Reduced caloric density and high dietary fiber enhance
satiety and regulate appetite.

» Fiber-driven gut microbiota supports metabolism and
fat oxidation.

5. Regulation of Blood Glucose and Insulin Sensitivity:

* Dietary fibre modulates glucose absorption, preventing
spikes.

* Polyphenols enhance insulin receptor function.

* Gut microbiota-produced SCFAs improve glucose
metabolism and insulin efficiency.

6. Attenuation of Systemic Inflammation:
* Polyphenols and antioxidants reduce oxidative stress.
*  Omega-3 fatty acids lower inflammatory biomarkers.
7. Reduction of Oxidative Stress:
* Antioxidant-rich nutrients neutralize ROS.
* Phytochemicals protect against oxidative damage.
8. Promotion of Healthy Gut Microbiota:

¢ SCFA-induced wvascular
cardiovascular health.

relaxation  enhances

* Gut microbiota reduces TMAO production and
systemic inflammation.

9. Enhancement of Mitochondrial Function:

* Polyphenols and nitrates stimulate mitochondrial
biogenesis and improve metabolic efficiency.

* Antioxidants and omega-3 fatty acids enhance
mitochondrial function and reduce oxidative stress.

10. Telomere Preservation and Longevity:

* Antioxidants and polyphenols reduce oxidative stress
and inflammation, preserving telomeres.

* Dietary control improves DNA repair mechanisms
and metabolic stability, promoting longevity.

This integrative model, combining pharmacological
initiation with sustainable nutritional strategies, significantly
advances chronic disease management and positions WFPBD
as a central dietary intervention for cardiometabolic health.
It promises transformative patient outcomes and enhanced
quality of life.

Clinical Evidence at Bethsaida Hospital

AtBethsaida Hospital, we have pioneered acomprehensive
and integrative approach by combining Semaglutide with
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the WFPBD as frontline therapy for managing chronic
conditions, including CAD, T2D, obesity, hypertension,
and dyslipidaemia. Semaglutide serves an essential bridging
function, effectively reducing patients' cravings and appetite
for highly palatable, unhealthy foods. This pharmacological
support enables patients to initiate dietary transitions more
seamlessly and facilitates long-term adherence to WFPBD by
curbing initial dietary challenges and cravings.

Under the clinical leadership of Prof. DM, our hospital has
meticulously documented significant clinical improvements
across diverse patient populations. These showcasing
outcomes are superior to those achieved with traditional
pharmaceutical approaches alone. Our detailed observations
and clinical data demonstrate:

» Hypertension Remission: Many hypertensive patients
achieve complete remission, eliminating the need for
antihypertensive medications.

» Diabetes Reversal: Most patients with T2D successfully
achieve and sustain HbAlc levels below 6% without
requiring insulin therapy, highlighting a profound
metabolic recovery.

* LDL-C Reduction: Integration of WFPBD, combined
judiciously with lipid-lowering therapies such as statins
and ezetimibe, achieves LDL-C targets of less than
30 mg/dL, substantially surpassing conventional lipid
management guidelines.

* Kidney Function Recovery: Patients with previously
moderate renal impairment frequently experience
normalization of creatinine levels, reflecting substantial
improvements in renal filtration and reduced nephrological
stress.

*  Weight Normalization: Our combined therapeutic
strategy consistently achieves BMI normalization,
guiding patients to an optimal BMI range of 21-22, which
significantly reduces obesity-related complications and
improves overall health.

» Restenosis Reduction: Remarkably low restenosis rates of
approximately 2% have been recorded post-interventional
procedures, accompanied by evidence of regression in
atherosclerotic plaque, indicating robust cardiovascular
protective effects.

These outcomes underscore the synergistic potential
of combining Semaglutide with a WFPBD, leveraging
pharmacological initiation to overcome immediate
physiological barriers, while nutritional strategies provide
sustained metabolic restoration and disease reversal. This
integrated clinical model represents a substantial advancement
in chronic disease care, promising significant improvements
in patient health outcomes and quality of life.
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Comparative Health Benefits

Whole-Food Plant-
Based Diet (WFPBD)
High fibre, natural satiety,
sustained weight loss
Lowers LDL-C, reverses
atherosclerosis
Reverses insulin
resistance, normalises
glucose

Normalises creatinine,
reduces stress

Rich in antioxidants and

Health Metric Semaglutide

Reduces appetite
and body weight
Cardiovascular Reduces MACE,
Health lowers BP

Weight Loss

Diabetes Control | Lowers HbA1c

Kidney Health Slows nephropathy

. Lowers systemic
Inflammation

inflammation anti-inflammatory
Nitric Oxide Boosts NO Leafy greens enhance
NO levels
Stroke Reduces vascular | Prevents plaque and
Prevention damage improves flow
Lipid Profile Lowers LDL and TG | - rofound LDL reduction
without drugs
Improves "
Gut Health microbiome via gi:/eetilsoélcsesaultﬁmpofrltora
GLP-1 ' y
Longevit Supports metabolic | Promotes overall
gevity health wellness and lifespan

Al as an Enabler for WFPBD Adherence

At Bethsaida Hospital, Al has been strategically integrated
to significantly enhance patient adherence and optimize the
effectiveness of the WFPBD. Recognizing that sustained
dietary adherence is critical to achieving long-term health
outcomes, our sophisticated Al-driven platform provides
comprehensive support by personalizing and monitoring
nutritional interventions.

Our advanced Al platform encompasses several key
functionalities:

* Individualized Meal Planning: Tailored dietary
recommendations and customized meal plans are generated
based on an individual's health status, metabolic profile,
nutritional preferences, and cultural considerations,
maximizing patient acceptance and adherence.
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* Continuous Health Metrics Tracking: Real-time
monitoring of key health indicators, including blood
glucose levels, body weight, lipid profiles, and blood
pressure, enables timely adjustments and ensures
alignment with therapeutic goals.

+ Intelligent Engagement and Communication: The system
proactively sends personalized reminders, motivational
tips, dietary reinforcement messages, and educational
content, fostering patient engagement and compliance.

» Adherence Analysisand Outcome Prediction: The platform
utilizes predictive analytics to evaluate dietary adherence
patterns and forecast potential health outcomes, enabling
proactive interventions and continuous improvement in
patient management strategies.

* Behavioural Insights and Adjustment: Al-driven
insights provide clinicians and patients with actionable
data regarding dietary behaviour, facilitating targeted
interventions and promoting behavioural transformation.

» Comprehensive Patient Education: Integrated educational
modules supported by Al enhance patients' understanding
of dietary choices and their health impacts, empowering
informed decision-making and promoting sustained
lifestyle changes.

By integrating Al with WFPBD, Bethsaida Hospital
ensures a robust support system that significantly enhances
patient education, convenience, and adherence continuity—
key components for sustained lifestyle transformation and
long-term success in managing chronic diseases.

A Call for Medical Paradigm Shift

Despite growing evidence, many medical professionals
still favour pharmaceutical interventions over nutritional
therapy [25-29]. This inertia perpetuates a reactive healthcare
model, which increases costs and reduces patient autonomy.
The integration of Semaglutide and WFPBD represents a path
forward: utilise medications, when necessary, but focus on
empowering patients to heal through lifestyle transformation.

Economic and Societal Implications

Adopting WFPBD as a national health strategy would
[30-34]:

* Lower Healthcare Expenditures: Reduced need for
chronic medication.

* Improve Workforce Productivity: Healthier populations
miss fewer workdays.

* Elevate Public Health: Through community nutrition
programs and Al-driven education.

Conclusion

The integration of Semaglutide with a WFPBD represents
a significant advancement in chronic disease management,
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offering a highly effective and sustainable approach to
reversing cardiometabolic disorders. While Semaglutide
provides immediate pharmacological benefits in weight
reduction, glycaemic control, and cardiovascular protection,
its effects are primarily temporary without continued use. In
contrast, WFPBD offers enduring, side-effect-free metabolic
restoration through nutritional excellence, addressing root
causes of disease such as inflammation, oxidative stress,
insulin resistance, and endothelial dysfunction. Enhanced
by cutting-edge Al technologies, this combined therapeutic
strategy facilitates initial dietary adherence and ensures
sustained patient engagement, behavioural transformation,
and optimal long-term outcomes. Ultimately, the synergy
between Semaglutide, WFPBD, and Al integration heralds
a paradigm shift from mere symptom management to
comprehensive, reversible care for chronic diseases,
promising profound improvements in patient health, quality
of life, and public health outcomes.
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