GLP-3, aka... Retatrutide or Reta

Triple-pathway
metabolic recalibration

The most powerful and effective GLP approach to date, representing a paradigm
shift in how we understand and support metabolic health.



The Plateau Isn't About Willpower

Most people don't struggle with weight because they lack discipline or determination. They struggle because their metabolic signals are

fundamentally out of sync.

Appetite regulation, fat storage, energy burn — all operating with crossed wires and conflicting messages. When the signals are noisy and
contradictory, even Herculean effort feels exhausting and ultimately futile.

The real issue isn't motivation. It's miscommunication at the cellular level.



Traditional Fat Loss Pushes Harder

This brute-force approach can produce short-term results, but it
fundamentally misunderstands the problem. Forcing output doesn't fix
broken signaling.

You can't willpower your way past metabolic dysregulation. Eventually, the
system fights back — often harder than you can push.

Suppressed metabolism, ravenous hunger, energy crashes, and inevitable
rebound become the norm.




The Real Problem Is Upstream

Weight regulation isn't fundamentally a calorie math problem. It's a signaling
problem — one that operates far below conscious awareness.

Your brain and metabolism are constantly engaged in complex communication
about hunger, fullness, fuel utilization, and energy expenditure. This conversation
happens through hormones, neuropeptides, and metabolic signals.

Hunger Signals Fullness Cues Fuel Selection

When to seek food When to stop eating What to burn for
energy

Energy Output

How much to expend

If that conversation is distorted or dysfunctional, the entire system fights you at
every turn. Fixing the upstream signaling changes everything downstream.




Retatrutide Changes the
Conversation

Retatrutide is often referred to as a "GLP-3" approach — though that's something
of a conceptual shorthand rather than an official classification.

What makes it genuinely distinct is that it works across three metabolic signaling
pathways simultaneously — not just one. This represents a fundamental
advancement in metabolic pharmacology.

Instead of pushing harder against a broken system, Retatrutide recalibrates the
messaging between brain, gut, and metabolism.

It's not about forcing change. It's about restoring coherent communication.




Not Louder. Smarter.

The Old Approach The Retatrutide Difference
Older metabolic interventions often act like a megaphone — Retatrutide acts more like a translator, helping different systems
amplifying a single signal, drowning out nuance, creating imbalance. understand each other with greater clarity and precision.

Louder isn't always better when the message itself needs refinement.

01 02 03
Appetite Signaling Insulin Response Energy Burn Dynamics
Clearer hunger and satiety cues More efficient glucose handling Enhanced metabolic throughput

When all three pathways align, the system becomes fundamentally more coherent. Less internal conflict, more cooperative function.



Think Infrastructure, Not
Stimulation

Stimulants increase output temporarily. Crash diets suppress intake forcefully. Both
create stress and eventual breakdown.

Retatrutide takes a fundamentally different approach — it improves infrastructure
rather than overriding capacity.

Traditional Approaches Infrastructure Model
e Force metabolic output e Support self-regulation
e Suppress natural signals e Clarify communication
e Override homeostasis e Restore coherence

e Create stress response e Enable adaptation

It supports how the system regulates itself — instead of constantly overriding it
with external force. That's a sustainability game-changer.




Appetite Feels Different

This isn't about white-knuckle hunger control or forcing yourself to resist cravings
through sheer willpower. The subjective experience is fundamentally different.

1 Quieter Food Noise

Less constant mental preoccupation with food, fewer intrusive thoughts
about eating

2 Faster Satiety

Feeling genuinely satisfied with less volume, without deprivation or
restriction

3 Reduced Emotional Pull
Less compulsive eating driven by stress, boredom, or emotional triggers
This is not forced restriction or imposed discipline. It's the experience of more

natural stopping points — when the signal to stop eating arrives clearly and you can
actually hear it.




Metabolism Gets a Second Signal

Most GLP-1-based therapeutic tools focus heavily — sometimes exclusively — on
appetite suppression. That's their primary mechanism of action.

Retatrutide adds another critical layer beyond intake control: it simultaneously
supports energy expenditure signaling. This dual action represents a structural shift

in how we approach metabolic intervention.

You're not just eating less. The system is also burning more efficiently, with
enhanced metabolic throughput and improved fuel utilization.

[ The distinction matters: Single-pathway suppression creates metabolic adaptation that works against you. Multi-pathway support
creates metabolic cooperation.



Why This Matters

Understanding the interplay between intake and expenditure reveals why multi-
pathway approaches offer advantages over single-mechanism interventions.

Hunger drops alone

1 Body compensates by reducing metabolic rate — the classic
"starvation mode" adaptation

Burn increases alone

2 Appetite often rises proportionally, creating constant hunger and
making adherence nearly impossible

Signals move together

3 The system becomes more cooperative — less internal conflict, more
sustainable progress

When both sides of the energy equation shift in concert, metabolic adaptation
works with you rather than against you. The body stops fighting the intervention.
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Capacity Over Brutality

The fundamental goal isn't to punish the body into submission through deprivation and exhaustion. That approach fails predictably and often

causes harm.

The goal is to systematically increase metabolic capacity — to expand what the system can do, not force it beyond its limits.

2 Better Flexibility 3 Better Fuel Handling

Enhanced efficiency and utilization

1 Better Signaling
Clearer communication between Improved metabolic adaptability

systems

Less friction. More capability. Sustainable improvement rather than temporary heroics.



Why It Doesn't Feel "Flashy"

And That's the Point

Infrastructure improvements don't announce themselves with
fireworks. They show up as consistent, reliable function over time.

Consistency beats intensity when you're rebuilding foundational
systems rather than temporarily overriding them.

The absence of acute effects isn't a limitation — it's a feature. You're not borrowing against tomorrow's energy. You're building capacity that
compounds.



A Mental Model

Brakes: Traditional
Dieting

Dashboard:
Retatrutide

Imagine your metabolism as an engine — a complex system with multiple feedback loops and regulatory mechanisms.

1 Traditional Dieting 2 Stimulants 3 Retatrutide
Slams the brakes hard — creates Floor the gas pedal — temporary Recalibrates the dashboard — clearer
resistance, heat, wear speed, eventual burnout readings, smoother operation

The engine runs smoother, more efficiently, without constantly redlining. Better performance through better information and regulation.



Where It Fits in a Modern Stack

Retatrutide belongs at the foundation of metabolic optimization work — not as a
standalone silver bullet, but as infrastructure that enables other interventions to
work better.

% Resistance Training

Capacity building and lean mass development

Mitochondrial Support

Enhanced cellular energy efficiency

§ Behavioral Nutrition

Sustainable eating patterns and habits

Recovery Protocols

Sleep, stress management, adaptation

It reinforces other interventions — it doesn't compete with them. Better metabolic
signaling makes everything else more effective.



Foundation, Not Performance Layer

This is emphatically not a "last 5% aesthetic tweak" for already-elite physiques. That's a fundamental misunderstanding of what Retatrutide

addresses.

Not This But This

e Contest prep finishing tool e Metabolic infrastructure repair
e Cosmetic enhancement e Signaling restoration

e Performance stimulant e Capacity development

e Shortcut to results e System optimization

When the base signaling improves, everything layered on top works better. Training stimulus generates better adaptation. Recovery becomes
more efficient. Food choices feel more intuitive and sustainable.

Foundation work isn't glamorous. But it's what makes everything else possible.



Preservation Over Stimulation

The core philosophy underlying Retatrutide's mechanism represents a shift in how
we think about metabolic intervention.

1 Metabolic Coherence

Systems working in concert rather than conflict, reduced internal friction and
waste

2 Energy Regulation

Stable, sustainable throughput rather than spikes and crashes that create
adaptation

3 Long-Term Consistency

Day-after-day reliability that compounds over months and years, not weeks

It favors stability over spikes. Resilience over rush. Sustainable capacity over
temporary heroics.




The Bigger Reframe

Weight regulation isn't about fighting your body into submission. That adversarial
model creates suffering and ultimately fails.

It's about aligning your interventions with your biology — working with the
system's design rather than against it.

From Force

N

Overriding signals through willpower

To Signal

Clarifying metabolic communication

From Restriction

Suppressing natural function

To Recalibration

©

Restoring coherent regulation

Retatrutide represents this philosophical shift made tangible — from antagonism to
cooperation, from override to optimization.




In Short...

Retatrutide doesn't force fat loss.

It restores metabolic signaling so the system works with you instead of constantly fighting against you. That's the fundamental distinction.

GLP Pathway Comparison — Clean Systems View

GLP-10nly

Dual GLP-1/GIP

Triple Pathway

Category

Examples

Pathways

Primary Lever

Energy Expenditure

Lean Mass Effect

10

GLP-1Agonists

Semaglutide
(Ozempic/Wegovy), Liraglutide

GLP-1

Appetite suppression

Minimal

Loss proportional to total
weight

20

Dual (GLP-1/ GIP)

Tirzepatide
(Mounjaro/Zepbound)

GLP-1+ GIP

Appetite + insulin efficiency

Mild

Slightly improved preservation

Triple (+ Glucagon)

Retatrutide (Phase 2)

GLP-1 + GIP + Glucagon

Appetite + insulin + energy
expenditure

Moderate increase

Supported preservation;
possible modest gain with
training

30



Head-to-Head: Clinical Trial Results

Phase 2 Weight Loss — —

Phase 3/Overall Weight 20.9% (72 weeks)' 14.9% (68 weeks)*

Loss

Mechanism GLP-1 + GIP GLP-1only

Status FDA approved FDA approved
(Mounjaro/Zepbound) (Ozempic/Wegovy)

[ Real-world data shows tirzepatide users were 8x more likely to achieve 5% weight loss vs. semaglutide (Truveta Research, 2023)

' Jastreboff et al., NEJM 2023
2 Eli Lilly Press Release, Dec 2025
3 Jastreboff et al., NEJM 2022

4 Wilding et al., NEJM 2021



Clinical Evidence: NEJM Phase 2

Trial

Landmark Results Published in New
England Journal of Medicine

Key findings from the Phase 2 trial (Jastreboff et al., NEJM 2023):

1 Study Design

338 adults with obesity (BMI 230) or overweight (BMI 27-29) with weight-
related conditions, without type 2 diabetes

2 Primary Outcome

Up to 24.2% mean weight loss at 48 weeks with 12mg dose
Average weight reduction: ~58 Ibs

3 Dose-Response Effect

Clear dose-dependent relationship across 1mg, 4mg, 8mg, and 12mg doses
Higher doses = greater efficacy

4 Safety Profile

Most common side effects: nausea, diarrhea, vomiting (similar to other GLP-
1therapies)
Generally well-tolerated with dose escalation

The magnitude of weight loss observed with retatrutide represents a meaningful
advance in obesity pharmacotherapy.

— NEJM Editorial

Jastreboff AM, Kaplan LM, Frias JP, et al. Triple-Hormone-Receptor Agonist
Retatrutide for Obesity—A Phase 2 Trial. N Engl J Med. 2023;389:514-526.




TRIUMPH-4: First Phase 3 Success
December 2025 — Breakthrough Results in Obesity + Osteoarthritis

Weight Loss Outcomes Pain & Function Benefits

e 28.7% average body weight reduction at 68 weeks (12mg dose) e 75.8% reduction in WOMAC pain scores (4.5 points)

e Average loss: 71.2 pounds e Significant improvements in physical function measures
e 84% of participants had baseline BMI =35 kg/m? e More than 1in 8 patients completely pain-free at trial end
e Met all primary and key secondary endpoints e Dual benefit: metabolic + musculoskeletal health

First successful Phase 3 trial demonstrates unprecedented dual benefits

[JJ Seven additional Phase 3 trials evaluating retatrutide in obesity and type 2 diabetes expected to complete in 2026

Eli Lilly and Company. Press Release: Lilly's triple agonist, retatrutide, delivered weight loss of up to an average of 71.2 Ibs along with substantial
relief from osteoarthritis pain in first successful Phase 3 trial. December 11, 2025.



The Lean Mass Question
Preserving Muscle During Weight Loss

A critical concern with all potent weight-loss medications is the potential loss of
lean body mass, including skeletal muscle. This matters because muscle is
essential for:

@ Physical strength and mobility

Insulin sensitivity and glucose metabolism
@) Higher metabolic rate and energy expenditure
><

What the Research Shows

Traditional GLP-1Agonists

1 Loss proportional to total weight loss (~25-30% of weight lost is lean
mass)

Dual Agonists (GLP-1/GIP)

2
Slightly improved preservation vs. GLP-1 alone
Triple Agonists + Glucagon
3 Supported preservation; possible modest gain with resistance training

Glucagon pathway may help maintain muscle during energy deficit

[ Emerging Strategy: Regeneron's COURAGE trial (Sept 2025) showed
combining semaglutide with anti-myostatin (trevogrumab) preserved
~50% of lean mass loss while increasing fat mass loss

Sanyal et al., Nature Medicine 2024
Regeneron COURAGE Trial, EASD 2025

IQVIA Analysis, 2025




Real-World Effectiveness Data

Beyond Clinical Trials: What Happens in
Practice

While randomized controlled trials provide gold-standard efficacy data, real-world

evidence reveals how these medications perform in everyday clinical practice with

diverse patient populations.

3

Tirzepatide vs. Semaglutide Head-to-Head
(Truveta Research, 2023 — 18,000+ matched patients)
Tirzepatide users were:

e 8x more likely to achieve =5% weight loss
e 6x more likely to achieve 210% weight loss

e 3x more likely to achieve 215% weight loss

Treatment Persistence
Real-world discontinuation rates due to adverse events:
e GLP-1therapies: ~14% discontinuation

e Placebo: ~2% discontinuation

* Most common: Gl side effects (nausea, vomiting, diarrhea)

Patient Characteristics
Real-world users tend to be:
e Younger than trial populations

e More diverse in comorbidity profiles

e Variable adherence to lifestyle modifications

Real-world data confirms the efficacy seen in trials translates to meaningful

outcomes in clinical practice, though individual responses vary significantly.

Rodriguez PJ et al., medRxiv 2023

JAMA Internal Medicine, 2024

Diabetes, Obesity and Metabolism, 2025



What's Actually Different About
Retatrutide

The glucagon receptor component introduces mechanisms that fundamentally
distinguish Retatrutide from earlier GLP-based approaches.

1 Increased Energy Expenditure

Higher baseline metabolic rate and thermogenesis

2 Greater Fat Oxidation

Preferential burning of fat for fuel

3 Higher Metabolic Throughput

More total energy cycling through the system

That increased metabolic turnover may create conditions where — when protein

intake and resistance training are adequate — lean mass can be better preserved.

In some individuals, it may even be modestly increased.

[ Critical distinction: This is not anabolic like testosterone or other
hormonal interventions. But it's also not purely catabolic like aggressive
calorie restriction. It occupies a different metabolic space entirely.

!



Clean Summary

GLP-1: Intake Control
Controlling Intake

GLP-1+ GIP:
Insulin Refinement

Adding Insulin Refinement }

GLP-1+ GIP + Glucagon;
Metabolic Burn ]

Adding Metabolic Burn

Q & &
GLP-1Alone GLP-1+GIP GLP-1+ GIP + Glucagon
Intake control through appetite Intake control + insulin sensitivity Intake + insulin + metabolic burn
suppression refinement enhancement

And that third lever — the glucagon pathway — is where the conversation about lean mass preservation fundamentally shifts. It's not just about
losing less muscle. It's about creating metabolic conditions where the body can maintain or even build tissue while in energy deficit.

The future of metabolic medicine isn't about pushing harder. It's about signaling smarter.



