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1.1 Clinical Reframing of Obesity

Obesity is not a failure of willpower. It is a multifactorial neuroendocrine and

metabolic disease driven by dysregulated appetite signaling, insulin resistance,

mitochondrial inefficiency, impaired fat oxidation, chronic low-grade inflammation, and

hormonal imbalance. Treating it as a behavioral issue undermines clinical outcomes and

patient trust.

This systemic approach is designed to operationalize this transformation through a

structured, multi-pathway clinical framework — enabling physicians to move beyond

single-drug obesity treatment and into precision metabolic medicine.

1.2 Core Pathophysiology

Appetite Dysregulation
CENTRAL & PERIPHERAL SIGNALING

GLP-1 deficiency or receptor

resistance

Dopamine-driven reward eating cycles

Impaired leptin and amylin signaling

Persistent "food noise" — intrusive

food-seeking cognition

Insulin Resistance
METABOLIC CORE DYSFUNCTION

Chronic hyperinsulinemia promoting

fat storage

Impaired glucose uptake in skeletal

muscle

Hepatic glucose overproduction

Upstream driver of NAFLD and T2DM

Mitochondrial Dysfunction Visceral Adiposity

S E C T I O N  I

Foundations of Metabolic Disease
Clinical reframing, pathophysiology, patient phenotyping, and the metabolic assessment

framework that anchors this system.

The Clinical Objective

Shift the patient systematically through a defined metabolic continuum:

Metabolic Dysfunction → Metabolic Flexibility → Metabolic Efficiency →

Long-Term Stability

Each stage requires a specific combination of therapies, monitoring, and

protocol adjustments. No single agent achieves this transformation alone.

• 

• 

• 

• 

• 

• 

• 

• 
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BIOENERGETIC FAILURE

Reduced ATP production capacity

Fatigue and exercise intolerance

Impaired beta-oxidation of fatty acids

Increased ROS burden and oxidative

stress

INFLAMMATORY DRIVER

Ectopic fat deposition — liver, muscle,

pericardium

Elevated TNF-α, IL-6, CRP

Hepatic steatosis and NASH

progression

Independent cardiometabolic risk

factor

Adaptive Metabolic Resistance
WEIGHT LOSS PLATEAU MECHANISM

Reduction in resting metabolic rate

Hormonal compensation (ghrelin

rebound)

Loss of lean mass reducing TDEE

Neurobiological resistance to further

loss

Hormonal Imbalance
ENDOCRINE DISRUPTION

Reduced growth hormone pulsatility

Elevated cortisol promoting abdominal

fat

Thyroid downregulation during caloric

deficit

Sex hormone dysregulation (low T,

high estrogen)

1.3 Patient Phenotyping — Pre-Protocol Assessment

Effective protocol selection begins with accurate phenotyping. Before initiating any

protocol, classify the patient across five clinical axes:

Axis Assessment Question Clinical Implication

Appetite

Dominance

Does the patient report persistent

hunger, food preoccupation, or

emotional eating?

Prioritize GLP + amylin

pathway; consider

Cagrilintide

Insulin Resistance

Severity

HOMA-IR >2.5? Elevated fasting

insulin? Metabolic syndrome

criteria?

Prioritize Tirzepatide or

Retatrutide over GLP-1

monotherapy

Visceral Fat Load Waist circumference, waist-to-hip

ratio, DEXA or imaging evidence of

central adiposity?

Add glucagon receptor

agonism (Survodutide/

Retatrutide), 5-Amino-1MQ

Mitochondrial

Status

Does patient report fatigue, poor

exercise tolerance, metabolic

slowdown?

Layer in MOTS-c, SS-31,

NAD+, SLU-PP-332

Lean Mass & Body

Composition

Muscle loss history? Poor strength

markers? Performance goals?

Add GH axis support

(CJC-1295/Ipamorelin or

Tesamorelin)

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 
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1.4 Metabolic Assessment Framework — Baseline Labs

CORE METABOLIC PANEL

HbA1c (glycemic control index)

Fasting glucose and fasting insulin

HOMA-IR calculation

Comprehensive metabolic panel (CMP)

Lipid panel (LDL, HDL, TG, LDL-P)

ADVANCED CARDIOMETABOLIC

High-sensitivity CRP (hsCRP)

ApoB / ApoA1 ratio

Uric acid

Liver function panel (AST, ALT, GGT)

Liver imaging if ALT elevated (>2x

ULN)

HORMONAL & ENDOCRINE

Total and free testosterone (men/

women)

DHEA-S, cortisol (AM)

IGF-1 (GH axis assessment)

TSH, free T3, free T4

Estradiol (as clinically indicated)

BODY COMPOSITION

Weight and BMI

Waist circumference / waist-to-hip

ratio

DEXA scan (preferred) or BIA

Visceral fat rating / android fat %

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 
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2.1 The Role of the Incretin System

Incretin hormones — primarily GLP-1 (glucagon-like peptide-1) and GIP (glucose-dependent

insulinotropic polypeptide) — are secreted from the gut in response to nutrient intake.

They regulate appetite, gastric emptying, insulin secretion, glucagon suppression, and

satiety signaling. In individuals with obesity and metabolic disease, this system is

functionally impaired, making pharmacological restoration a logical cornerstone of

treatment.

🔬 CLINICAL INSIGHT

GLP-1 receptor agonism does more than suppress appetite. It reduces reward-

pathway food-seeking behavior, slows gastric emptying to enhance satiety,

improves beta-cell function, and has demonstrated cardioprotective and

hepatoprotective effects independent of weight loss. This multi-system impact is

why GLP therapies form the foundation of every metabolic protocol.

S E C T I O N  I I

The Incretin / GLP Therapeutic Hierarchy
GLP-based therapies are the anchor pathway. Understanding the full therapeutic spectrum

enables rational escalation and optimized outcomes.
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2.2 Clinical Hierarchy of GLP-Based Therapies — The Five-Tier

Model
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TIER 1
FOUNDATION

GLP-1 Monotherapy — Semaglutide

Mechanism: GLP-1 receptor agonist. Potent appetite suppression,

glycemic control, gastric emptying delay, and cardiovascular risk

reduction.

Early-Stage Obesity (BMI 27–35) Prediabetes / T2DM

Cardiovascular Risk Reduction First-Line Therapy

Expected Outcomes: 10–17% total body weight loss; significant

glycemic improvement; demonstrated CV mortality reduction in

SELECT trial data.

Titration Approach: Start at lowest effective dose; increase every 4

weeks based on tolerability. Nausea is typically dose-dependent and

self-limiting.

TIER 2
ORAL

PLATFORM

Oral GLP Receptor Activation — Orforglipron / GLP PLUS+

Mechanism: Small-molecule non-peptide GLP-1 receptor agonist. Oral

bioavailability eliminates injection barrier. GLP PLUS+ combines

orforglipron-class signaling with a dual-carnitine matrix for enhanced fat

transport and oxidation.

Injection-Resistant Patients Maintenance Phase Transition

Entry-Level Programs Adherence-Sensitive Cases

Expected Outcomes: Phase 2/3 data shows 14–16% weight loss at

highest doses. Enhanced adherence vs injectable formulations. Improved

metabolic flexibility via carnitine co-matrix.

TIER 3
DUAL

INCRETIN

Dual Agonist — Tirzepatide (GIP + GLP-1)

Mechanism: Simultaneous activation of both GLP-1 and GIP receptors.

GIP receptor activity uniquely improves insulin sensitivity, reduces

glucotoxicity, and may attenuate GLP-related nausea by modulating

central reward pathways.

Moderate-Severe Obesity (BMI >35) Significant Insulin Resistance

GLP-1 Plateau Type 2 Diabetes

Expected Outcomes: SURMOUNT trial: 20–22.5% weight loss at 72

weeks — superior to semaglutide. Improved tolerability profile due to GIP

co-activation. Greater insulin sensitivity restoration than GLP-1

monotherapy.
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2.3 Amylin Pathway Integration — Cagrilintide

Amylin is a pancreatic hormone co-secreted with insulin that regulates satiety, gastric

emptying, and central appetite signaling via the area postrema. In obesity, amylin

signaling is blunted, contributing to persistent hunger and binge behavior. Cagrilintide is a

long-acting amylin analog that synergizes powerfully with GLP-1 therapies through

complementary, non-overlapping mechanisms.

🔬 CLINICAL INSIGHT — CAGRISEMA

The combination of Cagrilintide + Semaglutide (CagriSema) demonstrated

approximately 15.6% weight loss at 32 weeks in early trials — suggesting

meaningful additive benefit over semaglutide alone. This combination is

particularly powerful for patients with persistent food noise, emotional eating, or

plateau on standard GLP therapy.

TIER 4
GLP +

GLUCAGON

Dual Agonists with Glucagon Axis — Mazdutide /

Survodutide

Mechanism: GLP-1 plus glucagon receptor co-agonism. Glucagon

receptor activation increases thermogenesis, stimulates hepatic fat

oxidation (fatty acid beta-oxidation), and promotes adipose lipolysis —

adding a fat-burning dimension beyond appetite suppression.

Visceral Adiposity Fatty Liver / NAFLD / NASH

Metabolic Inflexibility Thermogenic Optimization

Expected Outcomes: Significant hepatic fat reduction (25–40% in clinical

data); thermogenesis enhancement; additive weight loss vs pure GLP-1

agonism; favorable lipid profile improvement.

TIER 5
TRIPLE
AGONIST

Triple Receptor Agonist — Retatrutide (GLP-1 + GIP +

Glucagon)

Mechanism: Simultaneous activation of all three incretin/metabolic

receptors. Combines maximal appetite suppression (GLP-1), insulin

sensitization and tolerability improvement (GIP), thermogenesis and

hepatic fat oxidation (glucagon), and lean mass preservation signals via

multi-receptor interaction.

Severe Obesity (BMI >40) Post-Tirzepatide Plateau

Advanced Metabolic Disease Body Recomposition

Expected Outcomes: Phase 2 data (NEJM 2023): up to 24.2% weight

loss at 48 weeks — highest of any agent in its class. Significant

thermogenic effect. Body composition superiority over GLP-1

monotherapy.
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A Cagrilintide — Clinical Use Guide

ADJUNCT THERAPY

PRIMARY INDICATION

Persistent hunger and food

preoccupation despite GLP therapy;

emotional or binge eating pattern;

plateau on GLP monotherapy

MECHANISM

Amylin receptor agonism → delayed

gastric emptying, central appetite

suppression, reduced food-seeking

behavior

BEST COMBINATION

Semaglutide + Cagrilintide

(CagriSema) · Tirzepatide +

Cagrilintide for aggressive plateau

management

WHEN TO ADD

Patient reports: "I'm always hungry," "I

think about food constantly," or

plateau >4 weeks without dose change
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⚙️ SYSTEM ARCHITECTURE PRINCIPLE

The GLP/incretin layer controls intake. The modulator system controls output,

efficiency, and composition. Both are required for durable metabolic

transformation. Protocols that rely solely on appetite suppression leave the

mitochondrial, thermogenic, and body composition dimensions unaddressed —

increasing plateau risk and muscle loss.

3.1 Oral Metabolic Systems

GLP PLUS+
ORAL GLP ACTIVATION + CARNITINE

MATRIX

Orforglipron-class GLP-1 receptor

activation (oral)

Dual carnitine (L-Carnitine + Acetyl-L-

Carnitine) for fat transport to

mitochondria

Enhances fatty acid beta-oxidation

Improves metabolic flexibility

Best role: Entry-level programs,

maintenance phase, injection-averse

patients

GLP-1 BOOST / ReLean
MULTI-PATHWAY ORAL METABOLIC SUPPORT

AMPK pathway activation (cellular

energy sensing)

Thermogenesis upregulation

Lean mass preservation signaling

GI tolerability support (reduces GLP-

associated nausea)

Best role: Adjunct to any injectable

GLP protocol; plateau support;

maintenance

3.2 Lipolytic & Targeted Fat Reduction Agents

AOD-9604
GH FRAGMENT — SELECTIVE LIPOLYSIS

C-terminal fragment of human growth

hormone (hGH 176-191)

Activates fat cell beta-3 adrenergic

receptors → lipolysis

5-Amino-1MQ
NNMT INHIBITOR — VISCERAL FAT

TARGETING

Inhibits Nicotinamide N-

Methyltransferase (NNMT)

NNMT is overexpressed in visceral

adipose tissue

S E C T I O N  I I I

Secondary Metabolic Layer — Modulator System
Multi-pathway metabolic reprogramming requires more than incretin therapy. The modulator

system provides targeted support across fat oxidation, thermogenesis, mitochondrial

function, lean mass preservation, and lipid transport.

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 
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Does NOT increase IGF-1 or blood

glucose

Targets stubborn adipose depots

(subcutaneous & visceral)

Non-appetite dependent mechanism

Best role: Stubborn fat; body

recomposition; maintenance fat

control

Inhibition → increased SAM levels →

fat cell differentiation reversal

Raises NAD+ precursor availability

Selectively targets visceral fat

compartment

Best role: High visceral fat,

metabolic syndrome, liver fat

concerns

3.3 Exercise Mimetic & Thermogenic Agents

E SLU-PP-332 — ERR Agonist / Exercise Mimetic

THERMOGENIC LAYER

SLU-PP-332 activates the Estrogen-Related Receptor alpha (ERRα) — a nuclear

receptor that governs mitochondrial biogenesis, oxidative metabolism, and

thermogenic gene expression. This mechanism mimics the systemic effects of

aerobic exercise at the cellular level.

MITOCHONDRIAL EFFECT

Increases mitochondrial

number and oxidative

capacity in skeletal

muscle and adipose

tissue

THERMOGENIC EFFECT

Upregulates UCP1 and

thermogenic gene

programs; increases

basal caloric expenditure

FAT OXIDATION

Enhances fatty acid

utilization as primary

fuel; anti-obesogenic

metabolic shift

🔬 CLINICAL INSIGHT

Critical use case: Patients who cannot exercise due to orthopedic

limitations, severe fatigue, deconditioning, or motivational barriers. SLU-

PP-332 provides a metabolic expenditure increase independent of physical

activity — addressing the "output" side of the energy balance equation that

GLP therapies alone cannot reach.

3.4 Mitochondrial Support System

Metabolic disease at its core is, in part, a disease of mitochondrial dysfunction. Restoring

mitochondrial health is not a luxury layer — it is foundational to sustained metabolic

transformation, energy restoration, and plateau prevention.

MOTS-c SS-31 (Elamipretide)

• 

• 

• 

• 

• 

• 

• 

• 
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MITOCHONDRIAL-DERIVED PEPTIDE

Encoded in mitochondrial 12S rRNA

Activates AMPK and regulates glucose

uptake

Enhances insulin sensitivity in skeletal

muscle

Improves exercise tolerance and

mitochondrial efficiency

Declines with age — supplementation

restores youthful metabolic signaling

MITOCHONDRIAL MEMBRANE PROTECTANT

Concentrates at inner mitochondrial

membrane

Binds cardiolipin → restores

membrane architecture

Reduces mitochondrial ROS and

oxidative damage

Reduces GLP-associated fatigue

syndromes

Particularly valuable during

aggressive weight loss phases

NAD+
METABOLIC CO-ENZYME / SIRTUIN

ACTIVATOR

Essential for cellular energy

production (ATP synthesis)

Activates Sirtuins (SIRT1, SIRT3) —

longevity and metabolic regulation

Declines 50%+ by age 50

Supports DNA repair, inflammation

resolution, fat oxidation

Best role: Maintenance phase, NASH/

liver fat protocols, aging metabolic

patients

MOTS-c + SS-31 + NAD+ Stack
MITOCHONDRIAL OPTIMIZATION PROTOCOL

Synergistic mitochondrial restoration

across three mechanisms

MOTS-c: upstream signaling and AMPK

activation

SS-31: structural membrane

protection and ROS reduction

NAD+: co-enzyme substrate

replenishment

Indication: Fatigue-dominant

patients, age >50, NASH, aggressive

weight loss

3.5 Lipotropic & Carnitine Support

Without adequate fat transport infrastructure, mobilized fatty acids cannot be efficiently

delivered to the mitochondria for oxidation — creating a functional bottleneck that limits

fat loss efficacy and may paradoxically increase oxidative stress. The lipotropic agents

within this platform address distinct points in the fat transport and methylation cascade,

and are routinely co-administered alongside GLP therapies to maximize fat-loss outcomes,

support liver health, and mitigate metabolic fatigue.

LC120 — Injectable Lipotropic Base Blend

LC120 combines L-Methionine (15 mg), Choline Chloride (50 mg), L-Carnitine (50 mg), and

Dexpanthenol/B5 (5 mg) into a low-volume injectable designed for foundational lipotropic

support. Methionine provides methyl donors for hepatic fat clearance and glutathione

synthesis; Choline drives VLDL formation to export hepatic triglycerides and prevents fatty

liver accumulation; L-Carnitine shuttles long-chain fatty acids across the mitochondrial

membrane for beta-oxidation; and Dexpanthenol (B5) supports Coenzyme A production —

the essential cofactor for fatty acid metabolism and adrenal hormone synthesis.

Administered SC or IM at 1 mL 1–3×/week, LC120 serves as the foundational lipotropic

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

PEPTIDE PROTOCOL PORTAL — CONFIDENTIAL CLINICAL REFERENCE | © 2025 | For Licensed Practitioners Only 14



injection across most weight-loss protocols, with particular value as a GLP-1 therapy

adjunct to offset reduced metabolic rate, fatigue, and hepatic burden during caloric

restriction.

LC216 — Full-Spectrum Lipotropic + B-Vitamin Matrix

LC216 expands on the LC120 base by incorporating L-Arginine, Inositol, and a full B-

vitamin complex (B5, B6, B12) alongside the core lipotropic agents, delivering broader

metabolic reach in a single injectable. L-Arginine supports nitric oxide production and

endothelial-mediated nutrient delivery, improving circulation to metabolically active tissue

during fat loss. Inositol enhances insulin receptor sensitivity and is particularly beneficial in

insulin-resistant or PCOS patients. Vitamin B6 supports neurotransmitter synthesis

(dopamine, serotonin, GABA) and carbohydrate metabolism, directly counteracting mood

disruption common during caloric deficit; B12 fuels the methylation cycle and neurological

energy; and B5 reinforces adrenal resilience under the physiologic stress of metabolic

reprogramming. LC216 is the preferred choice when the clinical picture includes fatigue,

insulin resistance, elevated liver burden, PCOS, or significant psychological dimensions of

the obesity presentation.

LC-600 — High-Dose Injectable L-Carnitine

LC-600 delivers 600 mg/mL of L-Carnitine as a pre-mixed, ready-to-inject formulation in a

10 mL vial (6,000 mg total), enabling clinically meaningful doses in low injection volumes

for maximum compliance efficiency. At therapeutic doses (500–2,000 mg), it provides

robust mitochondrial fatty acid transport capacity, significantly reduces metabolic lactate

buildup and exercise-induced fatigue, and improves skeletal muscle glucose uptake

through enhanced insulin signaling. LC-600 is the preferred carnitine formulation for

patients on aggressive fat-loss protocols, those with documented chronic fatigue or

mitochondrial insufficiency, and performance-oriented patients where high-volume fat

oxidation support is required alongside the full GLP or recomposition protocol stack.

Super Human Blend (SHB) — Injectable Multi-Pathway Amino Acid Matrix

SHB is an injectable amino acid formulation combining L-Arginine, L-Ornithine, L-Citrulline,

L-Lysine, L-Glutamine, L-Proline, L-Taurine, L-Carnitine (220 mg), and N-Acetylcysteine

(NAC) to provide comprehensive support across five metabolic pathways simultaneously.

The Arginine-Citrulline-Ornithine triad sustains nitric oxide production and clears ammonia

via the urea cycle, reducing exercise-induced fatigue and improving tissue perfusion. The

Carnitine-Taurine combination supports mitochondrial fat oxidation and membrane

stability. Lysine and Proline contribute collagen synthesis substrates for connective tissue

integrity — particularly valuable in patients experiencing rapid weight loss. NAC serves as

the primary glutathione precursor, reducing systemic oxidative stress and supporting

hepatic detoxification pathways that are often strained during aggressive metabolic

protocols. SHB is well-suited as a daily injectable adjunct for patients requiring broad

metabolic and antioxidant support, particularly in conjunction with GLP therapies, GH axis

peptides, or mitochondrial stacking protocols.

Agent Form Primary Role Best Protocol Fit

LC120 Injectable 1

mL SC/IM

Foundational lipotropic: fat

transport, liver fat export,

methylation, CoA support

All GLP-based weight loss

protocols; standard metabolic

patients
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Agent Form Primary Role Best Protocol Fit

LC216 Injectable 1

mL SC/IM

Full-spectrum: adds NO

support, insulin sensitization

(inositol), full B-complex

Insulin resistance, PCOS,

fatigue-dominant, liver

burden, high-stress profiles

LC-600 Injectable IM/

SC, 0.5–4 mL

High-dose carnitine:

mitochondrial fat oxidation,

fatigue, performance recovery

Advanced fat loss, chronic

fatigue, performance

protocols, high-output

patients

SHB Injectable

(SC/IM)

Multi-pathway: NO, urea cycle,

fat transport, collagen,

antioxidant (NAC/glutathione)

Daily injectable adjunct

across all protocol tiers; GH

axis and mitochondrial stacks

3.6 Lean Mass & Body Composition Support — GH Axis Peptides

Significant weight loss without lean mass preservation is clinically incomplete. Loss of

skeletal muscle reduces resting metabolic rate, increases rebound risk, impairs functional

capacity, and undermines long-term outcome durability.

CJC-1295 / Ipamorelin
GHRH ANALOG + GHSR AGONIST STACK

CJC-1295: GHRH analog providing

pulsatile GH stimulation

Ipamorelin: Selective GHSR agonist —

minimal cortisol/prolactin effect

Combined: amplified, physiologic GH

pulse restoration

Preserves and builds lean muscle

mass during caloric deficit

Improves lipolysis, recovery, and sleep

quality

Tesamorelin
GHRH ANALOG — VISCERAL FAT SPECIALIST

Full-length stabilized GHRH analog

FDA-approved for HIV-associated

lipodystrophy

Demonstrated visceral adipose tissue

reduction (24–26% in trials)

Preserves lean mass; IGF-1 elevation

supports anabolic environment

Best role: Body recomposition,

visceral fat targeting, post-GLP lean

mass maintenance

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 
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4.1 Obesity Phenotype Selection Matrix

Clinical

Phenotype
Primary Driver

First-Line

Strategy
Secondary Layer

Appetite-

Dominant

Food noise, cravings,

emotional eating

Semaglutide or

Tirzepatide (GLP

anchor)

Add Cagrilintide

(amylin) if food

noise persists

Insulin-

Resistant

HOMA-IR >2.5,

hyperinsulinemia,

T2DM

Tirzepatide (dual

incretin superiority)

Add MOTS-c for

skeletal muscle

insulin sensitization

Visceral Fat

Dominant

Central adiposity,

NAFLD risk, elevated

TG

Survodutide or

Retatrutide

(glucagon axis)

Add 5-Amino-1MQ,

Tesamorelin, SLU-

PP-332

Metabolic

Fatigue

Low energy, poor

exercise tolerance,

fatigue

GLP + Mitochondrial

stack (MOTS-c,

SS-31, NAD+)

Add SLU-PP-332

(exercise mimetic)

Plateau State Weight loss arrest >4

weeks without cause

Add Cagrilintide +

SLU-PP-332 +

AOD-9604

Escalate GLP tier;

reassess insulin

resistance

Maintenance

Phase

Target weight achieved;

sustainability goal

Transition to

Orforglipron / GLP

PLUS+ (oral)

Maintain GLP-1

BOOST + NAD+ +

AOD-9604

Body

Recomposition

Performance goal, low

BMI, fat-to-muscle shift

Retatrutide +

CJC-1295/Ipamorelin

SLU-PP-332 +

MOTS-c +

AOD-9604

NASH / Hepatic

Steatosis

Elevated liver enzymes,

imaging-confirmed

NAFLD

Survodutide or

Retatrutide (hepatic

fat reduction)

NAD+, 5-

Amino-1MQ,

Omega-3, SLU-

PP-332

S E C T I O N  I V

Clinical Decision Frameworks & Escalation Logic
Advanced if/then decision logic for patient selection, therapy escalation, plateau recovery,

maintenance transition, and failure management.
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4.2 Escalation Ladder — When and How to Advance

Step 1: Oral GLP → Step 2: GLP-1 Injectable → Step 3: Dual Incretin

→ Step 4: Triple Agonist → Step 5: + Metabolic Stack

Escalation

Trigger
Clinical Criteria Recommended Action

Inadequate

Response

<5% weight loss at 12

weeks at therapeutic dose

Escalate to next tier OR add

supportive metabolic layer

Plateau Weight stable >4 weeks with

adherence confirmed

Add amylin, thermogenic, or lipolytic

agent before escalating base

therapy

Insulin

Resistance

Persistence

HbA1c or fasting insulin not

improving

Escalate from GLP-1 mono to dual

incretin (Tirzepatide)

Visceral Fat

Persistence

Waist circumference

unchanged or liver enzymes

elevated

Add glucagon axis agonism

(Survodutide or Retatrutide)

Fatigue Barrier Patient reporting fatigue

limiting adherence and

activity

Add mitochondrial stack before dose

escalation

⚠️ COMMON CLINICAL MISTAKE

Over-escalating dose before addressing secondary drivers: When a

plateau occurs, the instinct to increase the GLP dose is often wrong. Plateaus

frequently result from adaptive metabolic resistance, mitochondrial fatigue, or

insufficient thermogenesis — not inadequate appetite suppression. Always

interrogate the plateau mechanism before increasing the base therapy dose.

4.3 Plateau Recovery — The Three-Step Approach

1 Interrogate: Confirm adherence to current protocol. Rule out dietary

drift, stress-related cortisol elevation, thyroid changes, or sleep

disruption as drivers of stall.

2 Layer: Add one or two targeted agents before escalating base therapy.

Priority order: (a) Add Cagrilintide if food noise persists → (b) Add SLU-

PP-332 if thermogenesis/expenditure is the gap → (c) Add AOD-9604 if

stubborn subcutaneous fat is the target → (d) Add MOTS-c + SS-31 if

fatigue is the limiting factor.
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3 Escalate: If 6–8 weeks of strategic layering produces no response,

escalate the base GLP tier. Simultaneously assess labs for new

metabolic drivers (worsened insulin resistance, thyroid changes, cortisol

elevation).

4.4 Maintenance Transition Protocol

Phase Criteria Protocol Shift

Active

Maintenance

Target weight within

5%; stable for 8+

weeks

Transition injectable to oral GLP (GLP

PLUS+). Maintain GLP-1 BOOST. Add NAD+.

Continue AOD-9604.

Stable

Maintenance

12+ months stable;

metabolic labs normal

Consider dose reduction of oral GLP.

Maintain mitochondrial support and

lipotropics.

Relapse Signal 3–5% weight regain,

food noise return, or lab

drift

Immediately reinitiate injectable GLP at last

effective dose. Do not wait for full relapse.

🔬 CLINICAL INSIGHT — THE MAINTENANCE GAP

Most metabolic programs fail at maintenance because they treat weight loss as

the endpoint. Maintenance is a distinct clinical phase requiring active

management. Oral GLP platforms, mitochondrial support, and behavioral

anchoring are all part of the maintenance prescription — not optional add-ons.

4.5 Failure Recovery Protocols

F AILURE SCENARIO

Complete GLP Non-Response (<2% weight loss at 16 weeks, full

therapeutic dose)

CONSIDER

GLP-1 receptor polymorphism

Undiagnosed hypothyroidism

Sleep apnea-driven cortisol

Medication interference

(antidepressants, antipsychotics,

steroids)

RESPONSE

Escalate to Tirzepatide (dual

incretin)

Add mitochondrial stack

Add thermogenic layer (SLU-PP-332)

Order thyroid panel, cortisol AM,

sleep study if indicated

• 

• 

• 

• 

• 

• 

• 

• 
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1 Entry-Level Oral Protocol

TIER 1–2 ENTRY

IDEAL PATIENT PROFILE

BMI 27–35, injection-averse, early

metabolic dysfunction, prediabetes, or

patients transitioning off injectable

maintenance

CORE AGENTS

GLP PLUS+ (oral GLP activation +

carnitine)

GLP-1 BOOST (AMPK + thermogenic

support)

LC216 (lipotropic fat transport)

MECHANISTIC RATIONALE

GLP-1 receptor activation with

simultaneous fat transport

optimization and thermogenic support

— three metabolic levers without

injection requirement

EXPECTED OUTCOMES

5–12% weight loss at 16–24 weeks;

improved glycemic markers; increased

energy; improved metabolic flexibility

TIMELINE TO REASSESS

8 weeks: assess for >3% weight loss. If

insufficient, escalate to injectable

GLP-1 platform.

WHEN TO MODIFY

Plateau at any point → add Cagrilintide

or escalate to injectable. Fatigue → add

MOTS-c + SS-31.

S E C T I O N  V

Protocol Archetypes
Eight clinical protocol templates with complete patient profiles, agent stacks, mechanistic

rationale, expected timelines, and modification criteria.

• 

• 

• 
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2 Standard GLP-1 Weight Loss Protocol

TIER 1 INJECTABLE

IDEAL PATIENT PROFILE

BMI 30–40, moderate obesity,

prediabetes or T2DM, cardiovascular

risk, new to injectable GLP therapy

CORE AGENTS

Semaglutide (titrated to therapeutic

dose)

GLP-1 BOOST (tolerability + lean

mass support)

AOD-9604 (targeted lipolysis

support)

MECHANISTIC RATIONALE

Primary appetite suppression and

glycemic control via GLP-1, with

adjunctive direct lipolysis via

AOD-9604 and lean mass preservation

support

EXPECTED OUTCOMES

10–17% body weight loss at 68 weeks

(STEP trial data); HbA1c reduction;

cardiometabolic improvement

TIMELINE TO REASSESS

12 weeks: >5% weight loss expected.

Plateau at 12–16 weeks → add amylin

or escalate to Tirzepatide

WHEN TO MODIFY

Persistent insulin resistance → escalate

to Tirzepatide. Persistent fatigue → add

mitochondrial stack. Lean mass

concern → add CJC-1295/Ipamorelin.

• 

• 

• 
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3 Advanced Fat Loss Protocol

TIER 3–4 | HIGH-OUTPUT

IDEAL PATIENT PROFILE

BMI >35, moderate-to-severe obesity,

significant insulin resistance (HOMA-IR

>3), previous GLP-1 plateau

CORE AGENTS

Tirzepatide or Retatrutide

SLU-PP-332 (thermogenic exercise

mimetic)

MOTS-c (insulin sensitization +

mitochondrial efficiency)

5-Amino-1MQ (visceral fat targeting)

MECHANISTIC RATIONALE

Maximal incretin-driven appetite

suppression combined with

thermogenesis amplification,

mitochondrial output restoration, and

targeted visceral fat elimination via

NNMT inhibition

EXPECTED OUTCOMES

18–24% total body weight loss; visceral

adipose reduction; insulin sensitization;

significant body composition

improvement

TIMELINE TO REASSESS

16 weeks: assess fat mass (DEXA

preferred), insulin markers. At 6

months: reassess tier and maintenance

planning.

WHEN TO MODIFY

Fatigue emergence → add SS-31 +

NAD+. Lean mass loss >15% of total

loss → add CJC-1295/Ipamorelin. GI

intolerance → slow titration, add GLP-1

BOOST for tolerability.

• 

• 

• 

• 
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4 Visceral Fat / NASH Protocol

HEPATIC FOCUS

IDEAL PATIENT PROFILE

Central obesity with confirmed or

suspected NAFLD/NASH; elevated ALT/

AST; high triglycerides; metabolic

syndrome; high waist-to-hip ratio

CORE AGENTS

Survodutide or Retatrutide (GLP +

glucagon axis)

NAD+ (hepatic cellular energy and

sirtuin activation)

SLU-PP-332 (hepatic fat oxidation

support)

Omega-3 fatty acids (anti-

inflammatory, TG reduction)

5-Amino-1MQ (NNMT inhibition,

visceral fat)

MECHANISTIC RATIONALE

Glucagon receptor agonism directly

drives hepatic fat oxidation; NAD+

restores hepatocyte energy

metabolism; SLU-PP-332 increases

mitochondrial beta-oxidation in liver

and muscle

EXPECTED OUTCOMES

25–40% reduction in hepatic fat at 24

weeks; ALT normalization; triglyceride

reduction; visceral circumference

decrease

WHEN TO STOP

Worsening liver function, biliary

obstruction signs, or pancreatitis —

discontinue and refer for specialist

evaluation.

MONITORING PRIORITY

LFTs q8 weeks, liver imaging at 6

months, fasting TG at 12 weeks, waist

circumference monthly

• 

• 

• 

• 

• 
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5 Plateau Breaker Protocol

ESCALATION RESPONSE

IDEAL PATIENT PROFILE

Weight loss stalled >4 weeks on

current GLP protocol; adherence

confirmed; no dietary change; lab

markers stable

CORE AGENTS

Add Cagrilintide (amylin; appetite

amplification)

Add SLU-PP-332 (thermogenic

output)

Add AOD-9604 (local lipolysis

activation)

Reassess carnitine and mitochondrial

support

MECHANISTIC RATIONALE

Plateau is typically adaptive metabolic

resistance — not drug failure. Multi-

mechanism disruption through new

pathways breaks the compensation

cycle.

EXPECTED OUTCOMES

Renewed 1–2% per month weight loss

within 4–6 weeks of layering. If no

response at 8 weeks, escalate base

therapy tier.

COMMON ERROR

Immediately escalating dose when a

plateau is reached often leads to dose-

related intolerance without addressing

the underlying physiologic

compensation.

LAB PRIORITY

Fasting insulin, thyroid panel, cortisol

AM level — ensure plateau is not

driven by a newly developed hormonal

barrier.

• 

• 

• 

• 
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6 Maintenance Protocol

LONG-TERM STABILITY

IDEAL PATIENT PROFILE

Target weight achieved; sustained for

8+ weeks; patient seeks sustainable

long-term metabolic health without

ongoing injectable therapy

CORE AGENTS

Orforglipron or GLP PLUS+ (oral GLP

maintenance)

GLP-1 BOOST (AMPK + thermogenic

support)

NAD+ (metabolic resilience,

longevity)

AOD-9604 (fat maintenance, anti-

rebound)

MECHANISTIC RATIONALE

Continuous but lower-intensity GLP

receptor engagement prevents

neurobiological rebound; AMPK

activation maintains metabolic rate;

NAD+ supports long-term cellular

efficiency

RELAPSE RESPONSE

If >5% weight regain: immediately

reinstate injectable GLP at last

effective dose. Do not allow slow drift

— intervene at first signal.

EXPECTED OUTCOMES

Weight stability within 3–5% of target;

sustained metabolic marker

improvements; improved quality of life

and long-term adherence

MONITORING

Quarterly weight and labs. Annual

DEXA for body composition trending.

Monthly check-ins for first 6 months of

maintenance.

• 

• 

• 

• 
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7 Body Recomposition Protocol

PERFORMANCE + AESTHETICS

IDEAL PATIENT PROFILE

BMI 25–32, adequate lean mass but

elevated body fat percentage;

performance goal (strength,

athleticism); or high-functioning

patient with aesthetic body

composition goal

CORE AGENTS

Retatrutide (triple agonist — max fat

loss + lean mass signals)

SLU-PP-332 (thermogenesis +

mitochondrial biogenesis)

CJC-1295 / Ipamorelin (GH axis

stimulation for lean mass)

MOTS-c (insulin sensitivity + skeletal

muscle metabolism)

AOD-9604 (targeted lipolysis without

anabolic side effects)

MECHANISTIC RATIONALE

Simultaneous fat oxidation through

multi-receptor agonism and targeted

lipolysis, with preservation and growth

of lean tissue via GH axis stimulation

and mitochondrial biogenesis

EXPECTED OUTCOMES

Reduction in body fat % (3–6 points in

12–16 weeks); preservation or increase

in lean mass; improved strength

markers

MONITORING

DEXA at baseline, 8 weeks, 16 weeks.

Track fat mass vs lean mass

separately. IGF-1 levels quarterly with

GH axis peptides.

WHEN TO MODIFY

Lean mass declining despite GH axis

support → increase CJC-1295/

Ipamorelin frequency. Fat loss stalling

→ increase SLU-PP-332 or add 5-

Amino-1MQ.

• 

• 

• 

• 

• 
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8 Cardiometabolic Optimization Protocol

CV RISK REDUCTION

IDEAL PATIENT PROFILE

History of cardiovascular events or

high Framingham risk score;

concurrent T2DM; dyslipidemia;

hypertension in metabolically obese

patients

CORE AGENTS

Semaglutide (SELECT trial CV

mortality data)

Tirzepatide if concurrent insulin

resistance

NAD+ (vascular aging and

endothelial function)

MOTS-c (cardiometabolic signaling)

Omega-3 + lipotropic support

EXPECTED OUTCOMES

Reduced MACE per SELECT trial; LDL

and TG reduction; blood pressure

improvement; HbA1c normalization

KEY SAFETY NOTE

Coordinate with cardiologist for

patients with recent ACS, HF, or

complex arrhythmia. Monitor renal

function in patients on ACE inhibitors

during weight loss phase.

• 

• 

• 

• 

• 
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6.1 The GLP Non-Responder

C LINICAL SCENARIO 1

Patient: 52F, BMI 38, on Semaglutide 2.4mg × 16 weeks. Weight

loss: 2%. Full adherence confirmed.

ASSESSMENT PRIORITY

Thyroid panel (TSH,

free T3, T4)

Cortisol AM level

Fasting insulin,

HOMA-IR

Sleep apnea screen

Medication review

(SSRI, antipsychotic,

steroids)

PROTOCOL RESPONSE

Escalate base

therapy → Tirzepatide

(dual incretin)

Add mitochondrial

stack: MOTS-c +

SS-31

Add SLU-PP-332

thermogenic layer

Address root cause

from labs when

available

RATIONALE

GLP-1 receptor

resistance may be

driving non-response.

Dual GIP co-activation

with Tirzepatide

provides an alternate

receptor pathway.

Mitochondrial support

addresses bioenergetic

block.

S E C T I O N  V I

Clinical Scenario Modeling
Real-world patient archetypes with full decision logic and protocol recommendations.

• 

• 

• 

• 

• 

• 

• 

• 

• 
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6.2 Metabolic Plateau — Mid-Protocol

C LINICAL SCENARIO 2

Patient: 44M, BMI 34, lost 14% on Tirzepatide over 6 months.

Now stable × 6 weeks at same dose. Adherent.

DIAGNOSIS

Adaptive metabolic

resistance: reduced

RMR, neurobiological

compensation, possible

hormonal counter-

regulation (ghrelin

rebound, leptin

resistance reset)

PROTOCOL RESPONSE

Add Cagrilintide

(amylin — appetite

amplification via new

pathway)

Add SLU-PP-332

(thermogenic output

— expenditure side)

Add AOD-9604 (local

lipolysis activation)

DO NOT

Simply increase

Tirzepatide dose. This

risks greater GI

intolerance without

resolving the adaptive

compensation

mechanism driving the

plateau.

6.3 Fatigue During Weight Loss

C LINICAL SCENARIO 3

Patient: 48F, BMI 36, 10 weeks into Tirzepatide. Good weight loss

(8%) but reporting significant fatigue, brain fog, poor exercise

tolerance. Labs otherwise normal.

DIAGNOSIS

Mitochondrial fatigue

syndrome: caloric

deficit combined with

metabolic disease

history creating ATP

production deficit;

mitochondrial

membrane stress from

aggressive fat

mobilization

PROTOCOL RESPONSE

Add MOTS-c + SS-31

+ NAD+ (complete

mitochondrial stack)

Add Acetyl-L-

Carnitine (energy +

cognitive clarity)

Add SLU-PP-332 at

lower dose

(mitochondrial

biogenesis)

Hold dose escalation

until fatigue resolves

DO NOT

Reduce GLP dose as

first response. Fatigue

during weight loss is

primarily a

mitochondrial support

gap, not a drug

intolerance issue.

Address the root cause.

• 

• 

• 

• 

• 

• 

• 
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6.4 High-Risk Rebound Patient

C LINICAL SCENARIO 4

Patient: 55M, achieved 19% weight loss over 12 months on

Tirzepatide. Now requesting to discontinue therapy. History of

prior regain after 2 previous weight loss attempts.

RISK ASSESSMENT

Prior rebound history +

abrupt GLP

discontinuation = high

rebound probability.

Neurobiological

compensations (ghrelin

rebound, leptin re-set)

emerge within weeks of

discontinuation.

PROTOCOL RESPONSE

Transition to

Orforglipron / GLP

PLUS+ (oral

maintenance)

Maintain GLP-1

BOOST + NAD+

(metabolic rate

preservation)

Add AOD-9604

(passive fat control)

Monthly monitoring ×

6 months minimum

PATIENT EDUCATION

Frame maintenance as

"a different medicine,

not no medicine."

Abrupt discontinuation

without transition is the

highest-risk action

following successful

weight loss.

• 

• 

• 

• 
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6.5 High Visceral Fat / Suspected NASH

C LINICAL SCENARIO 5

Patient: 46F, BMI 31, waist circumference 42", ALT 68, TG 310,

elevated hsCRP. Liver ultrasound: echogenic liver consistent with

steatosis.

KEY INSIGHT

BMI underestimates

risk here. This is a

metabolically obese,

normal-weight pattern

with visceral adiposity

driving liver disease —

not BMI-driven obesity.

PROTOCOL RESPONSE

Survodutide (GLP +

glucagon → hepatic

fat oxidation)

NAD+ (hepatic

cellular energy and

repair)

5-Amino-1MQ

(visceral NNMT

inhibition)

Omega-3 + lipotropic

support (TG

reduction)

SLU-PP-332 (hepatic

and adipose fat

oxidation)

MONITORING

LFTs every 8 weeks

Fasting TG at 12

weeks

Waist circumference

monthly

Repeat liver imaging

at 6 months

• 

• 

• 

• 

• 

• 

• 

• 

• 
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6.6 Performance / Body Recomposition — Lean Patient

C LINICAL SCENARIO 6

Patient: 38M, BMI 26, body fat 24% on DEXA, seeking fat loss

with muscle retention. Active, trains 4×/week. Goal: body fat

<15%.

KEY CONSIDERATION

At BMI 26, aggressive

GLP monotherapy risks

lean mass loss

disproportionate to fat

loss. GH axis support is

non-negotiable. DEXA

tracking is mandatory,

not optional.

PROTOCOL RESPONSE

Retatrutide at lower

titration (fat-specific

targeting)

CJC-1295 / Ipamorelin

(GH axis, lean mass

preservation)

SLU-PP-332

(thermogenesis +

mitochondrial

biogenesis)

MOTS-c (metabolic

efficiency + insulin

sensitivity)

AOD-9604 (selective

lipolysis)

SUCCESS METRICS

DEXA at 8, 16, 24

weeks

Fat mass down, lean

mass stable or up

Performance

markers: strength

maintenance, VO2

trend

IGF-1 levels quarterly

• 

• 

• 

• 

• 

• 

• 

• 

• 
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7.1 Monitoring Phases

📋 Phase 1 — Baseline (Before Protocol Initiation)

CORE METABOLIC

HbA1c, fasting glucose

Fasting insulin + HOMA-IR

calculation

CMP (renal and hepatic panels)

Lipid panel (standard + ApoB if

available)

HORMONAL

TSH, free T3/T4

Cortisol AM

IGF-1 (if GH peptides being

considered)

Testosterone, DHEA-S

INFLAMMATORY

hsCRP

Uric acid

Liver function: AST, ALT, GGT

COMPOSITION

Weight, BMI

Waist/hip circumference

DEXA (if available)

BIA body composition

📋 Phase 2 — Active Protocol Monitoring (4–12 Weeks)

Timepoint Clinical Measures Labs Decision Point

Week 4 Weight, tolerability, side

effects, appetite change

Not required

unless

symptomatic

Confirm tolerability;

adjust titration if

needed

Week 8 Weight, waist

circumference, energy

levels

LFTs if NASH;

glucose if T2DM

<3% weight loss →

assess plateau

approach

Week 12 HbA1c, fasting

insulin, lipids, CMP

S E C T I O N  V I I

Laboratory Monitoring & Clinical Tracking
A structured monitoring system is essential to detect early response, identify plateau

drivers, and ensure safety throughout all protocols.

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 

• 
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Timepoint Clinical Measures Labs Decision Point

Weight, body

composition if DEXA

available

<5% loss → escalation

decision; reassess

phenotype

📋 Phase 3 — Ongoing Monitoring (>12 Weeks)

Frequency Measures Trigger for Escalation

Monthly Weight, waist circumference,

appetite/energy self-report

>2 months weight stable →

plateau approach

Every 3

Months

HbA1c, fasting insulin, lipid panel,

HOMA-IR

Insulin resistance not

improving → escalate to dual

incretin

Every 6

Months

DEXA body composition, liver

imaging (if NASH), IGF-1 (if GH

peptides)

Lean mass loss >15% of total

loss → add GH axis support

7.2 Advanced Monitoring — Optional but Recommended

HOMA-IR trend: Tracks insulin resistance resolution — the most important metabolic

marker beyond weight

ApoB: Superior to LDL-C for cardiometabolic risk assessment during weight loss

FibroScan or liver elastography: Assesses hepatic fibrosis stage in NASH protocols

Cardiopulmonary exercise testing (CPET): Objective mitochondrial function

assessment in fatigue-dominant patients

VO2 max testing: Particularly relevant for body recomposition and performance

protocols

• 

• 

• 

• 

• 
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8.1 Common Side Effect Management

Side Effect Common Cause
Management

Strategy
Escalation Trigger

Nausea Dose escalation

too rapid; gastric

emptying delay

Slow titration; smaller

meals; ginger; GLP-1

BOOST for GI support.

Avoid high-fat meals at

injection timing.

Persistent nausea at

steady-state dose →

hold and reassess;

vomiting with inability

to maintain hydration

→ medical evaluation

Constipation Reduced gastric

motility; reduced

food intake

Increase fiber and fluid

intake; magnesium

glycinate; osmotic

laxative if needed;

reduce dose if severe

Complete obstipation

or abdominal pain →

evaluate for

obstruction

Fatigue Mitochondrial

stress during rapid

fat mobilization;

caloric deficit;

carnitine depletion

Add MOTS-c + SS-31 +

NAD+ stack; add Acetyl-

L-Carnitine; reassess

caloric deficit depth;

hold dose escalation

Fatigue persisting >4

weeks after

mitochondrial support

→ evaluate thyroid,

anemia, adrenal status

Hair Loss Telogen effluvium

from rapid weight

loss; nutritional

deficiency

Protein adequacy

(>100g/day); zinc,

biotin, iron

supplementation;

typically self-limiting at

3–6 months

Persistent beyond 6

months → full

hormonal and

nutritional panel

Muscle Mass

Loss

Aggressive caloric

deficit; inadequate

protein; insufficient

GH axis support

Add CJC-1295/

Ipamorelin; increase

dietary protein;

resistance training; slow

weight loss rate to 0.5–

1%/week

DEXA confirms lean

mass loss >15% of

total weight loss →

protocol restructure

required

Injection Site

Reactions

Improper

technique; product

quality;

inflammation

Rotate sites

systematically; allow

product to reach room

Persistent nodules,

skin breakdown, or

infection signs →

evaluate and adjust

S E C T I O N  V I I I

Safety, Tolerability & Side Effect Management
Systematic approaches to anticipating, managing, and resolving the most common clinical

challenges in metabolic peptide protocols.
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Side Effect Common Cause
Management

Strategy
Escalation Trigger

temperature; proper

sterile technique training

8.2 Foundational Safety Principle & Common Clinical Mistakes

✅ FOUNDATIONAL SAFETY PRINCIPLE

Side effects are almost always a dosing or protocol design issue — not a

therapy failure. The appropriate first response to most adverse effects is

protocol modification (dose reduction, agent addition, titration slowdown) — not

discontinuation. Discontinuation should be reserved for true contraindications,

serious adverse events, or persistent intolerance after appropriate modification.

The following represent the most frequently observed clinical mistakes across metabolic

peptide protocols:

1 Over-Titration: Advancing dose before the patient has stabilized. Titration

should be driven by tolerability, not speed. The therapeutic dose that

produces sustained, tolerable fat loss is superior to the highest achievable

dose with poor tolerability.

2 Ignoring Mitochondrial Fatigue: Attributing patient fatigue during weight

loss to poor motivation. Mitochondrial fatigue is a physiologic response to

rapid substrate mobilization — it requires targeted pharmacologic support,

not behavioral intervention alone.

3 Poor Stacking Strategy: Adding agents without mechanistic rationale —

creating redundancy instead of complementarity. Every agent added must

address a specific, identified gap in the patient's metabolic system.

4 Under-Supporting Lean Mass: Treating weight loss as the goal rather than

fat mass loss. Failure to add GH axis support in patients at lean mass risk

leads to decreased resting metabolic rate and long-term rebound risk.

5 Abrupt Discontinuation: Stopping GLP therapy without a transition plan.

Neurobiological drivers of obesity reassert within weeks of discontinuation.

Every cessation of injectable therapy must include a maintenance transition

protocol.

6 Neglecting the Secondary Metabolic Layer: Running GLP monotherapy

without addressing thermogenesis, mitochondrial function, or fat oxidation
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infrastructure. Appetite suppression alone is insufficient for durable transformation

in patients with advanced metabolic disease.

8.3 Contraindication Summary

Contraindication Agents Affected Clinical Action

Personal or family history of

MTC or MEN2

All GLP-1 receptor

agonists

Absolute contraindication — do not

use

Active or history of

pancreatitis

GLP-1 RAs, GIP/GLP

duals

Relative contraindication — individual

risk/benefit assessment required

Pregnancy or active

breastfeeding

All protocol agents Discontinue; refer to OB/GYN

Severe gastroparesis GLP-1 RAs (gastric

emptying delay)

Relative contraindication; consider

non-GLP protocols

Active hepatic failure All lipotropic and

GH agents

Hepatology consultation required

before any protocol initiation
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9.1 The Patient Journey — Four-Phase Model

Phase 1: Intake + Phenotype → Phase 2: Active Loss →

Phase 3: Optimization → Phase 4: Maintenance

Phase Duration Clinical Focus
Protocol

Layer
Revenue Layer

Phase 1

Entry &

Assessment

Weeks 1–4 Phenotype

assessment,

baseline labs,

protocol selection,

titration start

Oral GLP entry

or GLP-1

injectable

initiation

Initial consultation

+ baseline labs +

oral product entry

Phase 2

Active

Weight Loss

Months 2–

6

Injectable GLP

titration, protocol

layering,

monitoring, plateau

anticipation

Primary

injectable GLP

+ adjunct

modulator

stack

Monthly injectable

+ oral adjuncts +

monitoring visits

Phase 3

Protocol

Optimization

Months 6–

12

Fine-tune stacking,

address plateau,

body composition

optimization

Full multi-layer

protocol based

on phenotype

evolution

Enhanced multi-

product protocol +

body composition

services

Phase 4

Maintenance

Month

12+

Oral GLP transition,

relapse prevention,

metabolic

resilience

Oral GLP +

GLP-1 BOOST +

NAD+ +

AOD-9604

Monthly oral

protocol +

quarterly lab

monitoring (long-

term retention)

S E C T I O N  I X

Practice Implementation & Patient Journey
Operationalizing the clinical system within a practice — from intake through maintenance.
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9.2 Practice Growth Strategy — Revenue Architecture

📈 PRACTICE ECONOMICS

Oral entry products increase conversions. Patients resistant to injections

enter the program via oral GLP protocols, de-risking the first visit and improving

conversion rates.

Injectable protocols increase outcomes. Superior clinical results drive

referrals, testimonials, and program credibility — the foundation of organic

practice growth.

Maintenance protocols increase retention. Long-term maintenance patients

are the highest-value segment — high lifetime value, low acquisition cost, high

satisfaction. Treating maintenance as an active clinical service is the most

impactful practice strategy.

9.3 Provider Training & Protocol Competency

The system functions at its highest level when the entire clinical team is trained on:

Metabolic phenotyping: Distinguishing appetite-dominant, insulin-resistant, visceral-

fat-dominant, and mitochondrial-fatigue phenotypes

Decision logic: Applying the tier system and layering model correctly

Side effect anticipation: Pre-educating patients to reduce early discontinuation

Plateau management: Recognizing plateau as adaptive, not failure — and deploying

the appropriate response

Maintenance conversion: Framing the transition from active loss to maintenance as

a distinct clinical service, not a conversation about stopping treatment

• 

• 

• 

• 

• 
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Legal Disclaimer

The information contained in this document is provided solely for educational and

informational purposes for licensed healthcare professionals. It is not intended

as medical advice, does not establish a standard of care, and must not be interpreted as

instructions for the diagnosis, treatment, cure, mitigation, or prevention of any disease.

Many of the compounds, peptides, and therapeutic approaches referenced herein —

including but not limited to GLP-1 receptor agonists, dual and triple incretin agonists,

metabolic peptides, mitochondrial peptides, and adjunctive compounds — may be

investigational, compounded, or utilized in an off-label manner. Their use may not be

approved by the U.S. Food and Drug Administration (FDA) or other regulatory authorities

for the indications described in this document.

Any clinical application of these therapies must be conducted in accordance with

applicable federal, state, and local laws; medical board regulations; scope-of-practice

requirements; and institutional policies and malpractice guidelines.

Healthcare providers are solely responsible for exercising independent clinical

judgment; evaluating each patient's individual medical history, comorbidities, and risk

factors; determining the appropriateness of any therapy; and obtaining informed

consent prior to initiating treatment.

Peptide Protocol Portal, its parent company, affiliates, authors, and contributors make no

representations or warranties, express or implied, regarding the accuracy,

completeness, efficacy, safety, or regulatory compliance of the information presented.

Nothing in this document should be interpreted as a claim of guaranteed outcomes or

clinical efficacy; promotion or labeling of any drug or compounded product under FDA

definitions; or a directive to prescribe, compound, or administer any specific therapy.

All compounding, reconstitution, handling, and administration of peptides must follow

appropriate sterile technique and be performed only by individuals legally authorized to

do so. By utilizing this document, the reader acknowledges and agrees that Peptide

Protocol Portal and its affiliates shall not be held liable for any adverse outcomes,

injuries, regulatory actions, or damages arising from the application or interpretation of

the information contained herein. Use at your own professional discretion and

risk.
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📌 IMPORTANT CLINICAL NOTE

The field of metabolic peptides and incretin-based therapies is rapidly evolving.

Practitioners are strongly encouraged to stay current with emerging clinical

trials, monitor regulatory updates, and apply therapies within appropriate

compliance frameworks. Practitioner-directed protocol refinement is expected

and encouraged.
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