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HOW TO USE THIS GUIDE

This guide converts a long-form research narrative into a repeatable learning system. Every future PPl molecule guide

can use the same architecture, visual language, evidence labels, and memory devices.

o1 IDENTITY
What it is - and what it is not
02 PHYSIOLOGY
The normal system before the compound
03 MECHANISM
Target, pathway, and downstream logic
04 EVIDENCE
Cell, animal, and human evidence separated
05 RISK
Known concerns, unknowns, and translation limits
06 MONITORING
What a legitimate research framework would measure
07 PATIENT CONTEXT
Which phenotype might fit the biology
08 RECALL
Memory hooks, seven questions, and bottom line
EVIDENCE CELL = mechanistic CORE DISCIPLINE
CODE ANIMAL = organism-level preclinical Mechanism does not equal outcome. Unknown does
HUMAN = clinical translation not equal failed - and unknown does not equal proven.
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RAPID RECALL

Read this page first. These anchors provide the complete high-level story of Motilin; the remaining pages add
mechanism, evidence, context, and nuance.
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IDENTITY
A 22-amino-acid peptide released cyclically from upper-small-intestinal M cells during fasting.

STATE
Motilin belongs to the interdigestive program; eating interrupts the migrating motor complex and
changes the motor state.

TARGET
MLNR/GPR38 signaling engages enteric nerves and smooth muscle to organize antral and
gastroduodenal propulsion.

MMC
Phase lll is the strong propagated housekeeping wave that helps move residual contents and
secretions distally.

TRANSLATION
Erythromycin demonstrates receptor-level prokinetic validity, while newer motilides try to separate
motility from antibiotic activity.

LIMIT
Faster gastric emptying does not guarantee relief of pain, nausea, fullness, dyspepsia, or the whole
gastroparesis syndrome.

SAFETY
Stronger contractions only help when contents can move forward; obstruction and poorly localized
dysmotility change the risk.

PRAXIS QUESTION
Which motor program is failing, what is the bottleneck, is stronger propulsion safe, and did function
improve?

ONE-SENTENCE MEMORY

MOTILIN IS THE GUT'S INTERDIGESTIVE HOUSEKEEPING SIGNAL: IT ORGANIZES WHEN AND HOW

THE UPPER GI TRACT MOVES BETWEEN MEALS.
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UNDERSTAND THE PEPTIDE

Motilin is a 22-amino-acid gastrointestinal peptide hormone secreted primarily by enteroendocrine cells of the upper
small intestine, especially the duodenum and jejunum, during the fasting state.

Its dominant role is not:

DIGESTION WHILE EATING.

Its strongest physiological identity is:

WHAT THE GUT DOES BETWEEN MEALS.

Motilin helps coordinate the:

MIGRATING MOTOR COMPLEX - MMC

a recurring pattern of gastrointestinal contractions that develops during fasting and moves through the stomach and
small intestine.

Motilin therefore participates in:

» fasting motility * gastric phase lll contractions

* small-intestinal propulsion * gastric emptying

* interdigestive clearance * hunger signaling

» gastroduodenal coordination * biliary and pancreatic physiology

e gut-brain communication

A major modern review describes motilin as a central regulator of fasting gastrointestinal motility and especially of
gastric phase lll activity within the MMC.

The most useful way to understand Motilin is not:

“A PROKINETIC PEPTIDE.”

That is too broad.
A better description is:

AN INTERDIGESTIVE MOTILITY SIGNAL THAT HELPS ORGANIZE THE GUT'S FASTING CLEANUP CYCLE, COORDINATE
GASTRIC AND SMALL-INTESTINAL CONTRACTIONS, AND COMMUNICATE FASTING STATE TO THE BRAIN.

That is the core biology.

WHAT IS MOTILIN?

Motilin is a:

22-AMINO-ACID PEPTIDE.

It is produced primarily by specialized enteroendocrine cells often called:

M CELLS

or:
* Mo CELLS

located especially in the:
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e duodenum
e proximal jejunum

Motilin is released:

CYCLICALLY DURING FASTING.

Its concentrations rise approximately in association with the recurring phases of the:

MIGRATING MOTOR COMPLEX.

This gives Motilin a very different identity from peptides such as:

GLP-1

GLP-2
CCK

PYY
Those peptides are strongly tied to:

THE FED STATE.

Motilin belongs mainly to:

THE INTERDIGESTIVE STATE.

THE IDENTITY MODEL

Motilin rises MOTILIN St‘r’:)‘(?;';r PHASE III Propulsive
FASTING _, o W D0€S . RECEPTOR _, psma" _, MMC CONTRA _, motor
Yy y ACTIVATION . . CTIONS activity
intestine
CLEAR RESIDUAL CONTENT
MOVE SECRETIONS FORWARD
ORGANIZE FASTING MOTILITY - Potential:

HUNGER SIGNALING
The core concept is:

-

Potential:

HOUSEKEEPING MODE.

MOTILIN HELPS THE GUT SWITCH FROM DIGESTION MODE INTO INTERDIGESTIVE

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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WHAT IS THE MIGRATING MOTOR COMPLEX?

The migrating motor complex is a recurring pattern of electrical and muscular activity occurring mainly during:

FASTING.

It cycles through the stomach and small intestine every:

ROUGHLY 90-120 MINUTES

in many healthy adults.

It is classically divided into:

PHASE |

Relative motor quiescence.

PHASE Il

Irreqular low-to-moderate contractions.

PHASE I1lI
Short burst of:

STRONG, REGULAR, PROPAGATED CONTRACTIONS.

Then:
the cycle repeats.

Motilin is especially associated with:

GASTRIC PHASE III.

THE MMC MODEL

Residual
- Strong pro luminal
FASTING _, Phasel _, Phasenl _, Mol ppAsSEm _, pagatedco _, material _, CY¢l®
rises R resets
ntractions moved
distally
Then:
FOOD ARRIVES
MMC stops - Fed motility begins

This is an elegant example of:

THE SAME GI TRACT RUNNING TWO DIFFERENT MOTOR PROGRAMS DEPENDING ON
NUTRITIONAL STATE.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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WHY PHASE Ill MATTERS

Phase Il is often called the:

HOUSEKEEPER WAVE.

That term is useful.

During fasting:

the stomach and small intestine contain:
* secretions * sloughed cells
* residual food particles * microbes

* digestive material

Strong propagated contractions help move that material:

DISTALLY.

This is one reason altered MMC function has been discussed in relation to:

SMALL-INTESTINAL BACTERIAL OVERGROWTH - SIBO.

A review specifically notes that disturbances in MMC physiology have historically been associated with small-bowel
bacterial overgrowth.

But this needs nuance.

IMPAIRED MMC = SIBO DIAGNOSIS.

And:

SIBO # MOTILIN DEFICIENCY.

Motility is:

ONE PIECE OF THE ECOLOGY.

THE HOUSEKEEPING MODEL

Luminal
Fed motility Fasting - MMC phase contents A
Meal ends e S N begins —5 Motilin cycles _ m =  propelled = Potential:
forward
REDUCED STASIS - Potential:
BETTER SMALL-BOWEL CLEARANCE
Again:
PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 07
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this does not make motilin:

AN ANTIMICROBIAL PEPTIDE.

Its contribution is:

MECHANICAL ECOLOGY.

THE MOTILIN RECEPTOR

Motilin acts through:

MOTILIN RECEPTOR - MLNR

also called:

GPR38.

This is a:

G-PROTEIN-COUPLED RECEPTOR.

It is expressed in the:

e stomach e upper Gl tract

 enteric neural pathways * smooth muscle-associated compartments

Human antral studies found especially high motilin-receptor concentrations in neural preparations of the gastric wall,
supporting an important role for:

ENTERIC NEURAL SIGNALING.

This means Motilin does not simply:

DIRECTLY CONTRACT MUSCLE.

Its action can involve:

ENTERIC NERVES + SMOOTH MUSCLE.

THE RECEPTOR MODEL

Enteric nerves + Intracellular Ca?* /

JetiE L - L JES L AE R d smooth muscle — contractile signaling —

Potential:

ANTRAL CONTRACTION

GASTRODUODENAL PROPULSION

MMC PHASE IlI
Again:

the actual motor output depends on:

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 08
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* receptor location « fasting state

* neural context * regional Gl anatomy

MOTILIN AND THE STOMACH

Motilin has particularly important effects in the:

GASTRIC ANTRUM.

The antrum is responsible for:

e grinding

e propulsion

e coordination with the pylorus and duodenum

Motilin receptor activation can increase:

ANTRAL CONTRACTILE ACTIVITY.

That is one reason Motilin agonists can accelerate:

GASTRIC EMPTYING.

Human studies of erythromycin demonstrate increased antral contraction amplitude and improved gastroduodenal
coordination.

GASTRIC EMPTYING

Gastric emptying depends on several coordinated systems:

 fundic accommodation  antral contractions
* pyloric function e duodenal feedback
 vagal tone * enteric signaling

Motilin can accelerate gastric emptying primarily by increasing:

PROPULSIVE ANTRAL ACTIVITY.

But again:

FASTER EMPTYING = AUTOMATICALLY BETTER.

In some conditions:

delayed emptying is pathological.

In others:

slower emptying is normal and beneficial.

Context matters.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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THE GASTRIC-EMPTYING MODEL

Food retained excessively - Antral propulsion inadequate - Gastric emptying slows
- . . Gastroduodenal .
Motilin receptor agonism _ Antral contraction 1 - coordination 1 - Potential:

GASTRIC EMPTYING T

This becomes especially important in:

GASTROPARESIS.

GASTROPARESIS

Gastroparesis is defined by:

OBJECTIVELY DELAYED GASTRIC EMPTYING

in the absence of:

MECHANICAL OBSTRUCTION.

Symptoms may include:

* hausea e vomiting
* early satiety * postprandial fullness
* bloating * abdominal discomfort

Common causes include:

e diabetes e postsurgical vagal injury
* idiopathic disease * medications

* autonomic dysfunction

Motilin biology is highly relevant because:

THE PRIMARY DEFECT INVOLVES MOTOR FUNCTION.

THE GASTROPARESIS MODEL

Normal stomach —s Food ground + propelled _, Pylorus coordinated —s Duodenum receives meal

Antral / neural / pyloric

Gastroparesis - dysfunction - Food retained - Symptoms
Motilin agonist - Potential:
PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 10
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PROPULSIVE MOTOR ACTIVITY 1 - Potential:

EMPTYING IMPROVES
But:

GASTRIC EMPTYING IMPROVEMENT DOES NOT ALWAYS EQUAL SYMPTOM IMPROVEMENT.

That is one of the most important clinical lessons.

EMPTYING VS SYMPTOMS

Systematic analyses of prokinetic therapy have shown that erythromycin can substantially accelerate gastric emptying,
while symptom improvement may be more variable; symptom severity does not always correlate tightly with the degree
of emptying delay.

Why?

Because symptoms can also arise from:
e impaired gastric accommodation e visceral hypersensitivity
e pyloric dysfunction e central nausea pathways

* autonomic dysfunction

Again:

ONE PHYSIOLOGIC MEASURE # WHOLE SYNDROME.

ERYTHROMYCIN - THE ACCIDENTAL MOTILIN AGONIST

One of the most fascinating parts of Motilin biology is:

ERYTHROMYCIN.

Erythromycin was developed as:

A MACROLIDE ANTIBIOTIC.

But clinicians noticed it could cause:

Gl CRAMPING + MOTILITY.

Research eventually showed why.

Erythromycin acts as a:

MOTILIN-RECEPTOR AGONIST.

This means an antibiotic unexpectedly became:

A PROKINETIC DRUG.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 11
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THE ERYTHROMYCIN MODEL

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE MOTILIN

- Antral contractions Gastroduodenal . q
ERYTHROMYCIN - Motilin receptor 1 - D © —3 Gastric emptying T
This became clinically useful in:
GASTROPARESIS.

But it also created a problem.

You are using:

AN ANTIBIOTIC

for:

A MOTILITY EFFECT.

That is not an ideal long-term strategy.

WHY ERYTHROMYCIN IS NOT THE PERFECT MOTILIN DRUG

Potential problems include:

 antibiotic resistance e microbiome disruption
 drug interactions * QT-related risk
* tachyphylaxis / declining prokinetic response * Gl side effects

So researchers began developing:

NON-ANTIBIOTIC MOTILIN AGONISTS.

These are often called:

MOTILIDES.

The goal was:

KEEP THE MOTILIN EFFECT

without:

THE ANTIBIOTIC EFFECT.

MOTILIDES

Motilides are:

MOTILIN-RECEPTOR AGONISTS

derived conceptually from macrolide pharmacology.
Examples investigated historically include:

¢ mitemcinal

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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e camicinal

* other modified macrolide or non-antibiotic agonists

The pharmacological goal is:

PROKINETIC SIGNALING WITHOUT ANTIMICROBIAL ACTIVITY.

A 2022 review notes that multiple motilin agonists and antagonists have been developed, though none has yet become
a broadly established motilin-specific clinical therapy.

CAMICINAL

Camicinal is a selective:

MOTILIN-RECEPTOR AGONIST

studied for:

e gastroparesis

* gastric emptying

e upper-Gl motility

It was developed specifically to avoid the antibiotic properties of erythromycin.

This is important conceptually because:

THE MOLECULAR TARGET WAS VALIDATED

but:

THE ORIGINAL DRUG WAS PHARMACOLOGICALLY IMPERFECT.

That is exactly where:

PEPTIDE / RECEPTOR-BASED DRUG DESIGN

becomes useful.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 13
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MOTILIN AND HUNGER

Motilin has another fascinating role:

HUNGER SIGNALING.

Healthy volunteers often experience:

HUNGER PANGS

around the same time as:

GASTRIC PHASE 1l MMC ACTIVITY.

Motilin concentrations rise with this pattern.

Experimental work supports the idea that:

MOTILIN-INDUCED GASTRIC CONTRACTIONS CAN SIGNAL HUNGER TO THE BRAIN.

This changes the way we think about hunger.

Hunger is not simply:

LOW BLOOD GLUCOSE.

It can be:

A MOTOR SIGNAL FROM THE GUT.

THE HUNGER MODEL

Gastric phase Il Vagal / neural

n A - Brain
contractions signaling -

Fasting - Motilin -

HUNGER SENSATION

This means:

the gut may literally:

o

Potential:

MOVE DIFFERENTLY WHEN IT WANTS YOU TO EAT.

That is a remarkable gut-brain concept.

HUNGER VS ENERGY DEFICIT

This distinction matters.

Someone can experience:

HUNGER

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context

14

~N

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE MOTILIN




s

~N

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE MOTILIN

without being in:

TRUE ENERGY DEFICIT.

Motilin-mediated hunger may reflect:

INTERDIGESTIVE TIMING.

That is different from:

* leptin signaling * glycogen depletion
* hypoglycemia * long-term caloric deficit
Again:

ONE SENSATION CAN ARISE FROM MULTIPLE PHYSIOLOGICAL SIGNALS.

MOTILIN VS GHRELIN

Motilin and ghrelin are closely related conceptually.

They share:
e upper-Gl origin « fasting association
* motility effects * hunger-related biology

They also appear to share:

EVOLUTIONARY ANCESTRY.

But they are not the same peptide system.

GHRELIN
Primary themes:

* GH release * appetite
* energy balance * gastric motility
MOTILIN

Primary themes:

MMC

e gastric phase Il
 fasting contractions

e upper-Gl propulsion

So:
GHRELIN = ENDOCRINE HUNGER + GH SIGNALING
while:
MOTILIN = INTERDIGESTIVE MOTOR + HUNGER SIGNALING
Again:

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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overlap.

Not interchangeability.

FOOD STOPS THE MMC

When a caloric meal is consumed:
the migrating motor complex is generally interrupted.

The gut switches from:

INTERDIGESTIVE MOTILITY

to:

FED-STATE MOTILITY.

That means frequent caloric intake can reduce the amount of time the gut spends in:

FASTING MMC PHYSIOLOGY.

This has generated considerable discussion around:
e constant snacking

* meal spacing

* small-bowel clearance

But it should not be oversimplified into:

“EVERYONE MUST WAIT FOUR HOURS BETWEEN MEALS.”

Meal timing needs context.

Still, the physiology is real:

FOOD CHANGES THE MOTOR PROGRAM.

THE FED-FASTED SWITCH

Fasting - Motilin cycles - MMC
Meal consumed —s Motilin pattern interrupted _, Fed contractions —» Digestion + absorption
Then:
after digestion: - Fasting returns - MMC resumes

This is a beautiful example of:

TEMPORAL PHYSIOLOGY.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 16
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SIBO - AN IMPORTANT BUT OFTEN OVERSIMPLIFIED
CONNECTION

The MMC has been associated with:

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE MOTILIN

SMALL-BOWEL BACTERIAL CLEARANCE.

This has led to the idea:

POOR MMC - SIBO.

There is some biological logic here.

Stasis can increase:

BACTERIAL RETENTION.

But SIBO can also arise from:

* anatomical blind loops * strictures

* adhesions * altered acid secretion
* ileocecal dysfunction * opioid use

» systemic sclerosis * diabetes

» other motility disorders

So:

MOTILIN / MMC DYSFUNCTION MAY BE ONE CONTRIBUTOR.

It is not:

THE ENTIRE SIBO MODEL.

MOTILIN AND THE LOWER ESOPHAGEAL SPHINCTER

Motilin can also influence:

LOWER ESOPHAGEAL SPHINCTER PRESSURE.

A modern review notes effects on:
* LES pressure * gastric accommodation
e gastric motility * gallbladder contraction
pancreatic secretion.
This broadens Motilin's identity.

It is not simply:

A STOMACH-EMPTYING HORMONE.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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It helps coordinate:

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE MOTILIN

UPPER-GI INTERDIGESTIVE PHYSIOLOGY.

GALLBLADDER AND BILIARY PHYSIOLOGY

Motilin can promote:

GALLBLADDER CONTRACTION

and bile discharge into the duodenum.
That makes biological sense.
During fasting:

bile, pancreatic secretions, and intestinal contents still need:

MOVEMENT.

Again:
the MMC is not merely about:

FOOD.

It helps manage:

THE ENTIRE UPPER-GI LUMINAL ENVIRONMENT.

PANCREATIC SIGNALING

Motilin has also been associated with changes in:
e pancreatic secretion

* pancreatic polypeptide

e insulin

under selected conditions.

These are secondary aspects of its biology.

The core identity remains:

INTERDIGESTIVE MOTILITY.

But they reinforce that:

Gl HORMONES RARELY HAVE ONLY ONE EFFECT.

SPECIES DIFFERENCES - EXTREMELY IMPORTANT

Motilin has one of the most important animal-model problems in peptide biology.
Common laboratory rodents such as:
* mice

e rats

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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e guinea pigs
do not have a normal functional motilin system comparable with humans.
The motilin gene is absent or the receptor is nonfunctional/pseudogenized in these species.

That means:

RODENT MOTILIN RESEARCH CAN BE HIGHLY MISLEADING.

This is a major translational lesson.

THE SPECIES MODEL

Human:

FUNCTIONAL MOTILIN + MLNR SYSTEM

Rabbit:
 functional motilin system, though physiology differs

Common rodents:

NO COMPARABLE FUNCTIONAL MOTILIN SYSTEM

Therefore:

Mouse result - should not automatically become:

HUMAN MOTILIN BIOLOGY.

This is one of the strongest examples in the entire PPI library of:

SPECIES BIOLOGY MATTERS.

WHY RODENTS ARE DIFFERENT

Interestingly, the absence of a functional motilin system in rodents has been discussed alongside their specialized Gl
physiology, including their inability to:

VOMIT.

The relationship is still biologically complex, but the translational point is clear:

DO NOT ASSUME EVERY MAMMAL HAS THE SAME GUT-PEPTIDE SYSTEM.

That is especially important when evaluating:

PRECLINICAL PEPTIDE CLAIMS.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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Duodenal / MOTILIN Enteric GASTRIC Strong antral
jejunal RECEPTOR - nerves + + upper-smal A
FASTING Motilin ~/ MLNR / —  smooth PHBI;I\'\S,IE:HI ~ I-bowel —  Potential:
release GPR38 muscle contractions
INTERDIGESTIVE CLEARANCE
GASTRIC PROPULSION
GASTRODUODENAL COORDINATION Neural signaling - Potential:
HUNGER
The core concept is:
MOTILIN ORGANIZES THE GUT'S FASTING MOTOR PROGRAM.
Mechanistically, Motilin deserves interest in:
e gastroparesis * delayed gastric emptying
* upper-Gl dysmotility * selected post-surgical motility disorders
* impaired MMC physiology * small-intestinal stasis
* hunger signaling * gut-brain communication
* motility-associated bacterial overgrowth  functional dyspepsia research
Its strongest translational niche is:
PROKINETIC THERAPY FOR IMPAIRED UPPER-GI MOTILITY.
Motilin biology does not prove that:
e every patient with bloating has low Motilin e every patient with SIBO has impaired Motilin
* more motility is always better e erythromycin is an ideal chronic prokinetic
» faster gastric emptying always improves symptoms » Motilin deficiency explains every case of gastroparesis
* hunger always means Motilin is high * Motilin should be increased in every constipated
patient
* rodent Gl experiments automatically predict human
Motilin pharmacology
Again:
MOTILITY DISORDER # ONE PATHWAY.
PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 20
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THE EVIDENCE, POTENTIAL APPLICATIONS, AND
LIMITATIONS
ENDOGENOUS PHYSIOLOGY

STRONG
Motilin is a recognized endogenous upper-Gl hormone involved in:

FASTING MMC PHYSIOLOGY.

Its association with gastric phase Ill contractions is one of the strongest elements of the field.
RECEPTOR BIOLOGY
STRONG

The Motilin receptor:

MLNR / GPR38

has been characterized in humans, particularly in upper-Gl neural and muscular tissues.

HUMAN PHYSIOLOGY

STRONG
Motilin levels cycle with:

INTERDIGESTIVE MOTOR ACTIVITY

and are associated with:
e gastric phase lll
* hunger

upper-Gl propulsion.

PHARMACOLOGICAL VALIDATION

STRONG

Erythromycin provides clear human proof that:

MOTILIN-RECEPTOR AGONISM CAN ALTER GASTRIC MOTILITY.

That is important because it moves Motilin from:

PHYSIOLOGICAL ASSOCIATION

to:

INTERVENTIONAL TARGET VALIDATION.

THERAPEUTIC EVIDENCE

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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MEANINGFUL BUT IMPERFECT

Motilin agonism can improve:

GASTRIC EMPTYING.

But symptom response in gastroparesis is:

MORE VARIABLE.

This is a classic example of:

PHYSIOLOGY IMPROVED

without always producing:

COMPLETE CLINICAL RESOLUTION.

e Research

GASTROPARESIS

This remains Motilin's clearest clinical research domain.

The biological problem is often:

INSUFFICIENT PROPULSIVE GASTRIC MOTILITY.

Motilin receptor stimulation can produce:

STRONG ANTRAL CONTRACTIONS.

That makes the pathway highly coherent.

But gastroparesis can include several different pathophysiological patterns:
e vagal neuropathy * interstitial-cell dysfunction
e pyloric dysfunction e impaired accommodation
* gastric dysrhythmia

So:

THE MOTILIN PATHWAY MAY ADDRESS SOME COMPONENTS BETTER THAN OTHERS.

DIABETIC GASTROPARESIS

Diabetes can injure:

* autonomic nerves * enteric nerves

¢ interstitial cells of Cajal e smooth muscle

Motilin agonism may bypass part of that dysfunction by:

DIRECTLY DRIVING PROPULSIVE MOTOR ACTIVITY.

Human erythromycin studies demonstrated significant acceleration of gastric emptying in diabetic gastroparesis.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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Again:
this is a strong mechanistic fit.

But glucose control still matters because:

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE MOTILIN

HYPERGLYCEMIA ITSELF CAN SLOW GASTRIC EMPTYING.

FUNCTIONAL DYSPEPSIA
Motilin has also been investigated in:

FUNCTIONAL DYSPEPSIA.

But dyspepsia can involve:

* impaired accommodation * visceral hypersensitivity
* delayed emptying * rapid emptying
e central processing

So Motilin therapy is likely relevant only when:

MOTOR DYSFUNCTION IS A MAJOR COMPONENT.

Again:
same symptom.
Different mechanism.

SMALL-INTESTINAL STASIS
An impaired MMC may contribute to:

STASIS.

That can create conditions favorable to:

BACTERIAL OVERGROWTH.

So therapies that restore interdigestive motility may have a rational role in selected:

RECURRENT SIBO / DYSMOTILITY PHENOTYPES.

But this should be framed carefully.

Motilin agonism has not established itself as:

A UNIVERSAL SIBO THERAPY.

HUNGER AND OBESITY
Motilin-induced gastric contractions are associated with:

HUNGER.

This raises an intriguing inverse therapeutic question:

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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Could reducing Motilin signaling:

REDUCE HUNGER?

Researchers have explored Motilin antagonism and food-related signaling, but this remains much less clinically
developed than:

PROKINETIC MOTILIN AGONISM.

Again:
the same pathway might theoretically be:
ACTIVATED
« for gastroparesis
and:
INHIBITED

for appetite-related indications.

Context determines direction.

MOTILIN ANTAGONISTS

Motilin antagonists have been investigated experimentally for:

* appetite

e upper-Gl motility

e obesity-related biology

But they have not yet become a major established therapeutic class.

This reinforces that:

A WELL-UNDERSTOOD PHYSIOLOGICAL PATHWAY DOES NOT AUTOMATICALLY PRODUCE AN
EASY DRUG.

Pharmacology still matters.

WHY THE FASTING STATE MATTERS

Motilin's effects are highly:

STATE DEPENDENT.

The peptide is most physiologically relevant during:

FASTING.

After food is consumed:

the motor program changes.
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Therefore, Motilin is another excellent example of:

TIMING BEING PART OF THE MECHANISM.

The same receptor activation in:

FASTING

may not create the same motor pattern as during:

THE FED STATE.

Again:

BIOLOGICAL CONTEXT INCLUDES TIME.

MOTILIN AND MEAL FREQUENCY

This physiology has generated discussion around:

MEAL SPACING.

Frequent caloric intake can repeatedly interrupt:

MMC ACTIVITY.

That may matter in some patients with:

SMALL-BOWEL STASIS.

But the practical interpretation should remain individualized.

A patient with:
e undernutrition * diabetes requiring specific meal patterns
* pregnancy e dumping syndrome

may require different meal timing.

Again:

PHYSIOLOGY SHOULD INFORM CARE - NOT BECOME DOGMA.

WHAT WE KNOW

Motilin is a 22-amino-acid gastrointestinal peptide hormone.

It is produced primarily in the upper small intestine, particularly the duodenum and jejunum.

Motilin concentrations rise cyclically during fasting.

Motilin is strongly associated with gastric phase Ill of the migrating motor complex.

The migrating motor complex is an interdigestive motility pattern that sweeps through the stomach and small intestine.
Its phase lll consists of strong propagated contractions.

These contractions likely contribute to interdigestive luminal clearance.

Motilin acts through the Motilin receptor, MLNR / GPR38.
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Human Motilin receptors are especially prominent in neural elements of the gastric antrum.

Motilin receptor activation can increase antral contraction and accelerate gastric emptying.
Erythromycin is a Motilin-receptor agonist.

Erythromycin can substantially accelerate gastric emptying and improve gastroduodenal coordination.
Its prokinetic effect has been used clinically in gastroparesis.

But improved gastric emptying does not always produce proportional symptom relief.

Long-term erythromycin use is limited by antibiotic and pharmacological problems, including tachyphylaxis and
resistance concerns.

This led to development of non-antibiotic Motilin agonists.

Motilin is also associated with hunger signaling.

Motilin-induced gastric phase lll activity may contribute to fasting hunger sensations.

The Motilin system differs dramatically by species.

Common laboratory rodents do not possess a normal functional Motilin system comparable with humans.

That makes species selection extremely important when evaluating Motilin research.

WHAT WE THINK MAY BE HAPPENING

Motilin may function as:

THE GUT'S FASTING RESET SIGNAL.

A meal is eaten. N The gut switches into:
DIGESTION MODE. - Food is mixed. —3 Nutrients are absorbed. _, The meal gradually clears.
Then:
FASTING RETURNS.
Motilin begins cycling. - The gut enters:
Strong phase Il
HOUSEKEEPING contractions sweep Residual material is The next meal The system switches
MODE. — through the stomach —  pushed forward. arrives. - back into:
and small intestine.
FED MODE.

This means Motilin may help create:

RHYTHM BETWEEN MEALS.

Not merely:

MOVEMENT.

And when that rhythm is impaired:

the patient may develop:

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context

26

~N

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE MOTILIN




s

* delayed gastric emptying * stasis
¢ altered hunger signaling * potentially greater susceptibility to small-bowel
dysbiosis

The deeper Motilin concept may therefore be:
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TEMPORAL ORGANIZATION OF GI MOTILITY.

WHAT REMAINS CONTEXT-DEPENDENT

Important questions include:

What precisely triggers each Motilin pulse in humans?

How do gastric acid and bile regulate release?

How do different macronutrients alter Motilin physiology?

Which neural pathways connect Motilin-induced phase Ill activity to hunger?

Which forms of gastroparesis are most Motilin responsive?

Why do some patients show faster emptying without symptom improvement?

How important is pyloric dysfunction relative to Motilin signaling?

Which Motilin agonist can avoid tachyphylaxis?

Can non-antibiotic agonists outperform erythromycin clinically?

What is the best therapeutic dosing pattern?

Does continuous receptor stimulation produce poorer effects than intermittent stimulation?
Can Motilin agonism restore impaired MMC physiology in patients with recurrent SIBO?
Which dysmotility phenotypes actually have deficient Motilin signaling?

Can Motilin antagonism meaningfully reduce hunger without impairing intestinal housekeeping?
How much does Motilin contribute to obesity-related eating behavior?

Can Motilin be measured clinically in a meaningful way?

Does circulating Motilin concentration reflect receptor response?

How should the pathway be studied given the absence of functional Motilin biology in common rodents?
Can human organoid or ex vivo systems replace poor animal models?

How does Motilin interact with ghrelin?

How does vagal function alter the response?

Can meal timing be used therapeutically to support MMC physiology?

Does aging change Motilin pulses or receptor sensitivity?

Again:

these are the questions needed to move from:

Gl MOTILITY HORMONE

to:

PRECISION MOTILITY MEDICINE.
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THE PRAXIS LENS

DO NOT BEGIN WITH MOTILIN

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE MOTILIN

Begin with:
WHAT PART OF GASTROINTESTINAL MOTILITY IS ACTUALLY FAILING?
Then:
PHYSIOLOGY
PATTERN - MECHANISM - EVIDENCE - RISK —3 MONITORING _, DECISION

PHYSIOLOGY
Healthy upper-Gl motility requires:

* vagal signaling  enteric nerves

* smooth muscle * interstitial cells of Cajal

* pyloric coordination  fasting MMC physiology

 fed-state motor patterns

Motilin appears especially relevant to:

FASTING PROPULSIVE MOTILITY.

PATTERN

What is actually present?
gastroparesis?

delayed gastric emptying?
impaired fasting MMC?
recurrent stasis?
functional dyspepsia?
SIBO with dysmotility?
rapid emptying?
mechanical obstruction?

Again:

“BLOATING” IS NOT A MOTILITY DIAGNOSIS.

MECHANISM
Does Motilin receptor signaling match:

THE BOTTLENECK?
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If the patient has:
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MECHANICAL GASTRIC OUTLET OBSTRUCTION,

do not simply:

INCREASE CONTRACTIONS.

If delayed emptying is driven by:

OPIOIDS,

address:

THE OPIOID EFFECT.

If glucose is severely elevated:

correct:

THE HYPERGLYCEMIA.

If the dominant problem is:

INADEQUATE PROPULSIVE ANTRAL MOTOR ACTIVITY,

Motilin biology becomes:

MUCH MORE RELEVANT.

EVIDENCE

Ask:

WHAT OUTCOME ARE WE EVALUATING?

Gastric emptying?

Motilin agonism has:

STRONG HUMAN PHARMACOLOGICAL EVIDENCE.

Gastroparesis symptom relief?

MORE VARIABLE.

SIBO prevention?

BIOLOGICALLY PLAUSIBLE BUT MUCH LESS DIRECTLY ESTABLISHED.

Obesity treatment?

EARLY / EXPERIMENTAL.
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Again:
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MECHANISM = INDICATION.

RISK

Potential considerations include:

* excessive cramping e diarrhea
* accelerated transit * drug-specific cardiovascular risk
 antibiotic resistance with erythromycin e microbiome disruption from chronic antibiotic
exposure
e tachyphylaxis e worsening symptoms if obstruction is present
Again:

A STRONGER CONTRACTION IS ONLY HELPFUL IF THE LUMEN CAN MOVE CONTENT FORWARD.

MONITORING

Monitoring should follow:

THE MOTILITY HYPOTHESIS.

GASTRIC EMPTYING

where appropriate:
* standardized gastric-emptying testing
* meal retention

* symptom correlation

SYMPTOMS
* hausea * vomiting
 early satiety e fullness
* bloating
NUTRITION
e oral intake * weight
* hydration * glycemic stability

MOTILITY / STASIS

* recurrence patterns

* bowel symptoms

* objective testing when clinically appropriate
DRUG SAFETY

if pharmacologic Motilin agonism is used:

¢ medication interactions
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¢ ECG / QT context where relevant

e antibiotic exposure considerations
Again:

monitor:

THE MOTOR FUNCTION WE ARE TRYING TO CHANGE.

THE PRAXIS 5
MECHANISM

Motilin is primarily:

AN INTERDIGESTIVE UPPER-GI MOTOR SIGNAL.

Ilts dominant pathway is:

MOTILIN » MLNR / GPR38 -» PHASE Ill MMC / ANTRAL PROPULSION.

EVIDENCE
Endogenous physiology:

STRONG.
Receptor biology:

STRONG.
Human pharmacology:

STRONG.
Gastroparesis gastric-emptying effect:

STRONG.

Symptom improvement:

MORE VARIABLE.

SIBO / appetite applications:

LESS DIRECTLY ESTABLISHED.

RISK

The major conceptual mistake is:

ASSUMING FASTER Gl MOTILITY IS ALWAYS BETTER.
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Normal motility requires:

TIMING + COORDINATION.

Not:

CONSTANT CONTRACTION.

MONITORING

Monitor:

EMPTYING + SYMPTOMS + NUTRITION + FUNCTION.

If the hypothesis is:

BETTER PROPULSIVE MOTILITY,

then:

THE CONTENT SHOULD MOVE BETTER AND THE PATIENT SHOULD FUNCTION BETTER.
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PATIENT CONTEXT

A patient with:

DIABETIC GASTROPARESIS

is not identical to:

someone with:

SIBO WITHOUT DOCUMENTED DYSMOTILITY.

A patient with:

PILORIC OBSTRUCTION

is not identical to:

someone with:

WEAK ANTRAL CONTRACTIONS.

A patient who feels:

HUNGRY BETWEEN MEALS

is not automatically:

MOTILIN DEFICIENT OR EXCESSIVE.

Same peptide.
Different:

MOTOR CONTEXT.
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SEVEN QUESTIONS TO ASK BEFORE MOTILIN

1. WHAT PART OF GI MOTILITY IS ACTUALLY ABNORMAL?

gastric emptying?
MMC?

small-bowel propulsion?
accommodation?

pylorus?

2. WHAT IS CAUSING THE DYSFUNCTION?

diabetes?

vagal injury?
medication?
surgery?

autonomic disease?

obstruction?

3. DOES MOTILIN-RECEPTOR AGONISM MATCH THE BOTTLENECK?

This is the central question.

4. 1S THE PATIENT IN A STATE WHERE STRONGER CONTRACTIONS ARE ACTUALLY SAFE AND

USEFUL?

Mechanical obstruction changes the entire answer.

5. WHAT TYPE OF EVIDENCE SUPPORTS THE APPLICATION?

physiological?
erythromycin study?
gastroparesis trial?
indirect MMC theory?
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6. WHAT WILL WE MONITOR?

emptying?
symptoms?
meal tolerance?
weight?

recurrence of stasis?

7. WHAT WOULD DEFINE SUCCESS?

Not:

“THE STOMACH MOVED FASTER.”

But:

GASTROINTESTINAL TRANSIT BECAME MORE FUNCTIONAL, NUTRITIONAL TOLERANCE IMPROVED, AND THE PATIENT'S
ACTUAL MOTILITY-RELATED SYMPTOMS OR COMPLICATIONS IMPROVED.

KEY TAKEAWAYS

Motilin is a 22-amino-acid gastrointestinal peptide hormone.

It is secreted primarily by enteroendocrine cells of the duodenum and jejunum.

Motilin is primarily a fasting-state hormone.

Its defining physiological role is control of gastric phase Il activity within the migrating motor complex.
The MMC is a recurring interdigestive motor program of the stomach and small intestine.

Phase Il consists of strong propagated contractions.

This activity helps move residual luminal contents through the upper Gl tract.

e That is why the MMC is sometimes called the gut's “housekeeper.”

Motilin acts through the Motilin receptor, MLNR / GPR38.

Human Motilin receptors are especially prominent in neural structures of the gastric antrum.

Motilin therefore works through coordinated enteric neural and muscular pathways.

Motilin receptor activation can markedly increase antral contractions.

This can accelerate gastric emptying.

Erythromycin is an accidental Motilin-receptor agonist.

Its Motilin activity explains its powerful prokinetic effects.

Human studies demonstrate improved antral contractility and gastroduodenal coordination with erythromycin.
Erythromycin has therefore been used clinically in gastroparesis.

But improved gastric emptying does not always produce proportional improvement in nausea, fullness, or other
symptoms.

This demonstrates that gastric symptoms depend on more than emptying rate alone.
Chronic erythromycin is pharmacologically imperfect because it remains an antibiotic.
That creates resistance, microbiome, interaction, and tachyphylaxis concerns.

This drove development of non-antibiotic Motilin agonists.

Motilin is also involved in hunger signaling.

Fasting Motilin peaks and gastric phase Ill contractions correlate with hunger sensations in healthy humans.
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This means hunger can arise partly from a physical motor signal generated by the gut.

Motilin should not be equated with ghrelin.

Both participate in fasting physiology and gut-brain communication, but their receptor systems and dominant biological
roles differ.

The MMC is interrupted by caloric intake and replaced by fed-state motility.
This makes meal timing part of Motilin physiology.

Impaired MMC activity may contribute to small-bowel stasis and potentially bacterial overgrowth, but SIBO should not be
reduced to Motilin deficiency.

The Motilin system has unusually important species differences.

Mice and rats do not possess a normal functional Motilin system equivalent to humans.

This makes Motilin one of the best examples of why animal-model selection matters in peptide medicine.
* The best question is not “does Motilin increase motility?”

The better question is “what motor program has failed, is the problem weak antral propulsion, impaired fasting MMC,
pyloric dysfunction, neural injury, or something else, and will activating the Motilin receptor restore coordinated
movement rather than simply creating stronger contractions?”
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THE BOTTOM LINE

Motilin may be one of the most elegant peptides in the gut because it reminds us that:

THE GI TRACT HAS A SCHEDULE.

It does not behave the same way:

ALL DAY.

When we eat:

the gut enters:

FED MODE.
Food is:
MIXED.

DIGESTED.

ABSORBED.

Then the meal clears.

And the gut switches into:

FASTING MODE.

That is where Motilin becomes important.

The pattern becomes:

FASTING

Strong propagated

Motilin rises —3 MOTILIN RECEPTOR _ PHASE Il MMC - B Wl

RESIDUAL MATERIAL

SECRETIONS
and:

The stomach and
small intestine
sweep forward:

LUMINAL CONTENT.

Then the system resets.

This means Motilin does not simply:

MAKE THE GUT MOVE.
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It helps determine:
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WHEN THE GUT SHOULD MOVE IN A PARTICULAR WAY.

That is a much more sophisticated concept.

It also explains why:

CONSTANT EATING

and:

FASTING

create different gastrointestinal motor environments.

And it explains why a Motilin agonist can be so powerful in:

GASTROPARESIS.

If the stomach cannot generate adequate propulsion:

activating this receptor can create:

STRONG ANTRAL CONTRACTIONS.

Erythromycin accidentally taught us that.
But it also taught us another lesson.

Fixing:

ONE PHYSIOLOGICAL METRIC

does not always fix:

THE WHOLE PATIENT.

A stomach can empty faster.
And the patient may still have:
° nausea

« fullness

e discomfort

because symptoms also depend on:

ACCOMMODATION

SENSATION
PYLORIC FUNCTION

and:

CENTRAL PROCESSING.
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So Motilin is not simply:

A GASTROPARESIS SWITCH.

Itis:

ONE PART OF A MOTOR NETWORK.

And perhaps its most interesting role is broader still.

The same contractions that help clear the gut may also tell the brain:

YOU ARE HUNGRY.

That gives us the final model:

GUT MOVEMENT

NEURAL SIGNAL - BEHAVIOR.

The intestine is not just responding to the brain.
Itis:

INFORMING THE BRAIN.
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So the Praxis question becomes:

“WHAT gastrointestinal motor program is failing, when is that failure occurring, is inadequate Motilin-driven phase lll
activity truly the limiting node, can receptor activation restore coordinated transit safely, and does improved motility
translate into better nutrition, fewer symptoms, less stasis, and better whole-patient function?”

That is the difference between:

CALLING MOTILIN A PROKINETIC PEPTIDE

and:

UNDERSTANDING INTERDIGESTIVE MOTOR BIOLOGY.

FINAL RECALL

STATE LOCALIZE VERIFY
Fed and fasting gut programs are Identify the region and motor Measure emptying, symptoms,
different bottleneck nutrition, and function together

STOP MEMORIZING PEPTIDES. START UNDERSTANDING THE SYSTEM.

Praxis Peptide Institute provides educational information and is not a substitute for individualized medical diagnosis or treatment. Motilin is an endogenous
gastrointestinal peptide hormone studied for fasting-state migrating motor complex physiology, gastric phase lll contractions, gastric emptying, gastroduodenal
coordination, hunger signaling, and upper-Gl motility disorders. Its relevance depends on the specific motor abnormality, fasting versus fed state, neural and
pyloric function, presence or absence of mechanical obstruction, underlying disease such as diabetes or postsurgical vagal injury, concurrent medications, and
whether improved motility actually translates into better symptoms, nutrition, and function. Motilin pharmacology should also be interpreted with particular
attention to species differences because common laboratory rodents lack a normal functional Motilin system comparable with humans.
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