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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 Semaglutide; the remaining pages add

mechanism, evidence, context, and nuance.
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02

03

04

05

06

07

08

IDENTITY
An engineered GLP-1 analog designed for sustained receptor activation; it uses native biology but is
not native GLP-1 replacement.

ENGINEERING
DPP-4 resistance, albumin-binding behavior, and reduced clearance extend exposure from minutes
toward a roughly one-week half-life.

PANCREAS
GLP-1R signaling amplifies glucose-dependent insulin secretion and restrains inappropriate glucagon
when glucose is elevated.

BRAIN + GUT
Central, vagal, and gastrointestinal signaling increases satiation, reduces food drive, and can slow
gastric nutrient delivery.

OUTCOMES
Evidence supports type 2 diabetes, obesity, cardiovascular-risk reduction, and kidney benefit in
defined populations.

PRESERVE
Weight loss quality depends on muscle, protein, micronutrients, resistance training, rate of change,
and functional monitoring.

CONTEXT
Gastroparesis, retinopathy, dehydration, gallbladder risk, pregnancy, frailty, and medication
interactions can change the decision.

PRAXIS QUESTION
What metabolic pattern is being treated, what must be preserved, and did health improve beyond
glucose or scale weight?

ONE-SENTENCE MEMORY

SEMAGLUTIDE EXTENDS A BRIEF MEAL SIGNAL INTO SUSTAINED GLP-1R PHARMACOLOGY:
PREPARE INSULIN, RESTRAIN INAPPROPRIATE GLUCAGON, SLOW DELIVERY, AND REDUCE

INTAKE.
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UNDERSTAND THE PEPTIDE

Semaglutide is a long-acting GLP-1 receptor agonist engineered from human GLP-1 biology to create far more durable
receptor activation than the native hormone can provide.

That distinction should come first.

Semaglutide is not simply:

“GLP-1.”

And it is not simply:

“THE WEIGHT-LOSS SHOT.”

It is an:

ENGINEERED GLP-1 ANALOG.

Native GLP-1 is released:

* after meals * in short pulses
e from intestinal L cells e with a biological half-life measured in minutes

Semaglutide was designed to do something completely different:

KEEP GLP-1 RECEPTOR SIGNALING ACTIVE FOR DAYS.

That changes the physiology dramatically.

Semaglutide can influence:

* glucose-dependent insulin secretion * glucagon regulation

e gastric nutrient delivery e appetite

 food reward e energy intake

* body weight  cardiovascular risk

» kidney outcomes * metabolic disease progression

Its strongest clinical identities now extend across:

TYPE 2 DIABETES

OBESITY
CARDIOVASCULAR RISK REDUCTION

and:

DIABETIC CHRONIC KIDNEY DISEASE.

The SELECT trial demonstrated a 20% relative reduction in major adverse cardiovascular events with semaglutide 2.4
mg in adults with established cardiovascular disease and overweight or obesity but without diabetes.

The FLOW trial subsequently demonstrated improved major kidney outcomes and lower cardiovascular mortality in
people with type 2 diabetes and chronic kidney disease.
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So the modern Semaglutide story is no longer:

“IT LOWERS AlC.”

And it is no longer only:

“IT CAUSES WEIGHT LOSS.”

A better description is:

SEMAGLUTIDE IS A LONG-ACTING, ENGINEERED GLP-1R AGONIST THAT TRANSFORMS A SHORT-LIVED MEAL SIGNAL
INTO SUSTAINED METABOLIC PHARMACOLOGY - CHANGING GLYCEMIC CONTROL, FOOD INTAKE, BODY WEIGHT,
CARDIOVASCULAR RISK, AND IN SELECTED PATIENTS KIDNEY-DISEASE TRAJECTORY.

That is the core biology.

SEMAGLUTIDE VS ENDOGENOUS GLP-1

This distinction is foundational.

ENDOGENOUS GLP-1

Released after:

NUTRIENT INTAKE.

Acts briefly.
Rapidly degraded by:

DPP-4.

Its normal physiological role is:

MEAL-RELATED COORDINATION.

SEMAGLUTIDE
Engineered to:
* resist enzymatic degradation * bind albumin

* remain in circulation much longer * activate GLP-1R continuously enough for once-weekly

injectable dosing

Therefore:

ENDOGENOUS GLP-1 = SHORT PHYSIOLOGICAL SIGNAL

while:

SEMAGLUTIDE = SUSTAINED PHARMACOLOGICAL SIGNAL.

That difference explains much of:

* efficacy » weight loss
° nausea * gastric effects
e chronic appetite suppression e prolonged metabolic impact

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

PARENT-PEPTIDE BIOLOGY # ANALOG PHARMACOLOGY.

WHAT IS SEMAGLUTIDE?

Semaglutide is structurally based on:

HUMAN GLP-1.

But it contains modifications engineered to alter:

PHARMACOKINETICS.

These modifications allow:

 greater resistance to DPP-4 degradation * reversible albumin binding

* reduced renal clearance  substantially prolonged exposure

The result is a molecule with an approximate:

ONE-WEEK ELIMINATION HALF-LIFE

that can support once-weekly subcutaneous administration.
That is radically different from native GLP-1.
Again:

THE THERAPEUTIC BREAKTHROUGH WAS NOT DISCOVERING THAT GLP-1 WORKED.

The breakthrough was:

ENGINEERING THE SIGNAL TO LAST LONG ENOUGH TO BECOME PRACTICAL MEDICINE.

THE ENGINEERING MODEL

Native GLP-1 N rapid DPP-4 degradation N minutes of activity
Semaglutide modifications - DPP-4 resistance
albumin association slower clearance L weekly pharmacolo
- - ACTIVATION - yPp gy

That is:

PEPTIDE ENGINEERING.
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ALBUMIN BINDING - WHY IT MATTERS

Semaglutide contains a fatty-acid-related side chain designed to interact with:

ALBUMIN.

Albumin acts partly as:

A CIRCULATING RESERVOIR.

Semaglutide binds BSSIE=ERE Renal filtration Proteolytlc_ -
- —3 exposure becomes _ degradation is —s Half-life increases.
reversibly. slows.
prolonged. reduced.

This is one of the most important tricks used in modern peptide drug design:

ATTACH THE PEPTIDE TO A LONG-LIVED CIRCULATING PROTEIN INDIRECTLY.

Again:

PHARMACOKINETIC ENGINEERING CAN BE AS IMPORTANT AS RECEPTOR AFFINITY.

SEMAGLUTIDE RECEPTOR - GLP-1R

Semaglutide acts primarily through:

GLP-1R.

GLP-1R is a:

CLASS B GPCR.

The canonical pathway:

. adenylyl A tissue-specifi
Semaglutide _, GLP-1R - Gs - cvclase cAMP 1 —5 EPAC-related _, papenindie- e
Yy signaling P

In pancreatic beta cells:

INSULIN SECRETION T WHEN GLUCOSE IS ELEVATED.

In neural / gut-brain systems:

FOOD INTAKE 1.

In Gl physiology:

GASTRIC EMPTYING CAN SLOW.

Again:

same receptor.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 07
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Different:

TISSUE OUTPUTS.

THE CORE SIGNALING MODEL

Semaglutide N GLP-1R - cAMP N

PANCREAS

GLUCOSE-DEPENDENT INSULIN T

ALPHA-CELL / ISLET NETWORK

GLUCAGON | WHEN GLUCOSE ELEVATED

Gl / VAGAL SYSTEM
GASTRIC DELIVERY SLOWS
CNS

SATIATION 1

FOOD REWARD / DRIVE ! - Potential:

AlC |

POSTPRANDIAL GLUCOSE !

ENERGY INTAKE !

BODY WEIGHT !

SEMAGLUTIDE AND INSULIN

Semaglutide amplifies:

GLUCOSE-DEPENDENT INSULIN SECRETION.

That means:

when glucose is elevated:

beta cells release more insulin.
When glucose falls:

the insulinotropic effect diminishes.
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This is why semaglutide has a much lower intrinsic risk of hypoglycemia than medications that stimulate insulin:

REGARDLESS OF GLUCOSE.

Again:

IT AMPLIFIES THE GLUCOSE SIGNAL.

It does not simply:

FORCE THE PANCREAS TO SECRETE INSULIN AT ALL TIMES.

THE INSULIN MODEL

Glucose 1 N beta-cell metabolism N Ca?* signal N insulin release

Semaglutide - GLP-1R - cAMP 1 —s AMPLIFIES THE RESPONSE

Again:

SIGNAL AMPLIFICATION, NOT UNCONTROLLED SECRETAGOGUE ACTIVITY.

SEMAGLUTIDE AND GLUCAGON

Semaglutide also reduces:

INAPPROPRIATE GLUCAGON OUTPUT

when glucose is elevated.

This matters enormously in type 2 diabetes.
Hyperglycemia may reflect:

e insufficient insulin

e insulin resistance

e excessive hepatic glucose output

Glucagon drives:

HEPATIC GLUCOSE PRODUCTION.

So semaglutide improves glucose from two directions:
* Insulin

UP WHEN NEEDED

and:

* Glucagon

DOWN WHEN INAPPROPRIATELY HIGH

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 09
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Again:

THE DRUG DOES NOT WORK ONLY BY MAKING MORE INSULIN.

SEMAGLUTIDE AND GASTRIC EMPTYING

Semaglutide can slow:

GASTRIC EMPTYING.

This reduces the rate at which nutrients enter:

THE SMALL INTESTINE.

Then:

glucose absorption occurs more slowly. - Postprandial glucose excursions may fall.

But this effect should not be oversimplified.
With sustained long-acting GLP-1R stimulation:

gastric-emptying effects may show:

PARTIAL TACHYPHYLAXIS.

So chronic weight loss is not explained simply by:

“FOOD SITS IN THE STOMACH FOR A WEEK.”

That is incorrect.

The central long-term effect is more strongly related to:

CNS-MEDIATED REDUCTION IN ENERGY INTAKE.

THE GASTRIC-BRAKE MODEL

gastric emptying

Semaglutide N GLP-1R o -

—s hnutrient entry slows _

Useful if:

postprandial glucose
rises more gradually

NUTRIENT DELIVERY IS TOO RAPID.

Potentially problematic if:

GASTRIC EMPTYING IS ALREADY SEVERELY DELAYED.

Again:

SAME MECHANISM. DIFFERENT PATIENT. DIFFERENT OUTCOME.
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SEMAGLUTIDE AND APPETITE

The weight-loss effect of semaglutide is driven largely through:

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE SEMAGLUTIDE

REDUCED ENERGY INTAKE.

This is a central point.

Semaglutide influences neural systems involved in:

e satiation * satiety
 food reward * meal size
* cravings e drive to eat

Patients may describe:

e getting full sooner  thinking about food less
* less drive to snack * reduced portion size
* altered food preferences

That demonstrates that:

APPETITE IS BIOLOGY.

Not merely:
A DECISION.
GLP-1R
. signaling in meal food reward may . .
Semaglutide gut-brain /CNS 7 termination © decrease —» energyintake i _, body weight |
circuits
Again:
THE PRIMARY WEIGHT-LOSS MECHANISM IS NOT “FAT BURNING."”
Itis:

LESS ENERGY ENTERING THE SYSTEM.

SEMAGLUTIDE AND FOOD NOISE

The term:

“FOOD NOISE”

is not a formal endocrinological diagnosis.
But it describes something biologically meaningful.

Some patients report a reduction in:

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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e intrusive food thoughts  urge to snack

 anticipation of food e compulsive eating drive

This is consistent with:

CENTRAL REWARD + SATIETY SIGNALING.

Again:

the clinical experience may reveal:

NEUROBIOLOGY THAT IS HARD TO SEE ON A STANDARD LAB PANEL.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 12
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SEMAGLUTIDE AND WEIGHT LOSS

The STEP program established semaglutide as a highly effective obesity medication.

In STEP 1, once-weekly semaglutide 2.4 mg combined with lifestyle intervention produced substantial weight reduction
in adults with overweight or obesity without diabetes.

The key lesson is not simply:

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE SEMAGLUTIDE

“SEMAGLUTIDE WORKS."”

Itis:

PHARMACOLOGICALLY CHANGING APPETITE BIOLOGY CAN PRODUCE WEIGHT LOSS AT A MAGNITUDE PREVIOUSLY
DIFFICULT TO ACHIEVE WITH BEHAVIORAL INTERVENTION ALONE.

Again:
obesity biology is:

NEUROENDOCRINE.

THE ENERGY-BALANCE MODEL

Semaglutide - food intake ! - energy deficit —y fat stores mobilized _, body weight |
But:

weight-regain pressure

the body responds. —s hunger hormones change _, energy expenditure adapts _, .

Semaglutide continues to oppose:

PART OF THAT COMPENSATORY BIOLOGY.

This is why sustained treatment often produces better weight maintenance than:

DRUG DISCONTINUATION.

WEIGHT REGAIN AFTER STOPPING

One of the most misunderstood aspects of semaglutide is:

WEIGHT REGAIN AFTER DISCONTINUATION.

This is often framed as:

“THE DRUG FAILED.”

But physiologically:

the drug's signaling has been removed. - Appetite regulation begins moving back toward:

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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THE PATIENT'S BASELINE BIOLOGY. _, Energy intake may rise. - Weight regain can occur.

That does not mean:

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE SEMAGLUTIDE

THE DRUG DAMAGED METABOLISM.

It more often means:

THE TREATMENT WAS CONTROLLING A CHRONIC BIOLOGICAL SYSTEM.

THE CHRONIC-DISEASE MODEL

Hypertension controlled with

AT T - stop medication - BP may rise
Hyperlipidemia controlled - stop therapy - LDL may rise

Obesity biology controlled by GLP-1R appetite / weight-regain pressure ma
Y pl?grmacology Y - D LTy g . Y

return

Again:

RECURRENCE AFTER THERAPY REMOVAL DOES NOT PROVE DEPENDENCE IN THE ADDICTION
SENSE.

It may reflect:

LOSS OF DISEASE CONTROL.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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SEMAGLUTIDE AND TYPE 2 DIABETES

Semaglutide is highly effective in:

TYPE 2 DIABETES.

Its glycemic effects arise through:
* glucose-dependent insulin secretion e glucagon suppression

* slower nutrient delivery * weight loss

* improved insulin sensitivity secondary to weight
reduction

So the drug addresses:

MULTIPLE NODES.

Again:

IT IS NOT SIMPLY AN INSULIN-STIMULATING DRUG.

THE T2D MODEL

Type 2 diabetes - insulin resistance
* beta-cell dysfunction * hyperglucagonemia
e excess caloric intake e Semaglutide
e insulin response 1 e glucagon {
 food intake ! e weight {
insulin resistance can improve - GLYCEMIA IMPROVES THROUGH MULTIPLE ROUTES

That is:

SYSTEMS PHARMACOLOGY.

SEMAGLUTIDE AND BETA-CELL RESERVE

Semaglutide works best when there remains:

FUNCTIONAL BETA-CELL CAPACITY.

Why?

Because:

GLP-1R signal - beta cell - insulin release

But if beta-cell mass is severely depleted:

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 15
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there is less machinery available to:

EXECUTE THE SIGNAL.

Again:

RECEPTOR AGONISM REQUIRES TARGET CAPACITY.

This becomes particularly relevant in:
¢ long-standing diabetes
* advanced beta-cell failure

¢ insulin-dependent phenotypes

SEMAGLUTIDE DOES NOT REPLACE INSULIN

This is important.

In true:

ABSOLUTE INSULIN DEFICIENCY,

semaglutide cannot substitute for:

INSULIN.
It may influence:
* appetite  gastric emptying
* glucagon * body weight

But it cannot replace:

THE ESSENTIAL ANABOLIC AND ANTI-KETOGENIC ROLE OF INSULIN.

Again:

SAME GLUCOSE PROBLEM = SAME DISEASE.

SEMAGLUTIDE AND INSULIN RESISTANCE

Semaglutide can substantially improve:

INSULIN RESISTANCE.

But much of that improvement is likely indirect.

. . . . hepatic insulin muscle insulin
Weight falls VI CEEH B IELDIEY LT sensitivit sensitivity ma
9 * 7 adiposity falls. — decrease. - improves. - improvesy - imprm‘l,e y

So:

THE DRUG DOES NOT HAVE TO DIRECTLY REPAIR THE INSULIN RECEPTOR TO IMPROVE INSULIN
SENSITIVITY.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 16
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Again:

SYSTEM-LEVEL EFFECTS CAN CORRECT A DOWNSTREAM PATHWAY.

SEMAGLUTIDE AND VISCERAL FAT

Weight loss with semaglutide includes reductions in:
« total fat mass

* visceral adipose tissue

e waist circumference

Visceral adiposity is especially important because it is associated with:

* hepatic insulin resistance e inflammatory signaling
e dyslipidemia  cardiovascular risk
So:

A 15% WEIGHT LOSS IS NOT JUST 15% LESS MASS.

The metabolic value depends partly on:

WHAT TISSUE WAS LOST.

BODY WEIGHT = BODY COMPOSITION

This deserves its own section.

If a patient loses:

¢ 20 pounds,

that could include:
» fat * glycogen / water
* muscle * connective tissue

The goal should not be:

MAXIMIZE SCALE LOSS.

The goal should be:

MAXIMIZE METABOLICALLY HARMFUL FAT LOSS WHILE PRESERVING FUNCTIONAL LEAN TISSUE.

That is @ much better endpoint.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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SEMAGLUTIDE AND LEAN MASS

Semaglutide-associated weight loss includes:

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE SEMAGLUTIDE

SOME LEAN-MASS REDUCTION.

This should not be sensationalized as:

“SEMAGLUTIDE EATS MUSCLE.”

Any substantial weight loss tends to reduce:

SOME LEAN MASS.

The key questions are:

how much?

relative to fat loss?

in what patient?

was protein adequate?

was resistance training present?
was weight loss excessively rapid?
what was baseline muscle reserve?

Again:

THE PATIENT'S FOUNDATION DETERMINES THE QUALITY OF WEIGHT LOSS.

THE MUSCLE-PRESERVATION MODEL

Semaglutide - energy intake | - weight loss

If:
* protein inadequate

¢ resistance stimulus absent

older / frail patient - lean-mass loss may become:

CLINICALLY IMPORTANT
But if:
e protein appropriate

* resistance training

adequate total nutrition - better chance of:

PRESERVING FUNCTION

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

THE DRUG DOES NOT REMOVE THE NEED FOR PHYSIOLOGY.

SEMAGLUTIDE AND SARCOPENIC OBESITY

This may be one of the most important clinical phenotypes.

A patient can have:

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE SEMAGLUTIDE

HIGH BODY FAT

but:

LOW MUSCLE MASS.

That is:

SARCOPENIC OBESITY.

If treatment focuses only on:

SCALE WEIGHT,

the patient may lose:
e fat
¢ additional muscle

and end up:

LIGHTER BUT FUNCTIONALLY WORSE.

Again:

LOWER BMI = BETTER PHYSIOLOGY AUTOMATICALLY.

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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This is one of the biggest advances in the semaglutide story.

The question used to be:

DOES SEMAGLUTIDE LOWER GLUCOSE?

Then:

DOES IT LOWER WEIGHT?

Now:

DOES IT REDUCE CARDIOVASCULAR EVENTS?

The answer in selected populations is:

YES.

SELECT - THE MAJOR SHIFT

SELECT enrolled:

* 17,604 adults

with:

« established cardiovascular disease
« BMI =27 kg/m?

* no diabetes

Participants received:

* semaglutide 2.4 mg weekly

or placebo.

Major cardiovascular events occurred in:
* 6.5%

e of the semaglutide group

versus:

* 8.0%

of placebo.

Hazard ratio:

0.80.

That represents approximately:

20% RELATIVE RISK REDUCTION.

This mattered enormously because the cardiovascular benefit was demonstrated:

WITHOUT REQUIRING DIABETES.

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

It shows that obesity treatment can be:

CARDIOVASCULAR MEDICINE.

Not simply:

COSMETIC WEIGHT LOSS.

The FDA subsequently approved Wegovy in 2024 to reduce the risk of cardiovascular death, myocardial infarction, and
stroke in adults with established cardiovascular disease and overweight or obesity.

That is a major conceptual shift.

THE CARDIOVASCULAR MODEL

Semaglutide - weight |
* blood pressure modestly | » glycemia / insulin resistance improve
e visceral fat | * inflammatory milieu may improve

* possibly direct vascular / neural effects
 atherosclerotic event risk {
Again:
the benefit is probably:

MULTIFACTORIAL.

It should not be reduced to:

“THE PATIENT LOST WEIGHT.”

SEMAGLUTIDE AND CARDIOVASCULAR BENEFIT BEFORE
MAXIMAL WEIGHT LOSS

One of the interesting observations from SELECT is that cardiovascular event curves began separating before patients
had necessarily achieved:

MAXIMAL WEIGHT LOSS.

That raises the possibility that:

some cardiovascular benefit may involve:

* metabolic signaling  inflammatory biology
* hemodynamics e direct GLP-1R pathways

in addition to:

WEIGHT REDUCTION ITSELF.

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

WEIGHT LOSS MAY BE PART OF THE MECHANISM WITHOUT BEING THE WHOLE MECHANISM.

SEMAGLUTIDE AND KIDNEY DISEASE

The kidney story is now equally important.

The FLOW trial evaluated semaglutide 1 mg weekly in patients with:
* type 2 diabetes

e chronic kidney disease

Semaglutide reduced the risk of clinically important kidney outcomes and cardiovascular death. The trial also showed a
slower annual decline in eGFR, lower major cardiovascular-event risk, and lower all-cause mortality.

This led to a U.S. indication for Ozempic in 2025 to reduce the risk of sustained eGFR decline, end-stage kidney disease,
and cardiovascular death in adults with type 2 diabetes and CKD.

Again:

SEMAGLUTIDE IS NO LONGER ONLY A GLUCOSE / WEIGHT DRUG.

THE KIDNEY MODEL

Type 2 diabetes - hyperglycemia
* obesity * hypertension
e glomerular stress  inflammation
e CKD progression
Semaglutide - weight {

* glycemia { BP modestly !
e albuminuria may improve » systemic metabolic stress |

Potential:

SLOWER KIDNEY-DISEASE PROGRESSION

Again:
likely:

MULTI-NODE BENEFIT.

DIRECT RENAL EFFECT VS INDIRECT RENAL BENEFIT

An important distinction:

a kidney benefit does not prove that semaglutide is acting:

DIRECTLY ON EVERY KIDNEY CELL THROUGH GLP-1R.

The effect may be partly mediated through:

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context 22
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* body-weight reduction * glucose improvement
* blood pressure * natriuresis
* vascular effects * inflammation

Again:

ORGAN OUTCOME = DIRECT RECEPTOR EFFECT.

SEMAGLUTIDE AND BLOOD PRESSURE

Semaglutide often produces:

MODEST BLOOD-PRESSURE REDUCTION.

Potential contributors include:

* weight loss e sodium handling
e improved vascular physiology * reduced metabolic stress
Again:

it should not be called:

AN ANTIHYPERTENSIVE DRUG.

But blood pressure may improve as part of:

WHOLE-SYSTEM METABOLIC CHANGE.

SEMAGLUTIDE AND LIPIDS

Weight loss and improved metabolic health can also alter:
« triglycerides

* non-HDL patterns

e inflammatory lipid physiology

These changes may contribute to:

CARDIOVASCULAR RISK REDUCTION.

But again:

semaglutide is not primarily:

A LIPID-LOWERING DRUG.

SEMAGLUTIDE AND FATTY LIVER

Semaglutide has strong biological relevance to:

MASLD / MASH.

Why?

PRAXIS PEPTIDE INSTITUTE | Mechanism ¢ Evidence ¢ Risk ¢ Monitoring * Patient Context
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Because:
insulin resistance ARl
body weight 1 - visceral fat ! - hepatic fat | - . inflammation may
improves
decrease
Again:

the liver can benefit substantially even if:

DIRECT HEPATOCYTE GLP-1R SIGNALING IS NOT THE PRIMARY MECHANISM.

SEMAGLUTIDE AND INFLAMMATION

GLP-1R pharmacology is associated with reductions in:

SELECTED INFLAMMATORY MARKERS.

But the phrase:

“SEMAGLUTIDE IS AN ANTI-INFLAMMATORY PEPTIDE”

would be too simplistic.
Why?
Weight loss itself changes:

* adipose inflammation  cytokines

¢ insulin signaling e endothelial stress

So some anti-inflammatory effect may be:

SECONDARY TO METABOLIC IMPROVEMENT.

Again:

ASSOCIATED PATHWAY CHANGE = PRIMARY MOLECULAR IDENTITY.

SEMAGLUTIDE AND THE BRAIN

Perhaps the most important long-term therapeutic effects arise in:

THE CENTRAL NERVOUS SYSTEM.

Semaglutide can influence neural circuits governing:

* appetite * satiety
e reward e food motivation

* aversive responses

This explains why patients may experience a profound change in:

DESIRE TO EAT

even before large metabolic changes occur.
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Again:

SEMAGLUTIDE IS AS MUCH A NEUROENDOCRINE DRUG AS A PANCREATIC DRUG.

SEMAGLUTIDE AND REWARD

Food contains:

ENERGY

but also:

REWARD VALUE.

The brain learns:

* anticipation * pleasure

* habit ° Cue response

GLP-1R signaling can alter:

THE REWARD VALUE OF FOOD.

That may explain reductions in:
* cravings

* compulsive eating

* snack seeking

This has also opened research into:
* alcohol use

* addictive behavior

e compulsive reward patterns
Again:

promising biology.

But:

OBESITY EVIDENCE SHOULD NOT BE AUTOMATICALLY EXPORTED INTO ADDICTION THERAPY.

SEMAGLUTIDE AND ALCOHOL / ADDICTION RESEARCH

There is growing interest in semaglutide and other GLP-1R agonists for:
* alcohol-use disorder

* substance reward

e compulsive behavior

The biological rationale is:

MESOLIMBIC / REWARD CIRCUIT MODULATION.

But this remains much earlier than:
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* type 2 diabetes e obesity
e cardiovascular disease e diabetic CKD
Again:
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INTERESTING SIGNAL = ESTABLISHED INDICATION.

SEMAGLUTIDE AND NAUSEA

Nausea is one of the most common adverse effects.
This is not mysterious.

The same system producing:

EARLIER SATIATION

can overshoot toward:

NAUSEA.

Semaglutide can influence:
¢ Gl motility
* vagal signaling
¢ brainstem nausea pathways
So:

therapeutic signaling - fullness - higher signaling - nausea / vomiting
Again:

EFFICACY AND TOLERABILITY CAN SHARE A MECHANISM.

THE DOSE-ESCALATION LOGIC

This is why semaglutide is generally:

TITRATED.

The purpose is not only:

TO REACH A NUMBER.

It is to allow the patient's:
* Gl tract

* nervous system

* appetite system

time to:

ADAPT TO INCREASING RECEPTOR EXPOSURE.
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Again:

TOLERABILITY IS PART OF PHARMACOLOGY.

MORE DOSE # BETTER PATIENT

If a patient has achieved:

* excellent appetite control
e desired weight trajectory
e good glycemic control

but higher exposure causes:

* persistent vomiting * severe food aversion
» dehydration * inadequate protein intake
then:

THE BIGGER DOSE MAY PRODUCE WORSE WHOLE-PATIENT PHYSIOLOGY.

Again:

MAXIMAL DOSE = OPTIMAL DOSE AS A GENERAL CONCEPT.

The clinical objective is:

ADEQUATE SIGNAL WITH ACCEPTABLE FUNCTION.

SEMAGLUTIDE AND GASTROPARESIS

Because semaglutide can slow:

GASTRIC EMPTYING,

patients with significant pre-existing motility dysfunction warrant careful evaluation.
Symptoms suggesting major gastric delay include:
* persistent vomiting * severe early satiety
* retained food * significant postprandial bloating

* inability to meet nutritional needs

Again:

A GASTRIC BRAKE IS HELPFUL ONLY WHEN THE SYSTEM DOES NOT ALREADY HAVE TOO MUCH

BRAKING.

SEMAGLUTIDE AND PROCEDURES / ANESTHESIA

The gastric-emptying issue has also generated concern about:

RETAINED GASTRIC CONTENTS
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around:

¢ anesthesia

* deep sedation
e procedures

The real physiology is not:
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“EVERY PATIENT ON SEMAGLUTIDE HAS A FULL STOMACH.”

Rather:

delayed gastric emptying may be clinically relevant in:

SELECTED PATIENTS.

Risk depends on:

* symptoms » dose escalation
* baseline gastric physiology * procedure type
e individual factors

Again:

MEDICATION NAME ALONE IS NOT THE ENTIRE RISK ASSESSMENT.

SEMAGLUTIDE AND CONSTIPATION

Constipation can arise through:
* lower food volume * altered GI motility
* low fluid intake * lower fiber intake
So when constipation appears:

it may not be solved by:

BLAMING THE MOLECULE ALONE.

Ask:

is fluid adequate?

is food intake too low?
is fiber adequate?

is motility impaired?

Again:

SYMPTOM - MECHANISM.

SEMAGLUTIDE AND DIARRHEA
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Some patients experience:
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DIARRHEA

rather than constipation.
Again:
the Gl response is not one-directional.

This reminds us that:

SAME DRUG = SAME Gl PHENOTYPE.

SEMAGLUTIDE AND DEHYDRATION

Persistent:
* nausea * vomiting
e diarrhea * low oral intake
diarrh | | intak

can produce:

VOLUME DEPLETION.

This can affect:

KIDNEY FUNCTION.

That is an important distinction because semaglutide can improve:

LONG-TERM KIDNEY OUTCOMES

while:

severe Gl losses can still create:

SHORT-TERM PRERENAL KIDNEY STRESS.

Again:

LONG-TERM ORGAN BENEFIT = ZERO ACUTE RISK.

SEMAGLUTIDE AND GALLBLADDER DISEASE

Gallbladder-related events can occur during semaglutide treatment.
Possible contributors include:

* rapid weight loss

* reduced food intake

* altered gallbladder emptying

Rapid weight loss itself increases:

GALLSTONE RISK.
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So:

ADVERSE EVENT = ALWAYS DIRECT RECEPTOR TOXICITY.

Sometimes it is:

A CONSEQUENCE OF THE PHYSIOLOGICAL CHANGE PRODUCED BY TREATMENT.

SEMAGLUTIDE AND PANCREATITIS

Acute pancreatitis remains an important clinical concern when patients develop:

PERSISTENT SEVERE ABDOMINAL PAIN

with compatible clinical findings.

But the relationship should not be oversimplified into:

“SEMAGLUTIDE CAUSES PANCREATITIS IN EVERYONE.”

Evidence and causality are more complex.

Again:

KNOWN WARNING = UNIVERSAL EVENT.
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SEMAGLUTIDE AND DIABETIC RETINOPATHY

This is a particularly important systems lesson.
In some patients with:

 pre-existing diabetic retinopathy

¢ high baseline Alc

* rapid glycemic improvement

retinopathy can temporarily worsen.

This phenomenon is not unique to semaglutide.

Rapid correction of chronic hyperglycemia itself can be associated with:
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EARLY WORSENING OF RETINOPATHY.

Again:

the mechanism may involve:

RATE OF PHYSIOLOGICAL CHANGE

rather than direct retinal toxicity.

THE RETINOPATHY MODEL

Chronic hyperglycemia - retina adapts to abnormal metabolic state
Then:
glucose improves rapidly i AED ::;’:;?;ment S selected patients may experience:
TRANSIENT RETINOPATHY WORSENING
Again:

GOOD DIRECTION + TOO RAPID A TRANSITION CAN STILL CREATE RISK.

SEMAGLUTIDE AND THYROID C-CELL SIGNALING

Semaglutide products carry a boxed warning related to:

THYROID C-CELL TUMORS

based on rodent data.
This is important but must be interpreted correctly.

Rodent C cells are much more responsive to:

GLP-1R AGONISM

than human thyroid C cells appear to be.
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So the human translational meaning is:

NOT IDENTICAL TO THE RODENT SIGNAL.

At the same time, current product labeling retains contraindications for patients with a personal or family history of:

MEDULLARY THYROID CARCINOMA

or:

MEN2.

Again:

SPECIES DIFFERENCE = IGNORE LABELING.

SEMAGLUTIDE AND SUICIDAL-IDEATION SIGNALS

This is an important example of evidence evolving.

Earlier obesity-drug labeling and pharmacovigilance raised concern about:

SUICIDAL IDEATION / BEHAVIOR.

But after reviewing available evidence, the FDA announced in January 2026 that it had not identified an increased risk
with GLP-1 receptor agonists and requested removal of that warning from affected labeling.

This is a useful evidence lesson.

Safety monitoring should be:

RESPONSIVE TO DATA.

Not:

FROZEN TO EARLY SIGNALS FOREVER.

THE EVIDENCE-EVOLUTION PRINCIPLE

Initial safety signal - investigation - larger evidence base

That is:

—» risk interpretation changes

HOW PHARMACOVIGILANCE SHOULD WORK.

Again:

neither:

IGNORE THE SIGNAL
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nor:

TREAT THE FIRST SIGNAL AS PERMANENT FACT.

SEMAGLUTIDE AND ORAL DELIVERY

Semaglutide is especially interesting because it exists as both:

* subcutaneous formulation

* oral formulation

Peptides are usually difficult to give orally because:

» stomach acid

e digestive enzymes

e poor intestinal permeability

destroy or limit absorption.

Oral semaglutide overcame some of this through formulation technology.

That makes it an important example of:

PEPTIDE DELIVERY ENGINEERING.

ORAL SEMAGLUTIDE - WHY IT IS UNUSUAL

Peptide N Gl tract
Normally:
degradation + poor absorption - very low bioavailability
Oral semaglutide absorption-enhancing a fraction reaches . ; - .
formulation - technology - circulation — SR S A Ee T )
Again:

A PEPTIDE DOES NOT HAVE TO BE INJECTABLE FOREVER IF DELIVERY TECHNOLOGY CHANGES.

ORAL = INJECTABLE PHARMACOKINETICS

Even though both contain semaglutide:

oral and injectable formulations are not:

PHARMACOKINETICALLY IDENTICAL.

Oral absorption varies more.
Administration conditions matter.

This is why oral dosing instructions are unusually specific.
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Again:
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SAME ACTIVE MOLECULE # SAME DELIVERY BEHAVIOR.

CURRENT ORAL SEMAGLUTIDE CARDIOVASCULAR ROLE

The U.S. label for oral semaglutide has evolved.

Current FDA labeling includes reduction of major adverse cardiovascular events in adults with type 2 diabetes who are
at high risk for such events.

Again:

this illustrates how:

THE SAME MOLECULE CAN ACCUMULATE DIFFERENT EVIDENCE ACROSS FORMULATIONS AND
INDICATIONS.

SEMAGLUTIDE AND CARDIOVASCULAR DISEASE WITHOUT
DIABETES

This deserves emphasis.
SELECT showed benefit in patients:

WITHOUT DIABETES.

That means the cardiovascular effect cannot be explained simply by:

LOWERING HIGH BLOOD GLUCOSE.

There must be more.

Potential contributors:

* weight reduction e inflammation

* blood pressure » endothelial function

* metabolic substrate changes e direct GLP-1R-related pathways
Again:

OUTCOME DATA CAN FORCE US TO EXPAND THE MECHANISM MODEL.

SEMAGLUTIDE AND CKD - BEYOND ALBUMINURIA

Earlier GLP-1 trials suggested:
e reduced albuminuria
e favorable renal trends

FLOW moved the field further by examining:

HARDER KIDNEY OUTCOMES.

In patients with type 2 diabetes and CKD:

semaglutide reduced major kidney events and cardiovascular death and slowed eGFR decline.
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This is stronger than saying:
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“THE URINE PROTEIN GOT BETTER.”

It means:

DISEASE TRAJECTORY CHANGED.

BIOMARKER IMPROVEMENT VS OUTCOME IMPROVEMENT

e Albuminuria {

is useful.

But:

e kidney failure 1

is stronger.

* eGFR decline slows

is stronger.
 Cardiovascular death |
is stronger.

Again:

SURROGATE - CLINICAL OUTCOME

is an important evidence hierarchy.

SEMAGLUTIDE AND OBESITY WITHOUT DIABETES

Another major paradigm shift:

you do not need diabetes to have:

METABOLIC DISEASE WORTH TREATING.

A person can have:

e obesity e visceral fat
* hypertension * sleep apnea

e cardiovascular disease

without:

DIABETES.

Semaglutide demonstrates that addressing obesity biology itself can change:

HARD CARDIOVASCULAR OUTCOMES.

Again:

OBESITY IS NOT JUST A RISK MARKER.
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It can be:

A TREATABLE DISEASE SYSTEM.

SEMAGLUTIDE AND SLEEP APNEA

Weight loss can improve:

OBSTRUCTIVE SLEEP APNEA

through reductions in:

* neck tissue

e visceral fat

e airway mechanical burden
But:

semaglutide should not be described as:

A DIRECT SLEEP-APNEA PEPTIDE.

The benefit is more likely:

WEIGHT-MEDIATED.

Again:

CLINICAL BENEFIT = DIRECT RECEPTOR MECHANISM.

SEMAGLUTIDE AND PCOS

Semaglutide may be relevant to selected PCOS phenotypes because:
* obesity

e insulin resistance

¢ hyperinsulinemia

can contribute to:

OVARIAN ANDROGEN EXCESS.

Weight loss and improved insulin sensitivity may therefore improve:
e cycle regularity

* metabolic health

* androgen-related manifestations

But:

PCOS # GLP-1 DEFICIENCY.

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

36

~N

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE SEMAGLUTIDE




s

And lean PCOS can involve very different:
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PATHOPHYSIOLOGY.

Again:

PHENOTYPE THE PATIENT.

SEMAGLUTIDE AND FERTILITY

As weight and insulin resistance improve:
fertility may improve in some patients.
This can occur unexpectedly.

That means:

patients who were previously anovulatory may:

BEGIN OVULATING.

Again:

TREATING METABOLIC PHYSIOLOGY CAN CHANGE REPRODUCTIVE PHYSIOLOGY.

SEMAGLUTIDE AND PREGNANCY

Weight-loss pharmacology and pregnancy require:

DIFFERENT PHYSIOLOGICAL GOALS.

Pregnancy is not a state where:

ENERGY INTAKE SUPPRESSION + WEIGHT LOSS

is usually the therapeutic objective.
Product-specific labeling should guide use.

Again:

GOOD THERAPY IN ONE PHYSIOLOGICAL STATE CAN BE INAPPROPRIATE IN ANOTHER.

SEMAGLUTIDE AND ATHLETES

This is an under-discussed phenotype.
An athlete may seek semaglutide for:
* body composition

* weight class

» fat reduction

But high-performance physiology requires:
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* adequate carbohydrate * adequate protein
* hydration e glycogen
* recovery

Strong appetite suppression can make it difficult to:

FUEL PERFORMANCE.

Again:

LOWER BODY FAT # BETTER PERFORMANCE AUTOMATICALLY.

THE ATHLETE MODEL

Semaglutide - appetite | - calories |
If excessive: - glycogen !
 protein
* recovery |
training quality ! - performance can worsen

Again:

METABOLIC HEALTH AND PERFORMANCE ARE RELATED BUT NOT IDENTICAL GOALS.

SEMAGLUTIDE AND OLDER ADULTS

Older adults may have:

* less muscle reserve * lower appetite
e sarcopenia risk * frailty
* fall risk

So aggressive weight loss can become:

A DIFFERENT PROBLEM.

Again:
an older patient with obesity may benefit substantially.

But the endpoint should be:

BETTER FUNCTIONAL BODY COMPOSITION

not simply:

LOWER SCALE WEIGHT.
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SEMAGLUTIDE AND FRAILTY

If treatment produces:
* inadequate calories * inadequate protein
* muscle loss e dizziness
e dehydration

then:

frailty can worsen.

Again:

WEIGHT LOSS WITHOUT FUNCTIONAL MONITORING IS INCOMPLETE MEDICINE.
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SEMAGLUTIDE VS GLP-1
This comparison is essential.

GLP-1

* endogenous e short-lived

* meal responsive * rapidly degraded
SEMAGLUTIDE

* synthetic / engineered analog * long acting

e pharmacological exposure * weekly injectable or oral formulation depending

product
So:
SEMAGLUTIDE USES GLP-1 BIOLOGY.
But:
SEMAGLUTIDE IS NOT NATIVE GLP-1 REPLACEMENT.
Itis:
PHARMACOLOGICAL SIGNAL AMPLIFICATION + EXTENSION.
SEMAGLUTIDE VS TIRZEPATIDE
SEMAGLUTIDE
GLP-1R agonist - one major receptor system
TIRZEPATIDE
GIPR + GLP-1R agonist - dual receptor system

This changes:

* weight-loss potency * insulin physiology

* tolerability * CNS signaling

* adipose biology
Again:

TIRZEPATIDE IS NOT SIMPLY “STRONGER SEMAGLUTIDE.”

Itis:

DIFFERENT RECEPTOR PHARMACOLOGY.

SEMAGLUTIDE VS RETATRUTIDE
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SEMAGLUTIDE
GLP-1R
RETATRUTIDE

GLP-1R + GIPR + GCGR
The glucagon-receptor component adds:

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE SEMAGLUTIDE

ENERGY-MOBILIZATION / EXPENDITURE BIOLOGY.

Again:

retatrutide cannot be understood as:

“SEMAGLUTIDE PLUS MORE.”

Itis a:

DIFFERENT ENGINEERED METABOLIC STATE.

SEMAGLUTIDE VS LIFESTYLE

This should never be framed as:

DRUG OR LIFESTYLE.

That is a false dichotomy.

Semaglutide changes:

THE BIOLOGICAL ENVIRONMENT IN WHICH BEHAVIOR OCCURS.

Lifestyle determines:

WHAT THE PATIENT DOES INSIDE THAT NEW ENVIRONMENT.

For example:
Semaglutide may reduce appetite.
But:

the patient still chooses whether the smaller diet contains:

* protein * vegetables
* nutrient-dense foods * adequate fluid
Again:

PHARMACOLOGY CAN MAKE BEHAVIOR EASIER WITHOUT MAKING BEHAVIOR IRRELEVANT.

SEMAGLUTIDE AND PROTEIN INTAKE

This may be one of the most important practical concepts.
If total food volume falls dramatically:

protein intake can fall unintentionally.
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For example:

a patient previously eating:

* 2,500 kcal

may now eat:

1,200 kcal.

If no intentional nutritional planning occurs:
protein may fall alongside calories.

That increases:

LEAN-MASS RISK.

Again:

APPETITE SUPPRESSION MUST BE PAIRED WITH NUTRIENT PRIORITIZATION.

SEMAGLUTIDE AND RESISTANCE TRAINING

Resistance training sends skeletal muscle:

“KEEP THIS TISSUE.”

Without mechanical demand:

the body has less reason to preserve:

ENERGETICALLY EXPENSIVE MUSCLE

during calorie restriction.

So:

e semaglutide

* adequate protein

e resistance training

is physiologically different from:
* semaglutide

* severe caloric restriction
sedentary behavior.

Again:

THE SAME DRUG CAN PRODUCE DIFFERENT BODY-COMPOSITION OUTCOMES DEPENDING ON
THE FOUNDATION.

SEMAGLUTIDE AND RAPID WEIGHT LOSS

Rapid weight loss is attractive psychologically.
But rate matters.

Very rapid loss can increase:
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* lean-mass loss * gallstone risk
« fatigue  nutritional inadequacy

» cosmetic tissue changes

Again:

SPEED IS NOT THE SAME AS QUALITY.

THE RATE-OF-CHANGE PRINCIPLE

e Metabolic improvement
is good.

But:

* too fast

can create:
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TRANSITION COSTS.

Examples:

* gallstones * retinopathy worsening
* lean-mass loss * dehydration

Again:

RATE OF CHANGE IS A BIOLOGICAL VARIABLE.

SEMAGLUTIDE AND FACIAL CHANGES

The term:

“OZEMPIC FACE”

is popular but biologically imprecise.
Rapid or substantial fat loss can change:
« facial adipose volume

* skin laxity

« facial contours

That can occur with:

ANY SIGNIFICANT WEIGHT LOSS.

Again:

WEIGHT-LOSS PHENOTYPE = UNIQUE MOLECULAR TOXICITY.
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SEMAGLUTIDE AND COMPULSIVE EATING

Some patients with:

* binge tendencies

* reward-driven eating

» strong hedonic appetite

may experience large reductions in:

DRIVE TO EAT.

But semaglutide does not automatically treat:

THE PSYCHOLOGICAL, TRAUMA, OR BEHAVIORAL COMPONENTS

of disordered eating.

Again:

NEUROENDOCRINE SIGNAL CHANGE # COMPLETE PSYCHOLOGICAL TREATMENT.
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SEMAGLUTIDE AND METABOLIC ADAPTATION

As weight falls:
resting energy expenditure generally falls.
Why?

A smaller body needs:

LESS ENERGY.

There may also be adaptive:

ENERGY CONSERVATION.

So:

the same calorie intake that once caused weight loss may later produce:

PLATEAU.

Again:

PLATEAU = DRUG FAILURE AUTOMATICALLY.

It may reflect:

A NEW ENERGY-BALANCE EQUILIBRIUM.

THE PLATEAU MODEL

energy energy deficit weight-loss rate

Weight falls  _, bodymass! expenditure | narrows - slows -

plateau

Again:

THE SYSTEM ADAPTS.

SEMAGLUTIDE AND MAINTENANCE

Maintenance is often treated as:

AFTER WEIGHT LOSS.

But physiologically:

maintenance is:

THE HARD PART.

The body may defend:
* appetite
* energy conservation

e previous weight
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Semaglutide can continue altering:
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APPETITE SIGNALING.

That is why chronic treatment may be biologically coherent in selected patients.
Again:

THE GOAL IS NOT TO FINISH A DIET.

Itis:

MAINTAIN A HEALTHIER METABOLIC STATE.

SEMAGLUTIDE AND THE COMPOUNDING ISSUE

This is separate from:

SEMAGLUTIDE MOLECULE BIOLOGY.

The evidence supporting approved semaglutide products does not automatically prove:

EQUIVALENT QUALITY OR EXPOSURE FROM EVERY COMPOUNDED PRODUCT.

This is a product-evidence distinction.

The FDA determined the semaglutide injection shortage resolved in February 2025 and subsequently changed its
enforcement approach toward routine copy compounding tied to the shortage.

The important PPI principle is:

MOLECULE EVIDENCE = PRODUCT EVIDENCE.

A semaglutide molecule can have:

EXTENSIVE CLINICAL EVIDENCE.

A specific preparation still has separate questions involving:

* identity * concentration

* sterility * excipients

* stability  delivery accuracy
Again:

DO NOT CONFUSE THE MOLECULE WITH THE PRODUCT.

SEMAGLUTIDE SALTS VS SEMAGLUTIDE BASE

Another important conceptual distinction in the broader market has involved:
* semaglutide base
* semaglutide sodium

* semaglutide acetate
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These are not automatically:

INTERCHANGEABLE PHARMACEUTICAL SUBSTANCES.

Again:

“SEMAGLUTIDE” ON A LABEL DOES NOT ANSWER EVERY CHEMISTRY OR PRODUCT-QUALITY

This belongs under:

QUESTION.

PRODUCT EVIDENCE, NOT RECEPTOR MECHANISM.
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THE CORE MECHANISM MAP

ENGINEERED GLP-1 ANALOG - DPP-4 resistance
Nbumin PROLONGED
- SEMAGLUTIDE GLP-1R Gs cAMP PANCREAS
association B iR - - - -
GLUCOSE-DEPENDENT INSULIN 1
INAPPROPRIATE GLUCAGON 1!
CNS / VAGUS
SATIATION 1
FOOD REWARD / DRIVE !
Gl
GASTRIC NUTRIENT DELIVERY SLOWS - WHOLE BODY

ENERGY INTAKE !

WEIGHT !

GLYCEMIA |

VISCERAL ADIPOSITY | - Potential:

CARDIOVASCULAR RISK {

KIDNEY-DISEASE PROGRESSION | IN SELECTED T2D + CKD PATIENTS

The core concept is:

SEMAGLUTIDE TAKES A SHORT-LIVED MEAL SIGNAL AND TURNS IT INTO SUSTAINED GLP-1 RECEPTOR PHARMACOLOGY
CAPABLE OF ALTERING LONG-TERM METABOLIC AND CARDIORENAL OUTCOMES.

WHAT THIS MECHANISM MAY SUGGEST

Semaglutide has strong relevance to:

* obesity * overweight with metabolic disease
e type 2 diabetes ¢ insulin resistance
 postprandial hyperglycemia  cardiovascular disease

secondary cardiovascular prevention in selected overweight / obese patients
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* diabetic CKD e visceral adiposity

« fatty-liver disease .
* appetite dysregulation .
* emerging addiction research

Its strongest established clinical identities are:

PCOS with metabolic dysfunction
reward-related eating

TYPE 2 DIABETES

OBESITY / WEIGHT MANAGEMENT

CARDIOVASCULAR RISK REDUCTION IN SELECTED POPULATIONS

and:

KIDNEY-RISK REDUCTION IN ADULTS WITH T2D + CKD.

WHAT THIS MECHANISM DOES NOT PROVE

Semaglutide biology does not prove that:

* every patient with obesity needs semaglutide

e semaglutide directly burns fat

* more dose is always better

* nausea is required for efficacy

e every cardiovascular benefit is caused solely by
weight loss

* semaglutide regenerates adult human beta cells

* every patient regains all weight after stopping

e every pancreatitis event is caused by semaglutide

* rodent thyroid findings translate directly to human incidence

obesity is simply GLP-1 deficiency

more appetite suppression is always better

every kilogram lost represents fat

rapid weight loss is superior to slower weight loss
every kidney benefit is direct renal GLP-1R signaling

semaglutide replaces insulin

every Gl symptom represents gastroparesis

 all products labeled semaglutide have equivalent pharmaceutical quality

semaglutide, tirzepatide, and retatrutide are interchangeable because they all affect GLP-1 signaling

Again:

MOLECULE + PRODUCT + PATIENT + DOSE + DURATION + FOUNDATION MATTER.
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THE EVIDENCE, POTENTIAL APPLICATIONS, AND
LIMITATIONS

GLP-1R PHARMACOLOGY

EXTREMELY STRONG
Semaglutide is a highly characterized long-acting:

GLP-1R AGONIST.

Its effects on:

* insulin * glucagon

* appetite * body weight
are extensively validated.

TYPE 2 DIABETES

EXTREMELY STRONG HUMAN CLINICAL EVIDENCE

Semaglutide improves:

* Alc » fasting glucose
* postprandial control * body weight

in appropriate adults with type 2 diabetes.
OBESITY

EXTREMELY STRONG HUMAN CLINICAL EVIDENCE

The STEP program established clinically substantial weight loss with weekly semaglutide 2.4 mg.

CARDIOVASCULAR OUTCOMES IN T2D

VERY STRONG
Semaglutide has demonstrated cardiovascular benefit in selected high-risk type 2 diabetes populations.

CARDIOVASCULAR OUTCOMES WITHOUT DIABETES

EXTREMELY IMPORTANT HUMAN OUTCOME EVIDENCE

SELECT demonstrated a 20% relative reduction in MACE in adults with established cardiovascular disease and
overweight or obesity without diabetes.

The FDA subsequently approved this cardiovascular-risk-reduction indication for Wegovy.

CHRONIC KIDNEY DISEASE

VERY STRONG HUMAN OUTCOME EVIDENCE IN T2D + CKD

FLOW demonstrated a reduction in major kidney outcomes and cardiovascular death and slower eGFR decline.

The FDA approved a kidney-risk-reduction indication for Ozempic in January 2025.

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

50




s

BODY-COMPOSITION QUALITY

IMPORTANT BUT MORE CONTEXT DEPENDENT

Weight loss clearly occurs.
But:
how much lean mass is preserved depends on:
* age * baseline muscle
* nutrition * resistance training

* rate of weight loss

Again:

SCALE EFFICACY = BODY-COMPOSITION OPTIMIZATION.

e Research
OBESITY
This is one of the strongest semaglutide applications.

But the deeper question should be:

WHY DOES THE PATIENT HAVE THE OBESITY PHENOTYPE?

Possible contributors:

* hyperphagia * poor satiation

* reward drive e insulin resistance
* sleep deprivation * medications

e endocrine disease * low activity

* genetic predisposition
Semaglutide can help several phenotypes.
But:

OBESITY IS HETEROGENEOUS.

TYPE 2 DIABETES

The mechanism is highly coherent.

Semaglutide:

* improves beta-cell glucose responsiveness * restrains inappropriate glucagon
* reduces energy intake * lowers weight
Again:

ONE RECEPTOR CHANGES MULTIPLE DISEASE NODES.

CARDIOVASCULAR DISEASE
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SELECT moved the field from:

RISK-FACTOR IMPROVEMENT

to:

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE SEMAGLUTIDE

HARD OUTCOME IMPROVEMENT.

This is one of the most important evidence upgrades possible.
* Weight {

is useful.

* Blood pressure

is useful.

But:

FEWER MI / STROKE / CV DEATH EVENTS

is stronger evidence.

KIDNEY DISEASE

FLOW did something similar.
Albuminuria improvement is valuable.
But:

REDUCED KIDNEY FAILURE / MAJOR KIDNEY OUTCOMES

is stronger.

That is the difference between:

SURROGATE MARKER

and:

CLINICALLY MEANINGFUL OUTCOME.

MASLD / MASH
The mechanistic fit is strong.

metabolic liver stress

Weight loss: - liver fat { - insulin resistance 1 improves

But:

direct receptor mechanisms remain:

LESS CERTAIN.

Again:

CLINICAL IMPROVEMENT CAN BE INDIRECT AND STILL MATTER.

PCOS
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Most coherent in:

INSULIN-RESISTANT / OBESITY-ASSOCIATED PHENOTYPES.

hyperinsulinemic drive to ovarian androgen production

Weight and insulin improve.
may decrease.

But:

lean PCOS or primary reproductive phenotypes may require:

DIFFERENT MECHANISTIC THINKING.

REWARD / ADDICTION
Interesting.

Biologically plausible.
But:

EARLIER.

Do not confuse:

SIGNALING INTEREST

with:

ESTABLISHED OUTCOME EVIDENCE.

NEURODEGENERATIVE RESEARCH

GLP-1R agonists have also generated interest in:
e Alzheimer disease

e Parkinson disease

* neuroinflammation

Potential mechanisms include:

¢ insulin signaling

¢ inflammation

* neuronal metabolism

But semaglutide should not currently be framed as:

AN ESTABLISHED NEURODEGENERATIVE TREATMENT.

Again:

MECHANISM = INDICATION.
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WHAT WE KNOW

Semaglutide is a long-acting GLP-1 receptor agonist engineered from human GLP-1 biology.

Its molecular design greatly prolongs exposure relative to endogenous GLP-1.

Native GLP-1 is rapidly degraded and functions primarily as a short-lived meal-responsive hormone.

Semaglutide is designed for sustained pharmacological receptor activation.

That distinction is central to understanding both its efficacy and adverse effects.

Semaglutide activates GLP-1R, a class-B GPCR that predominantly signals through Gs — adenylyl cyclase -» cAMP.
In beta cells, this amplifies glucose-dependent insulin secretion.

The glucose dependence is important because it limits intrinsic hypoglycemia risk.

Semaglutide also suppresses inappropriate glucagon secretion when glucose is elevated.

This reduces hepatic glucose output and complements the insulinotropic effect.

Semaglutide can slow gastric emptying, especially earlier in treatment and during dose escalation, although long-acting
GLP-1R signaling can show tachyphylaxis in this effect.

Therefore chronic weight loss should not be explained simply as food remaining in the stomach.

The dominant sustained weight-loss mechanism is reduced energy intake mediated substantially through CNS and
gut-brain appetite pathways.

Semaglutide can profoundly alter satiation, cravings, food reward, and meal size.

The STEP clinical-development program demonstrated substantial weight reduction with once-weekly semaglutide in
adults with overweight or obesity.

This provided strong human validation that chronic GLP-1R activation can modify obesity biology at clinically meaningful
magnitude.

Semaglutide also improves glycemic control in type 2 diabetes through multiple mechanisms rather than insulin
secretion alone.

Weight loss and visceral-fat reduction can improve insulin sensitivity and reduce broader metabolic stress.
Semaglutide's cardiovascular evidence has become especially important.

In SELECT, 17,604 adults with established cardiovascular disease and overweight or obesity but without diabetes were
randomized to semaglutide 2.4 mg or placebo.

Major adverse cardiovascular events occurred in 6.5% of the semaglutide group and 8.0% of placebo, corresponding to a
hazard ratio of 0.80.

This demonstrated cardiovascular-event reduction even without diabetes.

The FDA subsequently approved Wegovy for reduction of cardiovascular death, myocardial infarction, and stroke in
adults with established cardiovascular disease and overweight or obesity.

That is an important shift because it establishes obesity treatment as cardiovascular risk-modifying therapy in a defined
high-risk population.

Semaglutide also has major kidney-outcome evidence.

In FLOW, patients with type 2 diabetes and chronic kidney disease receiving semaglutide experienced lower risk of
major kidney outcomes and cardiovascular death, slower eGFR decline, fewer major cardiovascular events, and lower
all-cause mortality.

The FDA subsequently approved Ozempic to reduce sustained eGFR decline, end-stage kidney disease, and
cardiovascular death in adults with type 2 diabetes and CKD.

Semaglutide therefore now has evidence extending across metabolic, cardiovascular, and kidney outcomes.
But treatment quality cannot be assessed from weight loss alone.
Significant weight loss can include lean tissue.

Strong appetite suppression can reduce protein, fluid, fiber, and micronutrient intake.
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This makes nutritional adequacy and resistance training especially important in older adults, low-muscle patients, and
anyone undergoing rapid weight loss.

The gastrointestinal effects also matter.

Nausea, vomiting, constipation, diarrhea, and early satiety may reflect extension of the same physiological systems
responsible for treatment efficacy.

Persistent vomiting or severe inability to tolerate food should not be dismissed as a sign that the medication is
“working.”

The goal is not maximal gastrointestinal suppression.

The goal is metabolic benefit with preserved function.

Semaglutide also illustrates the importance of distinguishing molecule evidence from product evidence.

Large randomized trials validate specific pharmaceutical semaglutide products and exposure regimens.

Those data do not automatically establish equivalence for every compounded or differently formulated product.

Molecule, formulation, concentration, manufacturing quality, delivery system, and clinical evidence remain separate
questions.

WHAT WE THINK MAY BE HAPPENING

Semaglutide may be best understood as:

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE SEMAGLUTIDE

AN ENGINEERED VERSION OF THE BODY'S “ENOUGH ENERGY IS ARRIVING” SIGNAL.

Native GLP-1 appears after a meal.

It tells the pancreas:

PREPARE INSULIN.

It tells the alpha-cell system:

STOP PUSHING SO MUCH GLUCOSE OUT.

It tells the stomach:

SLOW THE DELIVERY RATE.

It tells the brain:

THE MEAL IS HAPPENING - YOU CAN STOP SOON.

Then native GLP-1 disappears rapidly.

Semaglutide changes one fundamental variable:

TIME.

Instead of minutes:

the receptor experiences:

DAYS OF PHARMACOLOGICAL SIGNALING.

And once the signal lasts that long:
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the patient may not simply eat:
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LESS AT ONE MEAL.

They may eat:

LESS ACROSS THE ENTIRE WEEK.

Cravings may change.

Food reward may change.

Meal size may change.

Visceral fat begins to fall.

Insulin resistance improves.
Blood pressure may fall.
Inflammatory signaling changes.
Cardiovascular risk changes.
Kidney risk can change.

So:

THE LONG-TERM OUTCOME EMERGES FROM A CHAIN OF SYSTEM EFFECTS.

That is why semaglutide should not be reduced to:

“GLP-1 MAKES YOU FULL.”

Itis:

A CHRONIC METABOLIC STATE MODIFIER.

WHAT REMAINS CONTEXT-DEPENDENT

Important questions include:

Why do some patients lose dramatically more weight than others?
How much variability is pharmacokinetic versus neurobiological?
What predicts primary nonresponse?

What predicts severe nausea?

How much of cardiovascular protection is independent of weight loss?
How much benefit is mediated through visceral-fat reduction?

How important are direct vascular GLP-1R effects?

How much kidney benefit is independent of glucose or weight loss?
Which renal cell types mediate direct GLP-1R effects, if any?

What is the optimal treatment duration for obesity?

Which patients can maintain major weight loss after discontinuation?
What predicts durable weight maintenance?

Can appetite signaling be normalized long enough to reset long-term behavior?

Does a biological body-weight set point truly change?
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How much lean mass should be considered acceptable during weight loss?

Which body-composition monitoring methods are clinically practical?

What is the ideal protein target by age and phenotype?

How much resistance training is necessary to preserve function?

How should treatment change in sarcopenic obesity?

How should treatment differ in elite athletes?

How should dose escalation change when the patient has already achieved adequate appetite control?
Can receptor bias preserve weight-loss benefit while reducing nausea?

Can future GLP-1R agonists separate CNS appetite effects from Gl motility effects?
Which patients are truly at risk for clinically important gastroparesis?

How much gastric-emptying delay persists during chronic therapy?

How should peri-procedural risk best be stratified by symptoms rather than medication status alone?
Which patients are at greatest risk for gallstones?

How much of biliary risk is caused by rapid weight loss versus receptor pharmacology?
What is the true causal relationship with pancreatitis?

Which patients with diabetic retinopathy need slower glycemic improvement?

Can rate of Alc reduction predict retinal risk?

How should semaglutide be used in advanced beta-cell failure?

Can semaglutide meaningfully preserve beta-cell function over years?

Does semaglutide alter addiction circuitry enough for direct clinical use?

Can GLP-1R agonism influence neurodegenerative disease meaningfully?

How much of any CNS benefit is secondary to cardiometabolic improvement?

Can oral peptide delivery become as predictable as injectable peptide delivery?

Will oral semaglutide formulations eventually match injectable exposure more closely?
How much variability in oral absorption matters clinically?

How should long-term cardiovascular and kidney benefits be balanced against nutritional and body-composition
concerns?

Which patients truly need semaglutide versus dual- or triple-receptor agonism?
When is a more complex molecule actually better, and when does it simply add unnecessary signaling?
Again:

these are the questions needed to move from:

GLP-1 DRUG
to:
PRECISION SEMAGLUTIDE PHARMACOLOGY.
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THE PRAXIS LENS

DO NOT BEGIN WITH SEMAGLUTIDE

Begin with:
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WHAT METABOLIC SYSTEM ARE WE ACTUALLY TRYING TO CHANGE?

Is the dominant problem:
excess energy intake?
impaired satiation?

type 2 diabetes?
postprandial hyperglycemia?
visceral adiposity?
cardiovascular risk?

diabetic kidney disease?

compulsive food reward?

Then:
PHYSIOLOGY
PATTERN —»  MECHANISM  _, EVIDENCE - RISK —» MONITORING _, DECISION
PHYSIOLOGY

Healthy metabolic regulation requires:
* appropriate appetite
* normal beta-cell capacity
« effective insulin sensitivity
» adequate nutrition

e normal cardiovascular / renal reserve

Semaglutide primarily modifies:

adequate satiation
appropriate glucagon control
normal Gl motility

adequate skeletal muscle

THE GLP-1R SIDE OF THAT NETWORK.

PATTERN
What is actually present?

obesity?

central adiposity?
diabetes?
cardiovascular disease?
CKD?

hyperphagia?

binge / reward eating?

sarcopenia?

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

58

~N




s

~N

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE SEMAGLUTIDE

gastroparesis?
frailty?

low protein intake?

Again:

“WANTS TO LOSE WEIGHT” IS NOT A COMPLETE PHYSIOLOGICAL PATTERN.
MECHANISM
Ask:

WHAT DOES GLP-1R ACTIVATION ACTUALLY FIX IN THIS PATIENT?

If the patient has:

EXCESS CALORIC DRIVE + POOR SATIATION + INSULIN RESISTANCE,

the mechanistic match is:

STRONG.

If the patient has:

LOW BMI + SEVERE GASTRIC DELAY + LOW MUSCLE MASS,

the match may be:

POOR.
Again:
THE MOLECULE DOES NOT CHANGE - THE PATIENT CONTEXT CHANGES THE DECISION.
EVIDENCE
Ask:

WHAT CLAIM ARE WE MAKING?

Semaglutide improves glycemic control?

EXTREMELY STRONG.

Semaglutide causes clinically meaningful weight loss?

EXTREMELY STRONG.

Semaglutide reduces MACE in selected patients with obesity / overweight and established CVD without diabetes?

EXTREMELY STRONG.
Semaglutide improves major kidney outcomes in adults with T2D and CKD?

VERY STRONG.
Semaglutide directly regenerates beta cells?
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NO.
Again:

NOT ESTABLISHED IN HUMANS.

Semaglutide is a universal obesity therapy?
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MATCH THE CLAIM TO THE DATA.

RISK

The major risks are not only:

DRUG SIDE EFFECTS.

They include:

POORLY MANAGED SUCCESS.

Examples:

e caloric intake too low
e lean-mass loss
* rapid weight loss

e worsening Gl symptoms

Again:

MONITORING

Monitoring should follow:

e protein too low
» dehydration
* gallstone formation

* inadequate monitoring

A POWERFUL DRUG REQUIRES A BETTER FOUNDATION, NOT LESS FOUNDATION.

THE REASON FOR USING SEMAGLUTIDE.

GLYCEMIA

» fasting glucose

* CGM where relevant

BODY COMPOSITION
* body weight
 fat mass when available
* strength

NUTRITION

e Alc

* hypoglycemia if used with insulin / secretagogues

e waist circumference

* lean mass when appropriate
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e protein * total caloric adequacy
* hydration * fiber
* micronutrient adequacy

Gl
* nausea e vomiting
» constipation e diarrhea
* reflux * severe early satiety

» suspected delayed gastric emptying

CARDIOVASCULAR
e blood pressure

¢ heart rate

e cardiovascular events / risk factors

RENAL

e creatinine e eGFR

e albuminuria where indicated e volume status
RETINA

in susceptible diabetes patients:
* retinopathy status

* pace of glycemic improvement

FUNCTION
e strength * exercise capacity
* daily energy * quality of life
Again:

MONITOR WHAT MATTERS TO THE PATIENT - NOT JUST WHAT THE SCALE SAYS.

THE PRAXIS 5

MECHANISM
Semaglutide's dominant pathway is:

ENGINEERED LONG-ACTING GLP-1 ANALOG - GLP-1R —» cAMP - GLUCOSE-DEPENDENT INSULIN + GLUCAGON CONTROL
+ SATIATION + GASTRIC BRAKING.

Its central pharmacological identity is:

SUSTAINED GLP-1R SIGNALING.
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EVIDENCE

Glycemic efficacy:

EXTREMELY STRONG.

Obesity:

EXTREMELY STRONG.

Cardiovascular outcomes:

EXTREMELY STRONG IN DEFINED POPULATIONS.

Kidney outcomes:

VERY STRONG IN T2D + CKD.

Reward / addiction:

EARLY / EMERGING.

Neurodegenerative applications:

INVESTIGATIONAL.

RISK

The major conceptual mistake is:

ASSUMING MORE WEIGHT LOSS IS ALWAYS BETTER.

The real goal is:

BETTER METABOLIC HEALTH + PRESERVED FUNCTION.

That requires:

* muscle  nutrition
* hydration * Gl tolerance

* psychological function

Again:

SCALE WEIGHT IS ONE VARIABLE.

MONITORING

Monitor:

GLUCOSE + BODY COMPOSITION + NUTRITION + GI + CARDIORENAL FUNCTION.

If semaglutide is working:
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the targeted disease state should improve.
But:

the patient should remain:

STRONGER, FUNCTIONAL, NOURISHED, AND METABOLICALLY HEALTHIER.

PATIENT CONTEXT

A patient with:

OBESITY + T2D + ASCVD + CKD

is very different from:

someone with:

BMI 24 + NORMAL GLUCOSE + LOW MUSCLE MASS WHO WANTS TO LOSE TEN COSMETIC
POUNDS.

A patient with:

COMPULSIVE HYPERPHAGIA

is different from:

someone who already struggles to:

EAT ENOUGH.

A patient with:

NORMAL GASTRIC MOTILITY

is different from:

someone with:

SEVERE GASTROPARESIS.

Same drug.
Different:
PATIENT CONTEXT.
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SEVEN QUESTIONS TO ASK BEFORE SEMAGLUTIDE

1. WHAT PHYSIOLOGICAL PROBLEM ARE WE TARGETING?

obesity?

appetite?

diabetes?
cardiovascular risk?
diabetic CKD?

2. 1S GLP-1R SIGNALING A GOOD MATCH FOR THAT PATTERN?

Do not start from:

“SEMAGLUTIDE WORKS FOR WEIGHT LOSS.”

Start from:
“WHAT IS DRIVING THE PATIENT'S METABOLIC PATTERN?”
3. WHAT MUST BE PRESERVED?
* muscle * protein intake
* hydration * Gl function

¢ bone / functional reserve

4. HOW FAST SHOULD CHANGE OCCUR?

More rapid is not automatically:

BETTER.

5. WHAT IS BASELINE GI PHYSIOLOGY?

nausea?
reflux?
gastroparesis?
constipation?

gallbladder history?
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6. WHAT OUTCOMES WILL BE MONITORED?

Alc?

waist?

fat mass?

kidney?
cardiovascular risk?
muscle?

function?

7. WHAT WOULD DEFINE SUCCESS?

Not:

“THE PATIENT LOST THE MOST WEIGHT POSSIBLE.”

But:

THE TARGET DISEASE PATTERN IMPROVED - GLYCEMIA, VISCERAL ADIPOSITY, CARDIOVASCULAR RISK, KIDNEY RISK, OR
APPETITE REGULATION MOVED IN THE DESIRED DIRECTION - WHILE MUSCLE, NUTRITION, HYDRATION, GI FUNCTION,
AND WHOLE-PATIENT PERFORMANCE REMAINED ACCEPTABLE.

KEY TAKEAWAYS

Semaglutide is a long-acting engineered GLP-1 receptor agonist rather than native GLP-1 replacement.
That distinction is fundamental.

Native GLP-1 is a short-lived meal-response hormone.

Semaglutide transforms that transient physiology into sustained pharmacological receptor activation.

Its molecular modifications reduce DPP-4 susceptibility and prolong exposure through albumin-associated
pharmacokinetics.

This allows once-weekly subcutaneous dosing.

Semaglutide activates GLP-1R, a class-B GPCR that signals primarily through Gs - adenylyl cyclase -» cAMP.
In pancreatic beta cells, the drug amplifies glucose-dependent insulin secretion.

It also suppresses inappropriate glucagon signaling when glucose is elevated.

This improves glucose regulation through both insulin and hepatic glucose-output pathways.

Semaglutide can slow gastric emptying, especially earlier in treatment, but chronic weight loss should not be reduced to
delayed gastric emptying.

Its sustained weight-loss effect is driven largely through reduced energy intake mediated by CNS and gut-brain appetite
systems.

Patients often experience earlier satiation, reduced craving, lower meal size, and less food-seeking drive.

The STEP program demonstrated major clinically meaningful weight loss with semaglutide 2.4 mg in adults with
overweight or obesity.

This established sustained GLP-1R pharmacology as one of the most effective obesity-treatment strategies available at
the time.

Semaglutide also provides unusually strong cardiovascular evidence.

SELECT enrolled more than 17,600 adults with established cardiovascular disease and overweight or obesity without
diabetes and demonstrated a 20% relative reduction in major cardiovascular events.
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That led to an FDA cardiovascular-risk-reduction indication for Wegovy in this population.

This is @ major conceptual shift because it shows that treating obesity biology can change cardiovascular outcomes
independently of having diabetes.

Semaglutide also has strong kidney-outcome evidence.

FLOW demonstrated reduced major kidney outcomes and cardiovascular death in adults with type 2 diabetes and
chronic kidney disease.

Ozempic subsequently received an FDA indication to reduce sustained eGFR decline, end-stage kidney disease, and
cardiovascular death in adults with T2D and CKD.

This means semaglutide's modern identity now extends across metabolic, cardiovascular, and kidney medicine.
But the strongest clinical efficacy does not eliminate the need for systems thinking.

Weight loss can include lean mass.

Appetite reduction can reduce protein and micronutrient intake.

Gl signaling can become excessive.

Rapid physiological change can contribute to gallstone formation, dehydration, or early worsening of retinopathy in
susceptible patients.

The correct endpoint is therefore not maximal receptor activation.

The correct endpoint is improved disease physiology with preserved function.

Semaglutide also demonstrates the importance of product-level evidence.

Randomized trials establish outcomes for defined pharmaceutical products and dosing regimens.

Those outcomes should not automatically be assigned to every preparation containing a molecule described as
semaglutide.

Again:

MOLECULE EVIDENCE = PRODUCT EVIDENCE.

The best question is not “how much weight can semaglutide make this patient lose?”

The better question is “what pathological metabolic signal is semaglutide correcting, how strong and sustained does
GLP-1R activation need to be, which measurable disease outcomes should improve, and can those benefits be achieved
while preserving muscle, nutrition, gastrointestinal function, hydration, and long-term physiological resilience?”
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THE BOTTOM LINE

Semaglutide may be one of the clearest examples of why:

PRAXIS PEPTIDE INSTITUTE | ADVANCED GUIDE SEMAGLUTIDE

MODERN PEPTIDE MEDICINE IS AS MUCH ABOUT ENGINEERING AS DISCOVERY.

The body already created:

GLP-1.

The biology was extraordinary.

Eat a meal. - GLP-1 rises. - Insulin response improves.

Glucagon falls appropriately.
The stomach slows.

The brain receives:

ENOUGH ENERGY IS ARRIVING.

Then:
the peptide disappears within minutes.

That is excellent:

PHYSIOLOGY.

But poor:

DRUG PHARMACOKINETICS.

So scientists changed the molecule.

They made it:

HARDER TO DEGRADE.

They gave it:

ALBUMIN-BINDING BEHAVIOR.

They extended its life from:

MINUTES

to:

DAYS.

And suddenly:

a meal-response signal became:

CHRONIC METABOLIC THERAPY.

Then the evidence moved progressively upward.
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First:
GLUCOSE IMPROVED.
Then:
WEIGHT FELL.
Then:
CARDIOVASCULAR EVENTS FELL.
Then:
MAJOR KIDNEY OUTCOMES IMPROVED.
That is an extraordinary translational sequence:
ENDOGENOUS PHYSIOLOGY

But semaglutide also reveals the other side of peptide engineering.

When a signal designed to occur:

MOLECULAR RECEPTOR METABOLIC CARDIOVASCULAR
ENGINEERING —  PHARMACOLOGY OUTCOME g OUTCOME

—5 KIDNEY OUTCOME

BRIEFLY AFTER A MEAL

is maintained:

FOR DAYS,

the body responds differently.

Appetite may become very low.

Gastric signaling may become excessive.
Protein intake can fall.

Muscle may be lost if the foundation is poor.

So the fact that we can:

AMPLIFY A NATURAL SIGNAL

does not mean:

MAXIMAL AMPLIFICATION IS THE GOAL.

The goal remains:

RESTORE THE SYSTEM.

And this is where the Praxis framework matters most.
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A patient should not be reduced to:

“WHAT DOSE OF SEMAGLUTIDE?”

The questions come first:

Why are they gaining weight?

How much visceral fat is present?

What is their insulin physiology?

What is their muscle reserve?

What is their gastric motility?

Do they have cardiovascular disease?

Do they have CKD?

What happens to nutrition when appetite falls?
What does success actually look like?

Because:

THE RIGHT DRUG CAN STILL PRODUCE THE WRONG OUTCOME IF THE WRONG VARIABLES ARE
MONITORED.

So the Praxis question becomes:

“WHAT metabolic system is actually failing, is sustained GLP-1R activation the correct mechanism for that pattern, how
much signaling is required to improve glycemia, appetite, visceral adiposity, cardiovascular risk, or kidney risk, and can
those benefits be achieved while preserving the muscle, nutritional status, Gl function, and physiological reserve the
patient needs for long-term health?”

That is the difference between:

CALLING SEMAGLUTIDE A WEIGHT-LOSS DRUG

and:

UNDERSTANDING ENGINEERED GLP-1 RECEPTOR PHARMACOLOGY.

FINAL RECALL

EXTEND COORDINATE PRESERVE
Engineering turns a meal signal into Pancreas, brain, gut, heart, and Protect nutrition, muscle, function,
sustained exposure kidney outcomes connect and patient context

STOP MEMORIZING PEPTIDES. START UNDERSTANDING THE SYSTEM.

Praxis Peptide Institute provides educational information and is not a substitute for individualized medical diagnosis or treatment. Semaglutide is an engineered
long-acting GLP-1 receptor agonist with strong human evidence in type 2 diabetes and obesity, demonstrated cardiovascular-event reduction in defined
populations with overweight or obesity and established cardiovascular disease, and demonstrated kidney-outcome benefit in adults with type 2 diabetes and
chronic kidney disease. Its effects depend on GLP-1R signaling, beta-cell reserve, appetite physiology, Gl motility, nutritional intake, body composition,
cardiovascular and kidney disease, medication combinations, formulation, and treatment duration. Clinical success should therefore be assessed by disease
outcomes and preserved functional health rather than scale weight alone.
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