The Anhedonia Problem:
Why Standard Antidepressants
Often Fall Short

The dominant class of antidepressants, Selective
Serotonin Reuptake Inhibitors (SSRIs), has a well-
documented paradoxical effect: while they may alleviate
sadness, they often fail to restore pleasure and motivation.

™) A core feature of many types of depression is not just
sadness, but anhedonia—the inability to experience
pleasure.

&y SSRIs often exacerbate this issue, frequently causing
diminished libido and a general lack of interest in sex.

©7  This creates a significant 'treatment gap' for
melancholic, anhedonic, and unmotivated individuals,
whose conditions may even be worsened by
serotonergic agents.
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Two Unconventional Paths to Dopamine Modulation

In the search for more precise treatments, two agents stand out for their unique
dopaminergic mechanisms, offering alternatives to the serotonergic paradigm.
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Amineptine
(The Direct Activator)

A fast-acting dopamine reuptake inhibitor. Developed by
Servier in the 1970s, Amineptine directly increases
available dopamine in the synapse, offering a direct and
immediate effect on motivation and mood.
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Selegiline
(The Protective Enhancer)

A selective monoamine oxidase-B inhibitor.
Also known as I-deprenyl, Selegiline prevents the breakdown of
dopamine, leading to a gradual and sustained increase
while also offering significant neuroprotective benefits.
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Mechanism of Action:
Reuptake Inhibition vs. Metabolic Prevention

Amineptine

A selective dopamine reuptake inhibitor (DRI).
Higher doses also promote dopamine release.

Dopamine
Transporter
(DAT)

Promotes release
at higher doses

preventiro
reuptake

Also exhibits weak noradrenaline reuptake inhibition in vitro,
though this leads to anomalously elevated levels in the frontal
cortex and hippocampus.

Selegiline

An irreversible and selective MAO-B inhibitor.

gV,

Synaptic
vesicles

At dosages up to ~10 mg/day, it retains selectivity for MAO-B,
which metabolizes dopamine and phenylethylamine. MAO-A,
which metabolizes serotonin and noradrenaline, is largely
unaffected.
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The Clinical Dossier: From Anhedonic Depression

to Parkinson’s Disease

Amineptine

Clinically useful antidepressant, especially for
melancholic, anhedonic, and unmotivated
patients

“/\/\‘” Chronic “low grade” depression
(dysthymia)

:}@( Patients whose mood is worsened by
?l SSRIs

(L Noted for iImproving sleep architecture,
@ unlike typical stimulants

Little evidence of value in anxious or agitated
depression

Selegiline

FDA-approved as an adjunct in the treatment of
Parkinson’s disease (1989), helping to reduce
“off” time for patients on levodopa/carbidopa

Major Depressive Disorder (via
----------- EMSAM transdermal patch)

Z ., Useful for “atypical” depressive
< symptoms (overeating, oversleeping)

N T Off-label use for life extension and
‘2]}3’ cognitive enhancement

QOOO Veterinary use for Canine Cognitive
N Dysfunction Syndrome (CDS)
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The Subjective Experience: A Mood-Brightener vs. A Foundational Enhancer
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Amineptine O N
Core Effect Inter User Profile Inter
Described as a “mild but pleasant psychostimulant” and a The enjoyable but short-lived psychostimulant effect is
“fast-acting mood-brightener.” distinct from its sustained antidepressant action. It directly

addresses the anhedonia.

©6 «pro-sexual and liable occasionally to cause spontaneous orgasms.” 99
Selegiline @D
Core Effect Inter  User Profile Inter
Tends to enhance drive, libido, and endurance over time The experience is foundational, improving cognitive

with consistent low-dose use. Less effective as an performance and protecting against age-related memory
immediate "mood-brightener” at MAO-B selective doses. decline.

Retards the metabolism of phenylethylamine (PEA), a trace amine found in chocolate and released
when in love, contributing to its subtle effects on mood and sociality.
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Signature Properties: Pro-Sexual Action vs.
Neuroprotective Promise in FF Tisa Pro

Amineptine: Reversing a Core SSRI Side Effect Selegiline: A Multi-Modal Neuroprotective Agent
Unlike most tricyclics and all SSRIs, it does not impair Protects the brain's ~30-40 thousand dopaminergic neurons,
libido or cognitive function. which are lost at a rate of ~13% per decade in adult life.

Directly pro-sexual, it actively counters the diminished
libido characteristic of depression, whereas SSRIs
exacerbate it.

Anti-Oxidative: Stimulates
superoxide dismutase (SOD)
release and traps hydroxyl/
peroxyl radicals.

Anti-Excitotoxic: Protects
against glutamate-induced
damage.

Amineptine

Mitochondrial Support:
Protects mitochondria by
interacting with pore-forming
structures, key to the
mitochondrial theory of aging.

M. SSRIs

Genetic/Enzymatic:
Increases levels of tyrosine
hydroxylase and cerebral
nitric oxide.

Libido / Motivation
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Risk Profile: Abuse Potential vs. Dietary Interactions

Amineptine

A “small but non-negligible abuse-
potential” due to its pleasant, short-lived
psychostimulant effect.

The source text argues that many modern
antidepressants lack abuse potential simply “because
they aren't any good.”

Should not be combined with alcohol.

F -

Despite its theoretical abuse potential, “No case of
amineptine abuse has ever been recorded in the USA."

\

Selegiline

ﬁ

At selective MAO-B doses (~10mg/day), Selegiline
inhibits the tyramine effect, making it safe without
dietary restrictions.

The hypertensive “cheese effect” caused
by potentiation of tyramine.

The EMSAM transdermal patch bypasses the
gastrointestinal tract, avoiding significant inhibition of
intestinal MAO-A, thus mitigating the cheese effect
even at antidepressant doses (though a restricted diet
is still prudently advised for 9mg and 12mg patches).

-

& Combining unselective dosages (>20mg) or
other MAOIs with MDMA is potentially lethal.
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Pharmacokinetics & Dosage:
A Rapid Cycle vs. Sustained Inhibition

Amineptine Selegiline
Dosage (Oral): Up to 10mg for selective MAO-B inhibition,
— @ 20mg+ for unselective antidepressant effects.
(s —>
@% MAO-B Inhibition: >90% |-
Dosage: nriradiate grautral of
150mg - 300mg = enntrgy of retun refegin 3
per day. ) Implication: Requires enzyme activity. =
- multiple daily doses. 0
= The short half-life N =
contributes to its {:gz; : =
@ § “fast-on, fast-off" ﬁ:{ c
sychostimulant feel. : m
Half-Life: < 1 hour S B! EE?,—:;D?S mﬁ, {;,Eitgslmen 0
A irrev
TSATTIEOHIN, + 20 >90% of MAO-Binthe =
m.;rsb ‘:I'ft' $ major basal ganglia, leading to
meLaboite. a 40-70% increase in
_ synaptic dopamine. ,
Time AL . Time
Administration: Administration Innovation (EMSAM Patch): Delivers
Oral tablets. 6mg, 9mg, or 12mg per 24 hours transdermally,
providing stable plasma levels and CNS MAO inhibition
while sparing gut MAO-A.
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Regulatory Fate: The Story of a Withdrawal and an Approval

The Fall of Amineptine

1978

Licensed in France as “Survector” and
widely marketed.

1999

FDA pressure leads to withdrawal of its
European Community product license.

2005

Servier ceases production in Brazil,
creating a "world-wide famine.”

2022
The US DEA classifies Amineptine
as a Schedule | drug, “needlessly &

complicating life for its dwindling
minority of therapeutic users.”

The Rise and Innovation of Selegiline

[] 1989

FDA approves oral Selegiline as an adjunct for
Parkinson'’s disease.

2006 (Feb)

FDA approves the EMSAM transdermal patch
for Major Depressive Disorder in adults after
wrangling over labeling issues.

2006 (June) @

FDA approves orally disintegrating Zelapar
tablets as adjunct Parkinson’s therapy.

Present \/

Remains a prescribed medication
in multiple forms.
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Dossier Summary:

Amineptine vs. Selegiline at a Glance

Feature

{@} Primary Mechanism
@?7 Core Experience
Key Indication

ﬁ Signhature Property
‘- Primary Risk

® Pharmacokinetics

g Regulatory Status

Amineptine

Dopamine Reuptake Inhibitor (DRI)

Fast-acting mood-brightener,
psychostimulant

Anhedonic/Melancholic Depression

Pro-sexual, reverses SSRI-induced
anhedonia

Small abuse potential

Very short half-life (<3 hrs total)

Withdrawn globally, US Schedule |

Selegiline

Irreversible MAO-B Inhibitor

Gradual enhancement of drive, cognition,

endurance

Parkinson's Disease, Major Depression

| (EMSAM)

Neuroprotective, mitochondrial support,

anti-aging potential

Hypertensive crisis ("cheese effect") at high

oral doses

Irreversible inhibition, long duration of

action

FDA Approved (Oral, Patch, ODT)
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Legacies & The Road Ahead:
A Lost Agent and a Pioneering Protector

Amineptine: The "Lost"
Agent for Motivation

y
(5
f
/!
Represents a powerful, targeted tool for anhedonia
that was arguably a casualty of its time—a victim of
regulatory frameworks ill-equipped to handle a
compound with both therapeutic value and a mild
stimulant profile. Its story highlights the unmet need
for true “mood-brighteners.”

Selegiline: The ‘Pioneering"
Agent for Resilience

4 .

Represents a paradigm shift towards neuroprotection
and long-term brain health. Its successful
commercialization via the EMSAM patch

demonstrates how pharmacological innovation can
overcome inherent safety hurdles, paving the way for
broader applications beyond its initial niche.

The divergent paths of Amineptine and Selegiline underscore a critical lesson: the future of psychiatric
medicine lies not in broad-spectrum agents, but in precisely targeted tools designed for specific
neurochemical deficits and long-term neurological well-being.
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