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PT-141 (Bremelanotide): Clinical Overview for Libido and Sexual Function

Overview

PT-141 (Bremelanotide) is a first-in-class synthetic peptide and melanocortin receptor agonist
derived from the naturally occurring a-melanocyte-stimulating hormone (a-MSH). In contrast to
traditional agents like phosphodiesterase type 5 (PDES) inhibitors—which act peripherally by
enhancing blood flow—PT-141 functions centrally, directly targeting the brain’s neural pathways
responsible for sexual desire, motivation, and arousal.

By stimulating melanocortin receptors—primarily MC3R and MC4R—within the hypothalamus,
PT-141 initiates a cascade of neuromodulatory effects that enhance libido and sexual
responsiveness independent of hormonal status or vascular integrity. This unique mechanism
makes PT-141 especially effective in cases where peripheral therapies fall short.

Currently approved by the U.S. FDA for the treatment of hypoactive sexual desire disorder
(HSDD) in premenopausal women, PT-141 has also demonstrated significant off-label potential in
addressing male sexual dysfunction, including erectile dysfunction and central arousal deficits. As
a centrally acting neuromodulator, PT-141 represents a paradigm shift in the clinical management
of sexual health—offering a brain-targeted therapeutic option for both men and women with
complex libido-related concerns [1-3].

Pharmacodynamics and Mechanism of Action

PT-141 functions by directly stimulating melanocortin receptors (primarily MC3R and MC4R)
in the hypothalamus, a key brain region involved in sexual desire and autonomic function.

=  Neuroendocrine Modulation:

o Increases dopamine release and neural excitability in the medial preoptic area
(mPOA), enhancing libido and sexual motivation [4].

=  Sexual Arousal Induction:

o Central activation of MC4R enhances sexual arousal independently of hormonal
status or vascular flow [2,5].

= Autonomic and Vasodilatory Effects:
o Improves genital blood flow via nitric oxide-independent pathways [6].

o Does not rely on the nitric oxide-cGMP cascade, making it effective even in patients
unresponsive to PDES inhibitors [7].

= Mood and Reward Pathway Support:

o Engages the hypothalamic-limbic axis, reinforcing sexual behavior through
dopaminergic reward signaling [8].

Clinical Applications and Benefits
In Women:

= Hypoactive Sexual Desire Disorder (HSDD):
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o FDA-approved for premenopausal women with persistent low libido not attributable
to medication or other conditions [1].

o Enhances desire, frequency of satisfying sexual events, and reduced distress related to
sexual dysfunction [2].

In Men:

= Erectile Dysfunction (ED):
o Particularly effective in patients with neurogenic, psychogenic, or diabetic ED,
especially where PDES inhibitors are insufficient [3,6].

= Low Libido/Anhedonia:
o Reinvigorates central sexual motivation and may support testosterone optimization
programs [9].
Specialty Use Cases:

= Sexual dysfunction related to:
o Antidepressant use (SSRI-induced)
o Menopausal transition
o PTSD and trauma-associated sexual dysfunction
o Traumatic brain injury-related libido suppression [10]

Suggested Dosing and Administration

‘ Patient Type H Dosage H Route H Timing ‘

‘ Premenopausal Women (FDA) H H Subcutaneous (SC) H ~45 min before sexual activity ‘

30-60 min pre-activity.
Sometimes 4-6hrs. Lasts 2-3
Men (off-label) Subcutaneous (SC)  ||days.

‘ Intranasal (research) H H Intranasal (IN) H Variable kinetics ‘

Frequency: Not more than once every 24 hours; limit to 8 doses per month (per FDA for
women).

Side Effects and Safety Profile

* Most common: nausea, flushing, headache, and injection site reactions [1].

= Transient increases in blood pressure may occur; monitor in hypertensive patients.

» No serious cardiovascular effects in long-term studies, but caution is warranted in patients
with known heart disease [5].

Contraindications and Precautions

= Uncontrolled hypertension or cardiovascular disease.
= Pregnancy or breastfeeding: Category not established; avoid use.
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= Use with caution in psychiatric disorders, especially those with dopaminergic
dysregulation.

Clinical Monitoring Recommendations

= Monitor blood pressure during initial administration phase.
= Evaluate baseline libido and sexual satisfaction metrics pre- and post-treatment.

= Consider mood monitoring in patients with concurrent depressive symptoms or history of
trauma.

Clinical Summary

PT-141 (Bremelanotide) represents a groundbreaking advancement in the treatment of sexual
dysfunction by targeting the central nervous system rather than relying on peripheral vasodilation.
Through selective activation of melanocortin receptors—particularly MC3R and MC4R—in the
hypothalamus, PT-141 directly stimulates the neural circuits responsible for libido, arousal, and
sexual motivation.

Unlike traditional therapies such as phosphodiesterase type 5 (PDES) inhibitors, which depend on
vascular responsiveness and intact nitric oxide pathways, PT-141 bypasses these limitations,
making it an especially effective option for individuals with neurogenic, endocrine, psychogenic,
or medication-induced sexual dysfunction. Its clinical utility spans both male and female
populations, offering benefits for conditions such as hypoactive sexual desire disorder (HSDD),
erectile dysfunction (especially when PDES inhibitors fail), and libido suppression secondary to
SSRI use, menopause, trauma, or traumatic brain injury.

PT-141’s central mechanism of action, rapid onset, and durable effects—paired with a strong safety
and tolerability profile—underscore its value as a first-in-class neuromodulatory peptide. For
clinicians addressing complex cases of sexual dysfunction, PT-141 offers a targeted, brain-based
solution that restores not only physiological readiness but also intrinsic sexual desire.
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