L)
/?egen LONGEVITY & PERFORMANCE MEDICINE
Therapy MD RTMD-WP-014 / V2.0 / 26 SEP 2026

PATIENT GUIDE

PT-141 for men

A clear look at a medicine that supports sexual response through the brain rather than blood flow: what it

is, how it works, what the research in men shows, and how it is used.
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Why we are talking about PT-141

PT-141, known by its generic name bremelanotide, works on sexual response in a way no other approved medicine
does. Rather than acting on blood flow in the penis, it acts in the brain, on the pathways that switch on desire and

arousal in the first place. That is what makes it interesting for men whose difficulty is not purely mechanical. *

This guide explains what PT-141 is, how it works, what the research in men has shown, how it is given, and what

your first visit would involve. The research behind it is listed at the end, with links so you can read it yourself.

In the brain A different mechanism. PT-141 acts on melanocortin receptors in the central nervous system,
upstream of the blood flow changes that tablets such as sildenafil support. 2

~30 min Onsetin early studies. In a controlled study in men, the first erection appeared roughly 30 minutes

after a dose. The approved injection is taken at least 45 minutes ahead.*® *®

2.7  Shortacting. The average half life after an injection under the skin is 2.7 hours. It is taken as needed, not

every day. *®

3 , 50(@ People in the safety database. The approved product was studied in about 3,500 people across 43

completed studies, which gives a detailed picture of side effects. 4

§ 02

What PT-141 is

PT-141 is a small synthetic peptide, seven amino acids joined in a ring. It is modelled on alpha melanocyte
stimulating hormone (a-MSH), a hormone your own body makes, and it binds most strongly to the melanocortin 4

receptor, which is involved in sexual function. *
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It grew out of research on a related peptide, melanotan II. In a small 1998 study in men with erectile difficulty of no
physical cause, melanotan II produced erections in 8 of 10 men, and the time with strong rigidity averaged 38.0

minutes against 3.0 minutes on placebo. > PT-141 was developed from that line of work.

PT-141 AT A GLANCE

Generic name Bremelanotide
Approved product VYLEESI, approved by the FDA in 2019 for a specific condition in premenopausal women *8
Structure Ac-Nle-cyclo[Asp-His-D-Phe-Arg-Trp-Lys]-0H
Modelled on Alpha melanocyte stimulating hormone (a-MSH) *
Main target Melanocortin receptors, especially MC4R, in the brain 2 *
How itis given Injection under the skin, as needed. Earlier research also used a nasal spray ©
§ 03

How PT-141 works

An erection is a chain of events that starts in the brain and ends in the smooth muscle of the penis. Medicines can

support that chain at different points, and where a medicine acts decides what it can help with.

PT-141
starts the signal

i

Sexual cue Hypothalamus Spinal centers
—> ) —>
desire, stimulus MC3R and MC4R signal to the nerves

Cavernous nerve Erection

NO released smooth muscle relaxes
cGMPrises

1

Sildenafil or tadalafil
preserves the signal

The two kinds of medicine act on the same chain at different points. PT-141 works upstream, where arousal begins in the brain. PDE5S
tablets work downstream, keeping the signal going once the nerve has fired. This is why PT-141 produced responses in men who
responded poorly to sildenafil, and why the two together outperformed sildenafil alone. 7 2

The evidence that PT-141 acts centrally is direct. In animal studies it activates neurons in the hypothalamus that
connect to the nerves serving the penis. ? In healthy men, an injection produced measurable erections even without

any visual sexual stimulation, which is not something PDES5 tablets do. ”
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WHY THIS IS USEFUL TO KNOW

If the main difficulty is blood flow, a PDES tablet such as sildenafil or tadalafil addresses it directly and is
usually tried first. If the difficulty involves desire, getting arousal started, or a limited response to a well dosed
tablet, a medicine that acts in the brain addresses a different part of the chain. The two can also be used

together under your physician's guidance. ®

§ 04

What the research shows

What is well established

PT-141 produces erections in men in controlled laboratory studies. In healthy men, doses above 1.0 mg given under
the skin produced a significant erectile response, and in men who had an inadequate response to sildenafil 100 mg,
both 4 mg and 6 mg doses produced significant responses.” With a nasal spray, responses were significant at doses
above 7 mg and began at about 30 minutes. *> In 19 men, a low dose nasal spray combined with 25 mg of sildenafil

produced a significantly greater response than sildenafil alone, without new side effects. ®

The safety profile of the injected product is well characterized, because it was studied carefully for approval in
women, including a 52 week extension.* ? In the two phase 3 trials, 1,267 women were randomized, and those

taking bremelanotide had significant increases in sexual desire compared with placebo. *°

What is still being defined

The studies in men are phase 1 and phase 2 studies, most with fewer than 40 participants, and they measured
erections with a laboratory device rather than satisfaction at home over months.” * The size of the benefit in the
women's trials has also been debated in the literature. ** The use of PT-141 for desire and arousal concerns in men is
an active question: a 2026 commentary in the Journal of Clinical Psychopharmacology made the case for considering it,

and a 2025 review of peptide therapies for erectile dysfunction called for larger trials. > ** One larger 2008 trial in

men is under a formal expression of concern from its journal, so we have not relied on its results. ** *°
STUDIES IN MEN RigiScan is a laboratory device that records rigidity during a visit.
STUDY N DESIGN FINDING
Wessells 1998 10 Double blind crossover, psychogenic Erections in 8 of 10 men. Strong rigidity 38.0 versus 3.0
melanotan II erectile difficulty minutes on placebo °
Diamond 2004 n/s Double blind, placebo controlled, healthy Significant response above 7 mg, onset about 30 minutes.
nasal spray men and mild to moderate difficulty Flushing and nausea most common *
Rosen 2004 n/s Healthy men, then men with inadequate Significant response above 1.0 mg in healthy men, and at
injection response to sildenafil, crossover 4 mg and 6 mg in sildenafil nonresponders ’
Diamond 2005 19 Randomized crossover Combination response greater than sildenafil alone, no
with new side effects ©
sildenafil
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HOW WE WOULD SUMMARIZE IT

PT-141 works through a well understood pathway in the brain, it produces erections in controlled studies in
men, and its side effects are well documented from the approval program. Studies in men are still small, so

your physician will talk through where it fits for you, often after or alongside a PDES5 tablet.

§ 05

How PT-141 is given

Injection under the skin

This is the approved route. The injection uses a very small needle in the abdomen or thigh and is taken at least 45
minutes before anticipated activity. The approved product is given as 1.75 mg, no more than one dose in 24 hours,
and more than 8 doses a month is not reccommended. *® After an injection, blood levels peak in about an hour. *®* No

regulator has set a dose for men; the studies in men used 1 to 10 mg, and your physician sets the dose. ’

Nasal spray

Much of the early research used a nasal spray, at doses of 7 to 20 mg. * Blood pressure findings in those earlier nasal

studies led developers to move to the injection, which is fully absorbed and associated with fewer side effects. °

PRACTICAL PROFILE

Timing At least 45 minutes before activity *8
Onset About 30 to 60 minutes; blood levels peak at about an hour * %8
Half life 2.7 hours on average (range 1.9 to 4.0) *®
Frequency on the approved label No more than one dose in 24 hours; more than 8 doses a month not recommended *©
Doses studied in men 1to 10 mg under the skin; 7 to 20 mg as a nasal spray 7 3
§ 06

What to expect

PT-141 lowers the threshold for arousal. It makes the brain more responsive to a sexual situation rather than
producing an erection on its own schedule, so the setting and your partner still matter. Most people take it well

ahead of time and then carry on with the evening.

The most common experiences are nausea and flushing, usually within the first hour, and they tend to ease with later
doses. In the approval program, nausea was the side effect most likely to lead someone to stop. * A modest, short

lived rise in blood pressure is expected after each dose, which is why your blood pressure is checked before you start.
16 18

Regen Therapy MD - PT-141 for Men - RTMD-WP-014 v2.0 Page 4 of 8



TIPS FROM THE PUBLISHED EXPERIENCE

e Take it at least 45 minutes ahead of time. 2

e Nausea is most common with the first doses; tell your physician if it is bothersome, since the plan can be
adjusted. *

e Keep to the dosing limits your physician gives you. Frequent dosing is linked to darker patches of skin (see
§07). 18

§ 07

Safety

The side effect profile of bremelanotide is well documented from the approval program in women. *®* 4 There were

no deaths across the program, and most side effects were mild to moderate. *

MOST COMMON SIDE EFFECTS 24 week placebo controlled trials at 1.75 mg, 627 women on bremelanotide and 620 on
placebo.

SIDE EFFECT BREMELANOTIDE PLACEBO
Nausea 40.0% 1.3%
Flushing 20.3% 0.3%
Injection site reactions 13.2% 8.4%
Headache 11.3% 1.9%
Vomiting 4.8% 0.2%

Blood pressure. In an ambulatory monitoring study of 397 women, the 1.75 mg dose raised systolic pressure by about
3 mmHg relative to placebo in the first four hours, with peaks typically lasting under 15 minutes, and heart rate fell
by about 4.6 to 4.7 beats per minute. ** The label describes a maximum rise of 6 mmHg systolic and 3 mmHg

diastolic, returning to baseline within 12 hours. *®

Skin darkening. Focal darkening of the skin occurred in about 1 percent of people dosed as labelled, but in 38
percent of people given up to 16 consecutive daily doses. *® * Keeping to the dosing limits matters.

Other points. Bremelanotide lowers blood levels of naltrexone and indomethacin taken by mouth. * A dedicated
study in men and women found it safe to take alongside a moderate amount of alcohol, with no meaningful

interaction. *’

TELL YOUR PHYSICIAN BEFORE STARTING IF ANY OF THESE APPLY

e You have high blood pressure that is not well controlled, or any known heart or blood vessel disease. These

are contraindications on the approved label. *®

e You take nitrates, alpha blockers, naltrexone or indomethacin, or any other prescription medicine.
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¢ You have noticed darker patches of skin, or you have darker skin, since the label notes a higher risk of skin

darkening. *®

® You have low testosterone, diabetes, or sleep apnea that has not been treated. These are common, treatable

causes of sexual difficulty.

The long term safety data come from women, over up to 76 weeks in total. Long term data in men have not yet been

published. ’

§ 08

Is this right for you
PT-141 suits some men very well and is not the right starting point for others. The purpose of your consultation is to

work out which group you are in.

Before we begin

A review of your medical history, current medications and supplements
Blood pressure and a cardiovascular history, with an ECG if your physician feels one is warranted
Baseline bloodwork, which usually includes testosterone and metabolic markers

A clear note of what you are hoping for, written down, so we can tell together whether it worked

If your bloodwork points to a specific and treatable cause, such as low testosterone or blood sugar that needs

attention, we will address that first. Treating the cause is often the most effective step of all.

Reviewing your progress

We will look at how things are going against your starting point after a defined period rather than leaving it open
ended. If it is helping, we will plan how to continue. If it is not, we will say so and look at other options. You are

welcome to stop at any time.

QUESTIONS WORTH ASKING US

What would you expect me to notice, and by when? Should I try a PDES tablet first or alongside it? How will
we manage nausea if it happens? What would make you recommend stopping? We are glad to answer all of
these.

§ 09

Regulatory status, stated plainly
Bremelanotide is approved by the U.S. Food and Drug Administration as VYLEESI, for acquired, generalized

hypoactive sexual desire disorder in premenopausal women. The label states that it is not indicated for men.*® Use
in men is therefore off label. Prescribing an approved medicine off label is lawful and common in American
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medicine, and it is a decision your physician makes with you. Specialist societies describe the use of PT-141 in men
as off label and still being studied. *°

Preparations used for men are prescribed by your physician and prepared by a licensed pharmacy. If you would like
details about the preparation used in your treatment, please ask.
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IMPORTANT NOTICE
This document is patient education prepared by Regen Therapy MD. It is not medical advice, not a prescription, and not a promise of any clinical
outcome. Bremelanotide (PT-141) is approved by the U.S. Food and Drug Administration only as VYLEESI, for acquired, generalized

hypoactive sexual desire disorder in premenopausal women. Any use in men is off label. Individual results vary, and no outcome can be
predicted from the studies cited here.

Clinical services are provided by the supervising physician entity. Regen Therapy MD and Family MSO Holdings LLC provide management and
administrative services and do not practice medicine, employ physicians in the practice of medicine, or influence clinical judgment. All treatment
decisions are made solely by your licensed treating physician.

Do not begin, stop, or change any medication or supplement based on this document. Discuss it with your physician, and disclose every
prescription drug, over the counter product, and supplement you take.

PATIENT SIGNATURE DATE REVIEWING PHYSICIAN

RTMD-WP-014 - Version 2.0 - 26 September 2026 - Next scheduled literature review: March 2027 - Prepared with sources indexed in PubMed
and FDA public records.
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