10 Things You Didn't Know About Microdosing GLP-1s In
Perimenopause

GLP-1 receptor agonists—the class of medications behind Ozempic, Mounjauro, Wegovy, and
Zepbound—have transformed how we think about metabolic health.

GLP-1 is a hormone secreted by the gut when you eat. It’s part of a group of hormones known as
incretins, which help regulate post-meal blood sugar levels and influence how satisfied you feel
after eating.

But a quieter, more nuanced conversation is happening in women's health clinics: microdosing
these medications during perimenopause. Here's what the emerging science is telling us.

1. Microdosing GLP-1s is not the same as standard GLP-1 therapy

GLP-1 microdosing involves using significantly lower, sustained doses of GLP-1 receptor
agonists such as semaglutide or tirzepatide than those typically recommended in the
manufacturer's official dosing schedule. Some physicians are starting patients at 0.05 to 0.1 mg
of semaglutide per week, compared to the standard starting dose of 0.25 mg. But this is not
standard across the board.

There are no specific guidelines as to what microdosing actually is. The philosophy here is that
more is not always better, particularly for women in hormonal transition.

2. Perimenopause naturally depletes your own GLP-1 signaling

This is perhaps the most underappreciated piece of the puzzle. Research has shown that estrogen
actually boosts GLP-1 production in both the gut and the pancreas. Estrogen stimulates GLP-1
release by activating specific receptors. As estrogen declines during perimenopause, GLP-1
signaling also weakens, creating a domino effect of increased hunger, fat
accumulation—especially around the belly—and difficulty managing blood sugar, even if your
habits haven't changed. Microdosing GLP-1s can be understood, in part, as replacing a signaling
pathway your body is losing.

3. The metabolic benefits can appear before any weight loss

One of the most compelling aspects of microdosing is that the metabolic improvements often
precede the number on the scale. When used at low doses, GLP-1s help correct blood sugar
instability and insulin resistance even before any weight loss occurs, making this approach
particularly powerful for women with perimenopausal weight gain or metabolic sluggishness,
where balancing hormones and blood sugar is key.

Clinical studies show that lower doses of GLP-1 agonists are highly effective at reducing
hemoglobin Alc, improving insulin sensitivity, and directly addressing the metabolic
dysregulation often associated with estrogen decline and perimenopausal weight gain.



There are also new studies examining ways to lower inflammation in the body, which we know
contributes to aging and the development of chronic medical conditions.

4. It may work best when combined with hormone therapy

The combination of GLP-1 therapy and hormone therapy (HT) is generating real scientific
interest. A 2024 Mayo Clinic study published in Menopause found that postmenopausal women
who combined semaglutide with hormone therapy experienced approximately 30% more
significant weight loss compared to those using semaglutide alone, an association that held up
even after adjusting for confounders.

Researchers have proposed several mechanisms for this synergy: estrogen directly enhances
GLP-1 receptor signaling, potentially amplifying the appetite-suppressing effects of GLP-1
medications; HT reduces vasomotor symptoms and improves sleep quality—a major driver of
hunger hormone dysregulation; and estrogen helps preserve lean muscle mass, counteracting one
of the key risks of GLP-1 medications.

5. Muscle loss is the risk most providers don't warn you about & it's amplified in
perimenopause
This is the conversation that needs to happen more often. A 2024 review in Diabetes, Obesity &

Metabolism found that 15%—60% of weight loss with GLP-1 receptor agonists may be due to
lean mass loss, depending on the patient and the drug.

This is a particularly serious issue for perimenopausal and postmenopausal women: estrogen
plays a protective role in maintaining muscle mass, and as estrogen declines, women are already
losing muscle at an accelerated rate, independent of any medication. Layer GLP-1-driven
appetite suppression on top of that (which naturally reduces protein intake) and the risk
compounds.

Microdosing, combined with adequate protein intake (25-30g per meal minimum) and resistance
training, is one strategy clinicians are using to mitigate this risk.

6. Women may be more sensitive to GLP-1s than men

The evidence for sex differences in GLP-1 response is growing. A 2025 review published in
Endocrinology found that women consistently show more pronounced weight loss with all
GLP-1 analogs, including exendin, liraglutide, dulaglutide, and semaglutide, suggesting a
specific response of GLP-1 receptor activation rather than a drug-dependent effect.

A 2025 meta-analysis of 14 randomized trials confirmed that women achieve greater weight loss
with GLP-1 receptor agonists than men, with a pooled mean difference of 1.04 kg, and noted that
healthcare providers should consider sex differences when counseling, monitoring, and dosing
patients. Women also report higher rates of GI side effects, making a gentler, lower starting dose
clinically sensible.

7. It can be done with compounded pharmacies or FDA-approved options

There are two routes to microdosing. Compounded versions or having vials sent from the
manufacturer (self-pay direct pricing) and working with your physician to get the correct dose.
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Compounded semaglutide and tirzepatide allow providers to dial in precise, individualized doses.
However, it's worth noting that microdosing is considered off-label use and is not supported by
FDA-approved dosing protocols. Most clinical trials have been conducted using standard,
escalating therapeutic doses, meaning the effectiveness and safety of very low doses are largely
unstudied and unvalidated. Working with a knowledgeable provider is essential.

8. The side effect profile at low doses is meaningfully different

This is one of the most practically important distinctions. The most frequent side effects of
GLP-1 medications (nausea, vomiting, diarrhea, and constipation) are related to the drugs' effects
on slowing gastric emptying and acting on receptors in the GI tract and the brain.

Because these effects are dose-dependent, clinical trial data have consistently shown that the
frequency and severity of GI side effects are significantly higher at maximum therapeutic doses
compared to lower, initial titration doses. For perimenopausal women already navigating nausea,
bloating, and digestive changes tied to hormonal shifts, this difference in tolerability matters
enormously for adherence.

9. Some physicians are using it as a longevity & inflammation tool

Forward-thinking clinicians are thinking beyond the scale. The inflammation-lowering and
immunomodulatory effects of GLP-1s suggest a potential broad scope, including cardiovascular,
neuroinflammatory, and autoimmune diseases — prompting researchers and a 2025 Nature
Biotechnology commentary to ask whether GLP-1s may be the first true longevity drugs.

Landmark cardiovascular trials like LEADER, SUSTAIN-6, and SELECT have demonstrated
major reductions in heart attack, stroke, and cardiovascular death, with only about a third of the
cardiovascular benefits in the SELECT trial being weight-loss-dependent, suggesting other
underlying mechanisms such as anti-inflammation.

Early data also suggests GLP-1 therapies may reduce pro-inflammatory cytokines, inhibit
microglial activation, and decrease amyloid-f and tau aggregation, pointing toward
neuroprotective potential that is now being studied in large Alzheimer's disease trials.

10. The data on microdosing is still emerging

Intellectual honesty matters here. There is currently no rigorous scientific data to support
microdosing. While some forward-thinking clinicians are offering it widely to perimenopausal
patients and reporting improvements in lab values and quality of life, others remain wary, noting
the drugs are not for everyone.

Despite widespread use of these drugs by perimenopausal women, research has largely ignored
the unique risks and potential opportunities for this population, and we currently lack adequate
evidence to guide evidence-based prescribing decisions for them specifically. Science is moving
fast. For now, the wisest path forward is individualized care with a provider who understands
both hormonal health and metabolic medicine.
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