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Bioidentical
progesterone is not the
same as a synthetic
progestin.
A short read for the woman who was told her IUD or her

pill contains progesterone, who was told it would help, and

who feels worse on it, with her sleep frayed, her mood low,

her hair thinning, and no one explaining why.

Dr Kirstey Holland, OMD
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i. O V E R V I E W

Almost weekly in the clinic, a woman sits down and asks some

version of the same question: she has been told that her IUD or pill

contains “progesterone,” and that it should help, yet she feels worse

on it. Her sleep is frayed, she is anxious, her mood is low, her hair has

begun to thin, and her libido has fallen away.

ii. T W O  M O L E C U L E S

Two Molecules, Two Different
Evidence Bases

Bioidentical progesterone is structurally identical to the

progesterone produced by the ovaries after ovulation. By contrast,

synthetic progestins such as levonorgestrel, medroxyprogesterone

acetate, norethisterone, and drospirenone are laboratory-made

molecules designed to activate progesterone pathways for

contraception or endometrial protection, but they differ in receptor

activity and downstream effects. Pharmacology reviews emphasise

that progestogens used in menopausal hormone therapy differ

meaningfully in intracellular actions and clinical effects.

Some synthetic progestins, including levonorgestrel, are structurally

related to testosterone, which helps explain why some women

report androgenic side effects such as acne, oily skin, unwanted

facial hair, or scalp hair thinning. Not all progestins behave the same

way, however, and newer agents can be less androgenic or even anti-

androgenic depending on the molecule.
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Why progestins are not progesterone

The shape of the molecule on the right (levonorgestrel, the progestin in a Mirena) more closely

resembles testosterone than the progesterone your own ovaries produce. That structural difference is

part of why the effects on hair, skin, and mood can differ.

iii. T H E  L I T E R A T U R E

What the Literature Shows

The Women’s Health Initiative randomised trial of conjugated

equine estrogens plus medroxyprogesterone acetate found an

increased breast cancer risk, commonly described as about 24% to

26% higher than placebo. In contrast, the French E3N cohort found

that estrogen combined with micronised progesterone was not

associated with the same increase seen with several synthetic

progestins, and a 2016 systematic review and meta-analysis reported
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lower breast cancer risk when estrogen was combined with

progesterone rather than a synthetic progestin, with a relative risk of

about 0.67.

For the levonorgestrel-releasing IUD specifically, recent Danish

nationwide cohort data report a modestly increased breast cancer

risk; one analysis found a hazard ratio of about 1.4 compared with

non-users of hormonal contraception, with absolute risk remaining

low at roughly 14 additional cases per 10,000 users. This should not

be conflated with the WHI finding, because medroxyprogesterone

acetate and levonorgestrel are different synthetic progestins with

different pharmacology.

Micronised progesterone also has a separate body of evidence for

symptoms. In a 2023 Phase III randomised trial in perimenopausal

women, 300 mg oral micronised progesterone taken at bedtime did

not significantly improve the trial’s primary vasomotor symptom

score, but women did report significantly improved sleep quality

and perceived reductions in night sweats, with no increase in

depression. That makes the evidence for sleep more convincing than

the evidence for hot flush relief in perimenopause.

iv. T H E  M I R E N A

Mirena IUD: Reported Side Effects
and Context

The clinical pattern many women report on the Mirena can include

mood changes, sleep disruption, acne, oily skin, scalp hair thinning,

or reduced libido, although not every woman experiences these

effects. Levonorgestrel is a synthetic progestin with androgenic

potential, which helps explain why these symptoms can occur in

susceptible users.
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Breast cancer risk with levonorgestrel-releasing IUDs appears

modestly increased in recent Danish registry data, but the absolute

risk remains low. One important point of context is that the WHI

result most often quoted in menopause discussions studied

medroxyprogesterone acetate rather than levonorgestrel, so

clinicians should avoid treating all progestins as a single risk

category.

v. C O M P A R I S O N

Side-by-Side Comparison
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Side by side

The differences between bioidentical progesterone and the synthetic

progestins most commonly prescribed.

BI OI DENTI CAL

PROGESTERONE

oral micronised progesterone

SYNTHETI C PROGESTI NS

e.g. levonorgestrel (Mirena),

norethisterone, medroxyprogesterone

Sleep Trials in peri and

postmenopausal women

suggest improved sleep

quality and reduced nocturnal

wakefulness, particularly at

300 mg taken at bedtime,

although not all sleep

outcomes were primary

endpoints.

No good evidence that synthetic

progestins improve sleep; some

women report worse sleep or

poorer overall tolerability.

Mood and

anxiety

Often better tolerated from a

mood perspective, and in the

2023 perimenopause trial

micronised progesterone did

not increase depression.

Some women experience mood

swings, irritability, low mood, or

anxiety, although effects vary by

molecule and by individual.

Hot flushes and

night sweats

Randomised data in

perimenopause did not meet

the primary vasomotor

endpoint, but participants

reported perceived

improvements in night

sweats and sleep, suggesting

benefit for some women

rather than a uniform effect.

No established role as a stand-

alone treatment for

perimenopausal vasomotor

symptoms.

Breast cancer

risk

Observational data suggest a

more favourable breast safety

profile than many synthetic

progestins when combined

with oestrogen, including the

E3N cohort and the 2016

meta-analysis.

The Women's Health Initiative

showed increased breast cancer

risk with conjugated equine

estrogens plus

medroxyprogesterone acetate.

Danish registry data suggest a

modest increase with the

Mirena, with low absolute risk.

Cardiovascular

health

Available data suggest a

relatively neutral

cardiovascular profile

compared with some older

synthetic progestins,

Some synthetic progestins have

been associated with less

favourable lipid or blood-

pressure effects and with higher

cardiovascular event rates in
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BI OI DENTI CAL

PROGESTERONE

oral micronised progesterone

SYNTHETI C PROGESTI NS

e.g. levonorgestrel (Mirena),

norethisterone, medroxyprogesterone

although robust outcome

trials are limited.

certain oral combinations,

though effects vary by

molecule.

Metabolism

and weight

Generally metabolically

neutral in short-term studies,

with no clear adverse effect

on glucose or insulin; some

women report less bloating.

Some synthetic progestins are

associated with weight gain,

fluid retention, bloating, or less

favourable glucose control,

though responses vary by

preparation and individual.

Blood clot risk Observational studies suggest

transdermal oestrogen with

micronised progesterone is

not associated with the same

venous thromboembolism

risk seen with some oral

estrogen-progestin regimens,

but randomised outcome

data are limited.

Oral oestrogen with certain

synthetic progestins has been

associated with higher venous

thromboembolism risk than

transdermal regimens and

regimens using micronised

progesterone.

Hair and skin Not typically associated with

androgenic side effects.

Testosterone-derived progestins

such as the levonorgestrel in the

Mirena may contribute to acne,

oily skin, unwanted facial hair, or

scalp hair thinning in

susceptible women.

Overall

tolerability

Often better tolerated in

clinical practice and

supported by a more

favourable mechanistic and

observational evidence base

for several outcomes.

Side effects can be more

prominent because many

synthetic progestins interact

differently with androgen,

glucocorticoid, and

mineralocorticoid pathways as

well as progesterone receptors.

What it is best

for

Endometrial protection in

menopausal hormone therapy

and, in some women, support

for sleep and night-sweat

symptoms.

Contraception and endometrial

protection; symptom effects

outside those indications

depend on the specific

progestin and should not be

assumed to match

progesterone.
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Observational and mechanistic evidence; effects vary by molecule and by individual. This supports an informed

conversation with your prescriber, not a treatment decision on its own.

vi. K E Y  T A K E A W A Y

K E Y  T A K E A W AY

The word “progesterone” on a prescription label does not

always mean progesterone. In observational studies,

mechanistic research, and clinical practice, bioidentical

progesterone is often better tolerated and appears to have a

more favourable breast and cardiovascular profile than many

older synthetic progestins, particularly when used with

transdermal estrogen.

The molecule matters, and it is reasonable for patients to ask

exactly which molecule they are being prescribed.

vii. W H A T  I T  M E A N S

What This Means For You

What this comes down to, beautiful, is which molecule is being

prescribed and why. For most women navigating perimenopausal

symptoms, bioidentical progesterone (oral micronised

progesterone) tends to be the more favourable option: it is

structurally identical to the progesterone your own body has been

making since you were a teenager, the observational evidence on

breast safety has been more reassuring than for many older synthetic

progestins, and women generally tolerate it well.

Not all progestins behave the same way, and newer agents differ

from older ones. The differences between molecules are real, and the

right choice for you depends on what you are trying to achieve
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clinically.

This means asking the prescriber three things at your next

appointment:

The answers should make sense to you. If they do not, that is a signal

to ask further or to seek a second opinion.



If You Would Like Deeper Support

The Vitality Clinic is where I work with

women who are ready to have their hormones

tested properly, their progesterone replaced

bioidentically where appropriate, and their

symptoms tracked clinically over time.

You can read more at

workwith.thehollandclinic.com/the-vitality-

clinic

viii. D E E P E R  S U P P O R T

https://workwith.thehollandclinic.com/the-vitality-clinic/
https://workwith.thehollandclinic.com/the-vitality-clinic/
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ix. C L I N I C A L  N O T E

C L I N I C A L  N O T E

This information is intended to support informed discussion

with a qualified clinician, not to replace individual medical

advice. Treatment decisions should be based on symptoms,

contraceptive needs, uterine status, breast-cancer risk factors,

thrombotic risk, and the full clinical context.
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For more resources like this

I write about what women in my Vitality Clinic ask

for, and what supports informed consent.

S C A N ,  O R  V I S I T

resources.thehollandclinic.com/more

· N E X T

F R E E  ·  5  M I N U T E S

Take the Perimenopause Self-Assessment.

→ Take the assessment

https: //thehollandclinic.practicebetter.io/#/63c7488563368bc8b9d43ea8/forms?f=66

74c4138c19cadff5e16ff9

N O T  S U R E  Y E T

Book a discovery call.

→ Book a discovery call

https: //thehollandclinic.practicebetter.io/#/63c7488563368bc8b9d43ea8/bookings?s

=63d345323e7af09d7e73bff4

https://resources.thehollandclinic.com/more
https://thehollandclinic.practicebetter.io/#/63c7488563368bc8b9d43ea8/forms?f=6674c4138c19cadff5e16ff9
https://thehollandclinic.practicebetter.io/#/63c7488563368bc8b9d43ea8/bookings?s=63d345323e7af09d7e73bff4
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F O R  D E E P E R  C A R E

Explore the Vitality Clinic.

→ Explore the Vitality Clinic

https: //workwith.thehollandclinic.com/the-vitality-clinic/

https://workwith.thehollandclinic.com/the-vitality-clinic/


Dr Kirstey Holland, OMD
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This resource is for educational purposes and is not a substitute for personalised clinical

advice. Every woman's biochemistry is unique. If you would like individualised support, you

are warmly welcome inside the Vitality Clinic.
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