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STORY AT-A-GLANCE

> Depression significantly exacerbates menstrual pain, with studies showing that women
with dysmenorrhea are 1.72 times more likely to develop depressive disorders compared
to those without menstrual pain

> Genetic research has identified shared pathways between depression and dysmenorrhea,
highlighting specific genetic markers such as GRK4 and TRAIP that influence both

conditions

> Sleep disturbances are a potential mediator in the relationship between depression and

menstrual pain, suggesting that improving sleep quality could alleviate symptoms

> A Mendelian randomization study revealed that depression directly increases the

likelihood of experiencing dysmenorrhea, with specific genetic variants playing a key role

> Protein analyses uncovered key molecular connectors that link depression and menstrual

pain through inflammation and hormonal regulation

Every month, countless women endure primary dysmenorrhea, a condition defined by
painful uterine cramps occurring before or during menstruation without any underlying
pelvic diseases.” This means experiencing intense menstrual pain that disrupts daily

activities, diminishes quality of life and leads to significant emotional distress.

Depression is a prevalent mental health disorder marked by persistent feelings of

sadness, loss of interest in activities, and a variety of emotional and physical problems.
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It severely impacts one’s ability to function, affecting personal relationships, work
performance and overall well-being. The intersection of depression and chronic pain
conditions like dysmenorrhea has become a focal point for understanding the

comprehensive health challenges women face.

Systematic Review Confirms Depression Risk in Dysmenorrhea

Recent studies have revealed startling statistics about the interplay between
dysmenorrhea and depression. For instance, a systematic review and cumulative
analysis published in Frontiers in Psychiatry? aimed to determine whether primary
dysmenorrhea is linked to a higher risk of developing depression. This meta-analysis

involved six different studies, encompassing a total of 3,150 women.

By combining data from these studies, the researchers sought to provide a clearer
picture of how menstrual pain and depression might be connected.? The study focused
on two groups of women: those suffering from primary dysmenorrhea and a control

group without menstrual pain.

The ages of participants ranged from 18 to 50 years, covering a broad spectrum of
women in their reproductive years. The findings revealed that women experiencing
dysmenorrhea were significantly more likely to develop depressive disorders compared
to those without menstrual pain.*

Specifically, women with primary dysmenorrhea are 1.72 times more likely to develop
depressive disorders compared to those without menstrual pain. Additionally,
approximately 25.2% of women suffering from dysmenorrhea also experience
depression, compared to only 12.3% of their peers without menstrual pain. These figures
underscore a significant association that demands attention from both medical

professionals and those affected.

Beyond the immediate physical discomfort, dysmenorrhea is linked to a host of other
issues, including reduced social activities, lower productivity and increased

absenteeism from work or school.



The chronic pain not only suppresses daily functioning but also fosters an environment
where depressive symptoms thrive, creating a vicious cycle that exacerbates both
conditions. Understanding this connection is key for developing effective interventions

that address both the physical and mental health aspects of dysmenorrhea.

Understanding Dysmenorrhea and Depression

The primary risk factors of dysmenorrhea include hormonal imbalances and genetic
predispositions. Conventional treatments often focus on symptom relief through
nonsteroidal anti-inflammatory drugs (NSAIDs) or hormonal contraceptives. However,
these treatments have drawbacks, such as gastrointestinal discomfort from NSAIDs or

irregular bleeding and other health risks from hormonal therapies.

It's important to note that these methods address symptoms rather than the root
causes, which often leads to ongoing discomfort and frustration for those affected. The
underlying causes of dysmenorrhea include hormonal fluctuations. In particular those

involving prostaglandins play a significant role.

Prostaglandins are hormone-like substances that trigger uterine muscle contractions,
leading to pain. Additionally, the study pointed out that during the menstrual cycle, levels
of hormones like progesterone and estrogen change, which affects mood regulation in
the brain. These hormonal shifts, combined with the pain caused by excess uterine
prostaglandins, create a perfect storm for both physical discomfort and emotional
distress.®

Genetic factors also contribute, with certain genetic variants linked to both
dysmenorrhea and depression. These underlying causes lead to dysmenorrhea through
a complex interplay of biological processes. Genetic predispositions, for instance, may
influence how your body responds to hormonal changes, making some women more

susceptible to severe symptoms.

Stress and sleep disturbances further amplify your body’s pain response, creating a

cycle of discomfort that's difficult to break. Another key factor is the presence of chronic
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pain, which takes a significant toll on a woman'’s emotional well-being.

Living with ongoing menstrual pain leads to feelings of frustration, helplessness and
sadness, thereby increasing the risk of developing depression.¢ By addressing these

factors, you're better able to manage the condition and improve quality of life.

Diagnosing dysmenorrhea is also challenging due to its overlap with other gynecological
conditions. Symptoms like pelvic pain and cramping are common in disorders such as

endometriosis, making it difficult to pinpoint dysmenorrhea as the sole cause.

Additionally, the subjective nature of pain often leads to underreporting or
misinterpretation by health care providers, leading to delayed or incorrect diagnoses
that leave many women without the relief they need.

Further, the diagnostic process for dysmenorrhea often falls short due to a lack of
standardized testing. Many health care providers rely on patient-reported symptoms and
medical history, which is influenced by personal biases or communication barriers.

The absence of specific biomarkers for dysmenorrhea means that diagnosis is often
based on exclusion, ruling out other conditions rather than confirming dysmenorrhea
directly. This approach often leads to frustration and prolonged suffering for those

seeking answers and effective treatment.

Depression’s Impact on Menstrual Pain — Key Discoveries from
Recent Research

A study published in Briefings in Bioinformatics also investigated the connection
between depression and menstrual pain, using a method called Mendelian
randomization.” This approach helps determine whether one factor directly influences
another by analyzing genetic data. The researchers focused on large populations from

Europe and Asia, utilizing extensive genetic databases to ensure robust findings.

The study found that depression significantly increases the likelihood of experiencing

dysmenorrhea.? In other words, women who suffer from depression are more likely to



have severe menstrual pain. Interestingly, the reverse was not true — having
dysmenorrhea did not appear to lead to depression.® This highlights the directional
influence of mental health on physical symptoms related to menstruation.

The researchers also discovered specific genetic markers that play a role in this
relationship.’® They identified variations in genes such as GRK4, TRAIP, and RNF123,

which are involved in how your body processes hormones and responds to stress.

These genetic pathways suggest that depression may affect reproductive functions,
leading to increased menstrual pain. Additionally, a particular genetic variant,
rs34341246 in the RBMS3 gene, was highlighted as a shared factor influencing both
depression and dysmenorrhea.™

The study also explored how sleeplessness, often associated with depression,
contributes to menstrual pain.’? It was found that lack of sleep indirectly worsens
dysmenorrhea, making the pain more intense. This indicates that managing sleep
quality is an important aspect of alleviating menstrual discomfort in women with

depression.

Furthermore, protein-related analyses revealed that certain proteins act as key
connectors in the biological network linking depression and dysmenorrhea.’® Proteins
like SMAD2, SMAD3, RUNX1, FOXO1 and STAT3 were identified as key players. These
proteins are involved in various cellular processes, including inflammation and hormonal

regulation, which are involved in the development of menstrual pain.™

Understanding these mechanisms underscores the importance of addressing mental
health to manage physical symptoms effectively.'> By identifying the genetic and
molecular pathways that connect depression to dysmenorrhea, the study lays the
groundwork for more integrated treatment approaches. Health care providers are
encouraged to screen for depression in women presenting with menstrual pain, leading

to more comprehensive and effective pain management strategies.’®



Breaking the Depression-Pain Cycle: Five Evidence-Based
Solutions

The connection between depression and menstrual pain creates a challenging cycle —
but you have the power to interrupt it through targeted lifestyle changes. Research
shows that inflammation, hormonal imbalances and disrupted cellular energy
production form the foundation of both conditions. By addressing these root causes,

you will reduce both depressive symptoms and menstrual discomfort simultaneously.

1. Get moving daily — Exercise reduces inflammation while boosting mood-enhancing
hormones and cellular energy. Aim for regular moderate activity like brisk walking
or swimming daily. If you're just starting out, even 10-minute sessions make a

difference. The key is consistency rather than intensity.

2. Reduce processed foods — Replace processed seed oils high in inflammatory
linoleic acid with natural saturated fats like grass fed butter, tallow or ghee. These
traditional fats support hormone balance and cellular energy production. Include
anti-inflammatory foods like ginger and fennel, which reduce menstrual pain as

effectively as common NSAIDs.

3. Optimize your vitamin D — Low vitamin D increases both depression risk and
menstrual pain severity. Daily sun exposure around solar noon, when UVB rays are
strongest, allows your body to produce this hormone naturally. However, avoid
direct sun exposure two to three hours before and after solar noon until you've been

seed oil-free for six months.

This is because when ultraviolet (UV) radiation interacts with LA in your skin, it

triggers inflammatory responses and damage to DNA.

While complete clearance of seed oils from tissue takes approximately two years,
reaching the six-month milestone typically allows for safer sun exposure during
peak hours. Sunlight remains the optimal source of vitamin D — with important
considerations around seed oil consumption and safe exposure times as mentioned

— however, supplementation offers a reliable alternative when needed.
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Ideally, maintain vitamin D levels in the optimal range through regular testing and
appropriate sun exposure or supplementation. Sufficiency begins around 40 ng/mL
(100 nmol/L in European measurements), but the target range for optimal health is
60 to 80 ng/mL (150 to 200 nmol/L).

4. Prioritize restorative sleep — Poor sleep increases pain sensitivity while disrupting
emotional regulation. Create an environment conducive to quality rest by avoiding
blue light exposure before bed, sleeping in a pitch-black room and maintaining a
consistent sleep schedule. This allows your body to properly regulate inflammation

and heal at the cellular level.

5. Consider natural progesterone — Progesterone controls prostaglandin production,
and when progesterone levels decrease just before menstruation, prostaglandin

levels increase. Women with dysmenorrhea have increased prostaglandin levels.'”

Oral contraceptives, which often include progesterone or a synthetic form of it
known as progestin, are commonly prescribed to manage dysmenorrhea — but they
destroy your health. Instead, progesterone supplementation is a key treatment

option for menstrual pain.

How to Use Progesterone

Before you consider using progesterone, it is important to understand that it is not a
magic bullet, and that you get the most benefit by implementing a Bioenergetic diet
approach that allows you to effectively burn glucose as your primary fuel without
backing up electrons in your mitochondria that reduces your energy production. My new
book, “Your Guide to Cellular Health: Unlocking the Science of Longevity and Joy,’

covers this process in great detail.

Once you have dialed in your diet, an effective strategy that can help counteract
estrogen excess is to take transmucosal progesterone (i.e., applied to your gums, not

oral or transdermal), which is a natural estrogen antagonist. Progesterone is one of only
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four hormones | believe many adults can benefit from. (The other three are thyroid

hormone T3, DHEA and pregnenolone.)

| do not recommend transdermal progesterone, as your skin expresses high levels of 5-
alpha reductase enzyme, which causes a significant portion of the progesterone you're
taking to be irreversibly converted primarily into allopregnanolone and cannot be

converted back into progesterone.

Ideal Way to Administer Progesterone

Please note that when progesterone is used transmucosally on your gums as | advise,
the FDA believes that somehow converts it into a drug and prohibits any company from
advising that on its label. This is why companies like Health Natura promotes their

progesterone products as "topical.’

However, please understand that it is perfectly legal for any physician to recommend an
off-label indication for a drug to their patient. In this case, progesterone is a natural
hormone and not a drug and is very safe even in high doses. This is unlike synthetic
progesterone called progestins that are used by drug companies, but frequently, and

incorrectly, referred.

Dr. Ray Peat has done the seminal work in progesterone and probably was the world's
greatest expert on progesterone. He wrote his Ph.D. on estrogen in 1982 and spent most
of his professional career documenting the need to counteract the dangers of excess

estrogen with low LA diets and transmucosal progesterone supplementation.

He determined that most solvents do not dissolve progesterone well and discovered
that vitamin E is the best solvent to optimally provide progesterone in your tissue.
Vitamin E also protects you against damage from LA. You just need to be very careful
about which vitamin E you use as most supplemental vitamin E on the market is worse
than worthless and will cause you harm not benefit.

It is imperative to avoid using any synthetic vitamin E (alpha tocopherol acetate — the

acetate indicates that it's synthetic). Natural vitamin E will be labeled "d alpha



tocopherol.” This is the pure D isomer, which is what your body can use.

There are also other vitamin E isomers, and you want the complete spectrum of
tocopherols and tocotrienols, specifically the beta, gamma, and delta types, in the
effective D isomer. As an example of an ideal vitamin E, you can look at the label on our

vitamin E in our store. You can use any brand that has a similar label.

You can purchase pharmaceutical grade bioidentical progesterone as Progesterone
Powder, Bioidentical Micronized Powder, 10 grams for about $40 on many online stores

like Amazon. That is nearly a year's supply, depending on the dose you choose.

However, you will need to purchase some small stainless steel measuring spoons as you
will need a 1/64 tsp, which is 25 mg and a 1/32 tsp, which is 50 mg. A normal dose is
typically 25-50 mg and is taken 30 minutes before bed, as it has an anti-cortisol function

and will increase GABA levels for a good night's sleep.

Unfortunately, this vendor frequently runs out of product, and if that’s the case, then you
can use Simply Progesterone by Health Natura. It's premixed with vitamin E and MCT oil.
Again, while Health Natura states that its product is for “topical use only,’ | recommend

applying it transmucosally, by rubbing it on your gums.

If you are a menstruating woman, you should take the progesterone during the luteal
phase or the last half of your cycle, which can be determined by starting 10 days after

the first day of your period and stopping the progesterone when your period starts.

If you are a male or non-menstruating woman, you can take the progesterone every day
for four to six months and then cycle off for one week. The best time of day to take
progesterone is 30 minutes before bed as it has an anti-cortisol function and will

increase GABA levels for a good night's sleep.

This is what | have been personally doing for over a year with very good results. | am a
physician so do not have any problems doing this. If you aren't a physician, you should
consult one before using this therapy, as transmucosal progesterone therapy requires a
doctor's prescription.
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