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Could Fixing Your Gut Health Help Treat Your Depression?
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STORY AT-A-GLANCE

> For the first time, a randomized controlled trial demonstrated that high-dose probiotic

supplementation is beneficial for people with depression

> An improvement in mood was noted among all of the patients, but those in the probiotic
group had significantly greater improvements, along with an increased abundance of

beneficial Lactobacillus in their gut

> An increase in grey matter volume was also noted in the people taking probiotics, along

with changes in brain activity

> Targeting the microbiota-gut-brain (MGB) axis, which plays a role in the physiological and
behavioral functions that are often affected in depression, may be key to improving

depression

Depression is among the most common mental health conditions in the U.S., with 21
million Americans — or 8.4% of adults — experiencing at least one major depressive
episode in 2020." Antidepressant medications remain a first-line treatment for

depression,? even though two-thirds of depressed patients don't respond well to them.?

In the U.S., a mental health crisis is underway, with so many people struggling with
depression and/or anxiety that there aren't even enough practicing psychiatrists to
handle it. To treat everyone affected, each of the 33,000 practicing psychiatrists in the

U.S. would have to see approximately 3,000 patients a year, which simply isn’t feasible.*
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It's being increasingly recognized that more is needed to resolve this complex condition,
including targeting the microbiota-gut-brain (MGB) axis, which plays a role in the
physiological and behavioral functions that are often affected in depression. It's known,
for instance, that your gut microbiota impacts brain function and depressive behavior,
while people with depression have been found to have altered gut microbiota

composition.®

For the first time, a randomized controlled trial has also demonstrated that high-dose
probiotic supplementation is beneficial for people with depression,¢ further highlighting

the importance of tending to your gut for optimal mental health.

Probiotics Benefit People With Depression

In a four-week study, 21 people receiving medical help for depression received
probiotics along with antidepressants, while 26 received a placebo containing maltose
along with an antidepressant. The probiotic supplement contained eight different

strains, amounting to a high daily dose of 900 billion colony forming units (CFUs).

“As there is still no clear evidence which specific bacteria improve depressive
symptoms,’ they explained, “we decided to use a probiotic supplement that is easily

accessible in drug stores and, thus, easy to implement in clinical practice.”

Stool samples, brain imaging and depression assessments were used to evaluate the
patients before, during and after the probiotics or placebo. An improvement in mood
was noted among all of the patients, but those in the probiotic group had significantly
greater improvements, along with an increased abundance of beneficial Lactobacillus in
their gut.?

Past studies have found that Lactobacillus rhamnosus supplementation during
pregnancy and postpartum led to significantly lower scores for depression and anxiety
in women during the postpartum period.° Lactobacillus has also been found to produce

the gamma aminobutyric acid (GABA) neurotransmitter, which inhibits excessive



neuronal firing, helping to induce a natural state of calm™ in animal studies,’" while also

reducing depression-related behavior.

The featured study also revealed an increase in grey matter volume in the people taking
probiotics, along with changes in brain activity. While people with depression tend to
perceive photos of neutral faces as negative, those taking probiotics were more likely to

view them as neutral.”® According to the study:'

“Our data imply that an add-on probiotic treatment ameliorates depressive
symptoms (HAM-D) along with changes in the gut microbiota and brain, which
highlights the role of the MGB axis in MDD and emphasizes the potential of
microbiota-related treatment approaches as accessible, pragmatic, and non-

stigmatizing therapies in MDD.”

How Beneficial Bacteria May Help Depression

The study revealed several mechanisms by which beneficial bacteria may be useful for
depression, including by altering gut microbiota with a favorable increase in
Lactobacillus. Certain Lactobacillus strains have been found to produce short-chain
fatty acids, including acetate, butyrate and propionate, which benefit health and play a
role in building the gut barrier, making it less permeable to disease-causing

microorganisms.’®

Increased levels of Lactobacillus may also reduce anxiety symptoms.’s Considering their
findings that the probiotics helped to shift the emotional reaction to neutral faces, the
researchers also suggested that probiotics “modify the negativity bias in emotional face
processing and meet the main requirement of a successful treatment in depression

defined by altering negative affective biases.”””

The primary information highway between your gut and your brain is your vagus nerve,
which connects the two organs. Your gut also communicates with your brain via the
endocrine system in the stress pathway (the hypothalamus, pituitary and adrenal axis)
and by producing mood-boosting neurotransmitters like serotonin, dopamine and



GABA, ¢ helping to explain why your gut health has such a significant impact on your

mental health.

Junk Food Linked to Depression in Children and Teens

The other major clue of the importance of your gut health to your mental health is the
powerful role that food plays in depression. Adolescents who eat a lot of processed
foods high in salt and low in potassium, such as fast foods, are more likely to have

symptoms of depression.™

It's possible that eating foods high in sodium and low in potassium may lead to
depression by negatively influencing neurotransmitters and neural function during a
time that is particularly vulnerable.

“Given the substantial brain development that occurs during adolescence, individuals in
this developmental period may be particularly vulnerable to the effects of diet on the
neural mechanisms underlying emotion regulation and depression,” researchers with the
University of Alabama at Birmingham wrote. In addition, poor diet could influence
depression by disturbing the gut microbiome, which could further influence brain

function.2°

Past studies have also confirmed the diet-depression link among children and teens.
When researchers systematically reviewed 12 studies involving children and
adolescents, an association was revealed between unhealthy diet and poorer mental
health, as well as between a good-quality diet and better mental health.?

The consumption of junk food has also been associated with psychiatric distress and
violent behaviors in children and adolescents, which includes worry, depression,
confusion, insomnia, anxiety, aggression and worthless feelings, as well as physical

fighting, being a victim and bullying.?

Your Eating Habits Play a Role in Depression



Adults, too, are more likely to be depressed if they eat an unhealthy diet. Research found
seniors who followed the DASH diet, which is low in sugar and high in fresh fruits and
vegetables, were 11% less likely to develop depression over the following six years,

whereas those following a standard Western diet had the highest rates of depression.?

In 2018, a systematic review and meta-analysis with a total of 101,950 participants also
found an association between a proinflammatory diet and risk of depression.?* People
who ate a proinflammatory diet were 1.4 times more likely to suffer from depression.?
“Thus, adopting an anti-inflammatory diet may be an effective intervention or
preventative means of reducing depression risk and symptoms,’ according to the
study.?

Sugar intake, a known inflammatory food, is also specifically linked to common mental
disorders and depression. Research published in 2002 also found a “highly significant

correlation between sugar consumption and the annual rate of depression.””

Meanwhile, if your diet is focused on ultraprocessed foods, it’s likely lacking in nutrients
that are essential for mental health, including vitamin B12. Researchers from Ordu
University in Turkey revealed that low vitamin B12 and vitamin D levels, along with
increased homocysteine, may play a role in depression among children and
adolescents.?

In their study of 89 children and adolescents with depression, along with 43 subjects
without depression to serve as controls, 11.23% of those with depression also had low

levels of folate.

Both vitamin B12 and folate have previously been described as antidepressant
nutrients.? Folate, found in dark leafy greens like spinach, avocados and other fresh
vegetables, is involved in your body’s production of mood-regulating neurotransmitters.
In one study, people who consumed the most folate had a lower risk of depression than

those who ate the least.2°

It's widely known that people with a vitamin B12 deficiency are at an increased risk of

depression,?' which could be, in part, due to resulting alterations in the level of DNA



methylation in the brain, leading to neurologic impairment.32

Vitamin B12 also helps regulate homocysteine levels, and increased homocysteine is
linked to B12 deficiency as well as depression. In one study, older adults with low levels

of vitamin B12 had a 51% increased risk of developing depression.3:

Eating Healthy Reduces Depression

While junk foods can mess with your mood, eating healthy whole foods can boost it.
Researchers from Macquarie University, Australia, studied 76 students between the
ages of 17 and 35 who followed a poor diet and had moderate to high levels of

depression symptoms.3435

One group of participants was asked to improve their diet by cutting back on refined
carbohydrates, sugar, processed meats and soft drinks, while eating more vegetables,
fruits, dairy products, nuts seeds, healthy fats and anti-inflammatory spices such as

turmeric and cinnamon.3¢

After only three weeks of healthier eating, those in the healthy diet group had significant
improvements in mood and their depression scores went into the normal range.
Likewise, the researchers noted, “Several systematic reviews and meta-analyses show a

relationship between diet quality and depression.

A meta-analysis showed that healthy diet regardless of pattern (e.g. Mediterranean,

vegetarian, Tuscan) was linearly associated with reduced incidence of depression.”?’

Fermented foods, which are naturally rich in probiotics, should also be consumed
regularly to support gut health and corresponding mental health. In addition,
researchers compiled a list of five key dietary recommendations for the prevention of
depression, based on current published evidence. The basic premise is to eat real food.

The five strategies include:

1. Follow “traditional” dietary patterns

2. Increase consumption of fruits, vegetables, nuts and seeds



3. Eat lots of foods rich in omega-3 fats
4. Replace unhealthy foods with wholesome nutritious foods

5. Limit your intake of processed foods, fast foods, commercial bakery goods and

sweets

Consider Magnesium Deficiency if You're Depressed

Approximately 50% of American adults are not getting the estimated average
requirement for magnesium (around 400 milligrams a day).3° Subclinical magnesium
deficiency is common and leads to numerous mental health issues, while symptoms of

magnesium deficiency may include depression, confusion and agitation.*

Individuals with depression are also known to have lower magnesium levels in the
blood,*" brain*z and cerebral spinal fluid.* Only magnesium L-threonate, as opposed to
magnesium chloride or magnesium gluconate, increases cerebrospinal fluid magnesium
levels and improves cognition in animal models,** while a randomized equivalent trial
found that oral magnesium supplementation was just as effective as an antidepressant

for improving mood.*

This suggests that boosting magnesium levels, particularly with the use of magnesium
L-threonate, may therefore have profound benefits on mood. In addition to tending to
your gut health via a healthy, whole foods diet rich in fermented foods — and possibly a
probiotic supplement — people with depression may also want to consider
supplementing with magnesium L-threonate — in an amount of 150 to 200 mg per day.

Sources and References

T National Institute of Mental Health, Major Depression

« 2UpToDate, Patient education: Depression treatment options for adults May 2022
« 35 Translational Psychiatry June 3, 2022, Intro

« 4 Stat News April 12, 2022

« ° Translational Psychiatry June 3, 2022

« 7 Translational Psychiatry June 3, 2022, Study intervention

« 813 |nverse, Why Scientists Think These Dietary Supplements May Help Treat Depression


https://www.nimh.nih.gov/health/statistics/major-depression
https://www.uptodate.com/contents/depression-treatment-options-for-adults-beyond-the-basics
https://www.nature.com/articles/s41398-022-01977-z
https://www.statnews.com/2022/04/12/health-care-needs-new-ways-to-create-more-psychiatrists-and-other-physicians/?utm_campaign=rss
https://www.nature.com/articles/s41398-022-01977-z
https://www.nature.com/articles/s41398-022-01977-z
https://www.inverse.com/mind-body/probiotics-help-treat-depression

° EBioMedicine. 2017 Oct;24:159-165. doi: 10.1016/j.ebiom.2017.09.013. Epub 2017 Sep 14
10 The Journal of Neuroscience May 1, 2013; 33(18):7770-7

11,12,16, 17 Translational Psychiatry June 3, 2022, Discussion

14 Translational Psychiatry June 3, 2022, Abstract

15 Inverse, The Science Behind Probiotics

18 The Atlantic June 24, 2015

19,20 physiological Reports August 23, 2019

21 Am J Public Health. 2014 October; 104(10): e31-e42

22 Nutrition. 2014 Nov-Dec;30(11-12):1391-7

23 Rush.edu, February 26, 2018

24,26 Clin Nutr. 2018 Nov 20

25 Neuroscience News December 18,2018

27 Depression & Anxiety October 30, 2002

28 Child Adolesc Ment Health. 2020 Nov;25(4):249-255. doi: 10.1111/camh.12387. Epub 2020 Apr 18
29 World J Psychology September 20, 2018; 8(3): 97-104

30 Journal of Affective Disorders, May 2012, Volume 138, Issue 3, Pages 473-478
31 Am J Psychiatry. 2002 Dec;159(12):2099-101

32 Oregon State University’s Linus Pauling Institute, Vitamin B12

33 Br J Nutr. 2021 Dec 13;1-22. doi: 10.1017/S0007114521004748

34 Science Daily October 9, 2019

35,37 PLoS ONE 14(10): €0222768. DOI: 10.1371/journal.pone.0222768

36 CNN October 9, 2019

38 Nutr Neurosci. 2017 Apr;20(3):161-171

39 Open Heart 2018;5:e000668

40 Br Med J 1967;2:195

41 Metab Brain Dis 2019;34:1493-503

42,43 Med Hypotheses 2010;74:649-60

44 Neuron 2010;65:165-77

45 Magnes Res 2008;21:218-23


https://pubmed.ncbi.nlm.nih.gov/28943228/
http://www.ncbi.nlm.nih.gov/pubmed/23637169
https://www.nature.com/articles/s41398-022-01977-z
https://www.nature.com/articles/s41398-022-01977-z
https://www.inverse.com/science/the-science-behind-probiotics-choosing-one-that-works
https://www.theatlantic.com/health/archive/2015/06/gut-bacteria-on-the-brain/395918/
https://physoc.onlinelibrary.wiley.com/doi/full/10.14814/phy2.14213
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4167107/
https://www.ncbi.nlm.nih.gov/pubmed/25280418
https://www.rush.edu/news/press-releases/dash-style-diet-associated-reduced-risk-depression
https://www.ncbi.nlm.nih.gov/pubmed/30502975
https://neurosciencenews.com/junk-food-depression-10365/
https://onlinelibrary.wiley.com/doi/abs/10.1002/da.10054
https://pubmed.ncbi.nlm.nih.gov/32304285/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6147775/
http://www.jad-journal.com/article/S0165-0327%2812%2900014-6/abstract
https://www.ncbi.nlm.nih.gov/pubmed/12450964
https://lpi.oregonstate.edu/mic/vitamins/vitamin-B12#depression-prevention
https://pubmed.ncbi.nlm.nih.gov/34895361/
https://www.sciencedaily.com/releases/2019/10/191009142858.htm
https://journals.plos.org/plosone/article?id=10.1371/journal.pone.0222768
https://www.cnn.com/2019/10/09/health/healthy-diet-improves-depression-wellness/index.html
https://www.ncbi.nlm.nih.gov/pubmed/26317148
https://openheart.bmj.com/content/5/1/e000668.long
https://www.bmj.com/content/2/5546/195.1?ijkey=51960cb7def12a719bd48e6f17b807b06d1dadea&keytype2=tf_ipsecsha
https://pubmed.ncbi.nlm.nih.gov/31292851/
https://www.sciencedirect.com/science/article/abs/pii/S0306987709007300
https://www.sciencedirect.com/science/article/pii/S0896627309010447
https://pubmed.ncbi.nlm.nih.gov/19271419/

