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DISCLAIMER

This report does not diagnose this or any other health conditions.
Please talk to a healthcare professional if this condition runs in
your family, you think you might have this condition, or you have
any concerns about your results.




ADORA2A (Anxiety) Gene Report How this works

How this works

Our Wellness Reports analyze how your DNA influences your health.
We then use this analysis to give you personalized risk estimates and recommendations.
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Similarly, our Trait Reports look at how your DNA ‘
influences your traits.

Your DNA is like an instruction manual — it contains a lot of information.
You can think of it as a blueprint for your body.

Genetic variants are parts of DNA that differ from person to person. Some can make you more vulnerable to certain health issues,
while others may influence traits such as eye color.

:=— TABLE OF CONTENTS PAGE 3 / 11 SKIP TO NEXT SECTION —>
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We use artificial intelligence and machine learning to analyze all this information. In total, we ana|yze up to 83
We then summarize your results as a risk score or display it on a gauge. million genetic variants.

When we give a risk score, the risk icon tells you if you are at a higher or lower
risk compared to other people:

PERCENTILE

™

Your risk is greater than 15% of the population
and lower than 85% of the population.

LOwW HIGH VERY HIGH

Genotype color info: AA You don't have any risk alleles You have 1risk allele AA You have 2 risk alleles

Your risk is also displayed as a percentile. This will tell you how your risks compare to our sample population. The lower your
percentile number, the lower your risk. The "50th percentile" would be an average risk.

Similarly, the gauge tells you your relative risk score compared to our sample population, or it indicates a specific trait or haplotype
you are more likely to have based on your genetic variants.

When applicable, we also list top evidence-based recommendations that may help lower your risk. The focus is on
recommendations that may be of benefit to you, based on your genetics.

Our recommendations come in four categories: lifestyle, diet, supplements and drugs.
The following icons tell you which category a recommendation falls into:
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DIETARY LIFESTYLE SUPPLEMENT DRUG

Our team of scientists also ranks each recommendation.
We rank based on impact and the strength of evidence in the medical literature.

Impact shows how strongly a recommendation will affect your health in a certain area.
Evidence is how much scientific support there is for the recommendation. Rankings are from 1to 5 (low to high):

IMPACT EVIDENCE

X X ) 3/5 Y X X ) 4/5
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Impact

How this works

Impact scores range from 1-5. These scores reflect how much of an effect each recommendation can have. An impact score of 5

predicts the biggest effect.

When a recommendation affects something we can measure, we use those measurements to assign the impact score. For example,

a recommendation that decreases cholesterol by 20% will have a higher impact score than one that decreases it by 5%.

Some recommendations affect things that we cannot directly measure, like stress or mood. For these, the impact score is based on

how well they work relative to other recommendations and standard treatments. The best ones get the highest scores.

If there is a lot of research that shows a recommendation works especially well for your genotype, the impact score gets increased.

Recommendation Evidence

oeoeee 5/5

Recommendations that are considered effective and generally
recommended by experts and medical bodies.

( X X X 4/5

Recommendations that are considered likely effective and that
have multiple independent meta-analyses and a great many
studies supporting them.

oo 3/5

Recommendations that are considered possibly effective and
have many studies supporting them

oe 2/5

Recommendations that have insufficient evidence, with two or
several clinical trials supporting them, or many studies but with
ambiguous results.

- 1/5

Recommendations that have insufficient evidence, with a single
clinical trial, or with many studies most of which didn’t find
support for the recommendation.

0/5

No evidence in humans.
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Genotype-specific Evidence

eeeee® High-quality

Direct evidence that a recommendation helps more in people
with your gene variant (many clinical trials, afew large clinical
trials, or a meta-analysis).

' X X X ) Medium-quality

Direct evidence that a recommendation helps more in people
with your gene variant (a few clinical trials or one large clinical
trial).

oo Low-quality

Direct evidence that a recommendation helps more in people
with your gene variant (a single clinical trial or more trials with
inconsistent results).

o e Indirect

A recommendation may help more in people with your gene
variant because it targets a specific gene or protein affected by
your variant (e.g., MTHFR, dopamine).

() In theory

A recommendation may help more in people with your gene
variant because it targets a specific mechanism affected by
your variant (e.g., inflammation, oxidative stress).
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Some things to keep in mind:

Genetics doesn’t play a considerable role in a condition or a trait.

There is not enough research available to estimate a genetic predisposition.

There are technical limitations to estimating or presenting a genetic predisposition.

The topic is sensitive, and a genetic predisposition should only be estimated and presented by a healthcare professional.
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Introduction

The ADORAZA gene encodes the adenosine A2A receptor. These receptors are mainly located in the brain area where dopamine is
produced [R, R].

Adenosine accumulates in the evening and promotes calmness and sleepiness. Also, when adenosine binds to the A2A receptor,

dopamine increases. As a result, an active ADORAZA gene results in higher dopamine production, which has a calming effect. On
the other hand, less adenosine means more wakefulness, but this may also promote anxiety [R, R].

Caffeine works by blocking the adenosine receptor. Then adenosine can’t work on your brain, and you feel more awake. However,
this may also cause anxiety due to the lack of dopamine [R, R, R].
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https://selfdecode.com/app/gene/ADORA2A
https://selfhacked.com/blog/dopamine/
https://www.intechopen.com/books/anxiety-disorders/adenosine-signaling-in-anxiety
https://pubmed.ncbi.nlm.nih.gov/30511252/
https://selfhacked.com/blog/adenosine-health-effects/
https://pubmed.ncbi.nlm.nih.gov/16055058/
https://pubmed.ncbi.nlm.nih.gov/18305461/#:~:text=Caffeine-induced%20anxiety%20(VAS),in%20the%20majority%20of%20subjects
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC6947650/
https://pubmed.ncbi.nlm.nih.gov/16055058/
https://pubmed.ncbi.nlm.nih.gov/18305461/#:~:text=Caffeine-induced%20anxiety%20(VAS),in%20the%20majority%20of%20subjects
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ADORA2A
Variants and
Anxiety

Some ADORAZA gene variants may reduce the number of Likely typical ADORA2A activity based on the

adenosine receptors. Lower adenosine activity promotes . .
P yp genetic variants we looked at

wakefulness but may also promote anxiety [R, R].

The main one is rs5751876-T, linked to anxiety and panic

disorder. Caffeine may make people with this variant even

. OF USERS SHARE THE SAME SCORE
more anxious. Women tend to be affected more strongly
than men [R, R, R, R].

You have the same genetic predisposition as

Another important variant is rs2298383-C, linked to 47% of our users.
anxiety, depression, and sleep disturbances [R, R, R].

Your top variants that most likely

These two variants are almost always inherited together, . . . o
impact your genetic predisposition:

meaning you will likely have either none or both.

Interestingly, rs2298383 could be the one causing a GENE SNP GENOTYPE
change in adenosine receptors, even though the research ADORAZA (5751876
has mainly focused on rs5751876 [R]. ADORAZA <2208383

The number of "risk" variants in this table doesn't necessarily reflect your overall result.

Two more ADORAZ2A variants potentially linked to anxiety
are rs3761422 and rs5751862, but this link is not well
established [R].
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https://pubmed.ncbi.nlm.nih.gov/30511252/
https://pubmed.ncbi.nlm.nih.gov/20334879/
https://selfdecode.com/app/snp/rs5751876
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2745641/
https://pubmed.ncbi.nlm.nih.gov/22940476/
https://pubmed.ncbi.nlm.nih.gov/22012471/
https://www.nealelab.is/uk-biobank
https://selfdecode.com/app/snp/rs2298383
https://pubmed.ncbi.nlm.nih.gov/30511252/
https://pubmed.ncbi.nlm.nih.gov/20334879/
https://www.nealelab.is/uk-biobank
https://pubmed.ncbi.nlm.nih.gov/20334879/
https://selfdecode.com/app/snp/rs3761422
https://selfdecode.com/app/snp/rs5751862
https://pubmed.ncbi.nlm.nih.gov/20334879/
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Your Recommendations

Your recommendations are prioritized according to the likelihood of it having an impact for you based on your genetics,
along with the amount of scientific evidence supporting the recommendation.

You'll likely find common healthy recommendations at the top of the list because they are often the most impactful and
most researched.

1 Limit Caffeine Intake
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IMPACT EVIDENCE

&4  Limit Caffeine Intake come 4/5 ceces 5/s

How to implement

Limit your caffeine consumption to less than 200 milligrams per day, equivalent to about two 6-ounce cups of coffee. Aim to avoid caffeine-containing foods and
beverages such as tea, chocolate, and some soft drinks, especially in the late afternoon and evening to minimize sleep disturbances.

Description

Although caffeine is the world's most popular stimulant, some people choose to limit or avoid it due to potential adverse effects on their sleep, mood, or blood

pressure.

How it helps

Caffeine can worsen anxiety, especially in sensitive people. People who consume over 1000 mg of caffeine per week (143 mg per day) are more likely to be
anxious. That would include anyone who drinks 2+ cups of coffee, 4+ cups of black tea, or 4+ cans of cola per day [R, R, R].

Caffeine can reduce the levels of GABA, a mind-calming chemical. People who consume a lot of caffeine might have a stronger reaction to stressful situations
[R, R].
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https://www.mayoclinic.org/diseases-conditions/anxiety/diagnosis-treatment/drc-20350967
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4668773/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC4826990/
https://selfhacked.com/blog/gaba/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC7132598/
https://www.ncbi.nlm.nih.gov/pmc/articles/PMC2257871/
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Next Steps

Remember, your genes only tell one important part of your health story!

Now that you've seen your DNA-based results for this health topic, let's take a look at other contributing factors.

Your lab results

Your lab results are impacted by the combined effect of your genes, environment and lifestyle.

Lab tests will give you the best picture of your current health status, while your genes provide insight into your health
predispositions and which recommendations are best for you.
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