
Medications 
and The ECS



One of the most fascinating aspects

A number of medications affect the ECS 
as their method of doing what they do

We spend out time trying to find 
alternatives to meds

Understanding how they work can help 
you decide the best approach



ECS
We have CB1 and CB2 receptors

We also make two endocannabionoids
– anandamide (AEA) and                                          
2-arachidonoylglycerol (2-AG) which 
activate CB1 and CB2

When  looking at medications that 
affect the ECS – need to understand  
what they can affect with regard to the 
ECS

There four considerations



Meds
1. Do they upregulate CB1?

2. Do the upregulate CB2?

3. Do they inhibit the enzyme that 
breaks down anandamide (FAAH)?

4. Do they inhibit the enzyme that 
breaks down                                               
2-arachidonoylglycerol? (MAGL) 
and to a lesser extent β-hydrolase-6 
(ABHD-6), cyclooxygenase 2 (COX2), 
and FAAH



NSAIDs
Includes aspirin, ibuprophen, naproxen, 
anaprox

Block  Cox 2 and Cox 1 enzymes which block 
AA from converting to inflammatory 
prostaglandins (PG-2)

NSAIDS block the metabolism of the AEA and 
2-AG into other prostaglandins PG-EA and PG-
EG

May enhance ECBs, phytocannabionoids and 
synthetic cannabionoids and inhibit FAAH



Acetominophen

Enhances the effects of 
endocannabinoids

Blocks activity of FAAH

Not known why it does not cause any 
“cannabis” like effects

May also activate Cox1 and Cox2 
(which it’s not suppose to do and may 
cause intestinal and stomach issues)



Glucocorticoids
Glucocorticoids receptors (GRs) 
overlap with CBs in the nervous system 
and work together

Enhances the activity of the 
endocannabinoids

“Corticoidsteroid mania” occurs with 
excess and means  that cannabis-like 
effects can occur

Chronic use can downregulate the ECS 
which also happens with chronic stress



Opiates
Acute opiate use enhances the activity 
of endocannibinoids, 
phytocannabinoids and synthetic 
cannabinoids

Endorphins are endogenous opioids

Both enhance the effects of cannabis

Chronic use of opiates can harm the 
ECS – making them less effective and 
could be contributing to increased use 
and amount



Anti-Depressants
Serotonin selective uptake inhibitors 
(SSRIs), tricyclic antidepressants (TCAs) 
and monoamine oxidase inhibitors 
(MAOIs)

All three appear to upregulate CB1 in 
some areas of the brain

Hippocampus and hypothalamus are 
often included in the brain areas 
affected

It’s not definitive



Anti-Psychotic Drugs
Haloperidol and chlorpromazine (thorazine), 
risperidone, olanzapine, clozapine, and 
aripiprazole

Seem to upregulate CB1 expression 

In human clinical studies, antipsychotic drugs do 
not affect THC-induced “high” but dampen 
dysphoria and worsen verbal recall and 
distractibility

Cannabis has mixed reviews when combined with 
antipsychotic drugs – reduce effectiveness with 
some 

May have antipsychotic properties



Anxiolytics, Sedatives, and Anesthetics
Less studied

Diazepam appears to elevate 
endocannibinoids

Diazepam with an FAAH inhibitor 
increase anticonvulsant effects

Some anesthesia medications show 
similar effects as THC

Cannabis users need to be careful 
using these drugs



Why Is This Important?
We need to be aware of natural 
remedies that do the same thing as 
the meds for the ECS

This can improve the function and 
lessen the need so be aware

Unlikely something natural other than 
cannabis may be able to replace a med 
1-1

But we’re creating a bigger picture



Drugs

Long term use of medication can make 
receptors less “receptive”

This means that other natural 
substance will not work like they might 
have prior to medication use

Just like insulin resistance – a period of 
time with proper nutrients need to 
occur before the true picture is known



Questions To Consider
How long have they been on the medication?

What natural foods or supplements can 
support the ECS in a similar fashion?

Can adding the natural substances help wean 
them down to a lower dose or off the 
medication?

If off the medications, what natural substances 
can help the ECS now (do what the meds did or 
encourage CB1, CB2, anandamide and 2-AG?



Vitamin, minerals, EFA and gut health 
work (probiotics)

Look for specialty formulas for ECS –
they exist

Build a smart solid protocol 

Don’t overthink it

Make it livable

It’s going to take 1-2 years minimally  
depending on how long the meds were 
used



Some people may respond sooner

Age is a factor

Overall nutrition and lifestyle is a 
factor

The question is going to: How badly 
does the person want to find a 
solution

This is what is needed to stay the 
course – we don’t know how resilient 
the ECS is



Is Cannabis A Better Option

Some drugs could be replaced with 
cannabis for some people

Is this a better option?

Edibles would be the healthy option

CBD and hemp extract oil are also 
good options

Don’t forget the “entourage effect” of 
cannabis and hemp


