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 A Novel New Drug In the Management of 
Pedal Inflammatory Pain Syndromes.  

Numerous studies published in respected 
journals are coming out with positive 
findings for this drug – reminds us of the 
early studies of off label use of gabapentin 
before the drug was in vogue. 



Outline of This Presentation 

Usage 
 Pharmacology 
 Side affects and contraindications 
 Protocols for prescribing 
Case reports  

 



Current Classes of Of Drugs Used 
to Treat Certain Types of Pain 

Opioids to treat all pain 
 Aspirin related drugs – NSAIDS and 

Acetaminophen – generalized pain but not 
neuropathic pain 

 Anticonvulsants (Gapapentin, Pregabalin) 
– neuropathic  

 Antidepressants   (Amitriptyline – SSI 
inhibitors such as Duloxitine) – mainly 
neuropathic  

New kid on the block – medical marijuana  
 



An Exciting New Class of Pain 
Meds 

Glial Moderators  
 Low Dosage Naltrexone and low dosage 

Nalexone are two such drugs. 
 LD Naltrexone is absorbed orally better 

than Nalexone  



What are Microglia Cells? 

Central nervous system immune cells that 
are activated by various triggers 

When activated microglia produce 
inflammatory and excitatory factors that 
lead to sickness 



Glial cells  



Symptoms Of Excited Microglia 

 Fatigue 
Cognitive disruption 
 Sleep disorders 
Neuropathic pain 
 Sleep Disorders  
Malaise 



Paper Published in Brain,  
Behavior and  Immunity -2009 

 “Spinal cord histopathological 
 alterations in a patient with longstanding 
complex regional pain syndrome” -By 
Del Valle et al – Showed that in a 
postmortem CRPS patient, there was 
activation of glial cells and astrocytes 
along the entire spinal cord 

 



Conditions Where These 
Symptoms Appear  

Complex Regional Pain Syndrome 
 Fibromyalgia 
Crohn’s Disease  
 Pain associated with Multiple Sclerosis  

 



What Does Low Dosage 
Naltrexone Do? 

What is the mechanism of action? 
 It binds to Toll – Like Receptor 4 on the 

Microglia and acts as an antagonist 
causing attenuation. 

Naltrexone is also an opioid antagonist but 
research has shown that it’s 
antiinflammatory affect is not related to its 
opioid antagonist affects.  



Hormetic Principle  

Most drugs follow a linear dose-effect 
curve ( example: antibiotics, gabapentin 
etc.)  

Hormetic principle: certain 
pharmacological substances exert 
different pharmacodynamic effects in 
relationship to the applied quantity.  



Example  
 Naltrexone at 50 mg is an excellent opioid 

antagonist. At 1 to 4.5 mgs which is 
approximately one tenth of 50 mg it acts as a 
neuro antinflammatory agent.  

 It ceases to do this if the drug is taken above 4.5 
mgs.  

 Kayser Besser and Guilbaud in 1987 reported 
an in vitro study where they showed that opioids 
given in the one tenth the dosage had a 
hyperalgesic effect on rats. 
 



Another Interesting Pearl 

 LD Naltrexone was more effective in 
easing pain in fibromyalgia patients if their 
sed rates were higher.  

 The higher the sed rate, the more effective 
Not shown to be so in other ailments, at 

this point in time.  



Do Not Confuse the Hormetic 
Principle with Homeopathy 

Drugs such as Naltraxone are 
physiologically present and active at micro 
dosages. Naltrexone even at 4.5 still 
retains some of its opioid antagonism.  

Homeopathic “drugs” do not have any 
active ingredients present  



How Do We Use These Drugs 
in Podiatry 

 LDN is part of our armamentarium, not as 
a stand alone drug. 

Can be given in addition to Pregabalin or 
Gabapentin when these are not enough.  



Drug Dev Res. 2017 Ultra-Low Doses of 
Naltrexone Enhance the Antiallodynic 
Effect of Pregabalin or Gabapentin in 
Neuropathic Rats. 

 Pineda-Farias JB1, Caram-Salas 
NL2, Salinas-Abarca AB1, Ocampo 
J3, Granados-Soto V1. 
 

 These findings are duplicated in humans.  

https://www.ncbi.nlm.nih.gov/pubmed/28868795
https://www.ncbi.nlm.nih.gov/pubmed/?term=Pineda-Farias JB[Author]&cauthor=true&cauthor_uid=28868795
https://www.ncbi.nlm.nih.gov/pubmed/?term=Caram-Salas NL[Author]&cauthor=true&cauthor_uid=28868795
https://www.ncbi.nlm.nih.gov/pubmed/?term=Caram-Salas NL[Author]&cauthor=true&cauthor_uid=28868795
https://www.ncbi.nlm.nih.gov/pubmed/?term=Salinas-Abarca AB[Author]&cauthor=true&cauthor_uid=28868795
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ocampo J[Author]&cauthor=true&cauthor_uid=28868795
https://www.ncbi.nlm.nih.gov/pubmed/?term=Ocampo J[Author]&cauthor=true&cauthor_uid=28868795
https://www.ncbi.nlm.nih.gov/pubmed/?term=Granados-Soto V[Author]&cauthor=true&cauthor_uid=28868795


Other Pertinent Facts 

Off label use  
Only available from compounding 

pharmacies 
 The FDA approved use is a 50 mg pill 

used as an opioid antagonist. The dosage 
used to treat neuropathic pain is no more 
than 4.5 mg  



A Note About Off Label Use 

Drugs are approved by the FDA for both 
safety and specificity. Example: 
Gabapentin was originally approved for 
seizures and later expanded to treat pain 
associated with Shingles.  

 If a drug is ruled safe, a doctor can legally 
prescribe it for another condition but the 
manufacturers cannot market it or 
advertise for off label usage.  



Possible Adverse Effects   

 Insomnia if taken before bedtime 
 Vivid Dreams 
 Possible headaches 
 Possible anxiety which might be attributed 

to opioid withdrawal of endogenous 
opioids. 

High dosages have many more potential 
side effects.   



Biggest Problem With LD 
Naltrexone 

 Some patients will take more than 4.5 mg 
thinking that “more is better. It essentially 
turns off any benefit. (hormetic effect) 

Use a compounding pharmacy rather than 
ask a patient to break up a 50 mg tablet on 
his or her own. Why should we not give a 
patient a 50 mg pill with pill breaking 
device??? 



Possible contraindication 

Giving it to a patient who is already taking 
opioids for pain  

Could cause opioid withdrawal hence 
unless you are expert in managing opioid 
withdrawal send the patient to someone 
who does have this training.  



Dosages 

 Since this is off label, there are no set 
dosages however the studies have shown 
that it works between within the window of 
1 mg  to 4.5 mgs daily.  



Our Protocol 

 2 mgs daily for the first week 
 3 mgs daily for the second week 
 4.5 mgs daily, permanently. 
Caution the patient to never go above the 

4.5 daily dosage or risk turning off any 
benefits of the drug.   



Case Histories 

 



Case One  

 A sixty five year old patient presented with 
a history CRPS diagnosed by his 
neurologist.  

 Symptoms – shooting pains in the right 
foot, difficulty sleeping, beginnings of 
clinical depression and temperature 
changes in the foot. 

Medications used included, Cymbalta, 
Gabapentin and Clonezepan for sleep 



Case one Continued  

He rated his pain on a one to ten scale as 
being a six.  

We placed him on LD Naltrexone starting 
at 2 mg for a week, 3 mg for a week and 
then 4.5 daily.  

He reported that for the first month of 
being on 4.5 daily his pain went from a six 
to a one. This did not stay and he feels 
that it is now a level four and wants to 
continue using the medication  



Case Two  

 32 year old male. Complex Regional Pain 
Syndrome. Under the care of several 
neurologists.  

 Symptoms: Drop foot left treated with a 
Richie Brace. Severe pain in the left ff and 
edema, color changes, insomnia. No signs 
of clinical depression.  

Medications: Lyrica, Amitriptiline, Medical 
Marijuana, topical lidocaine patches  



Case TWO Continued 

 In office therapy consisted of interferential 
therapy for the pain and edema.  

 Pain rated prior to LD Naltrexone – 8 on a 
one to ten scale 

 After being on 4.5 mgs of LD Naltrexone 
his pain is now consistent at 6 and the 
patient is happy with the results and has 
continued to refill the medication.  



Case Three 
 51 year old female with a 28 year history of 

diabetes with developed during pregnancy 
 Pt not able to attain glucose control even with 

oral and injectable medications  
 She also has Hashimotos Thyroiditis  
 Presenting symptoms : Severe burning in both 

feet. Pt was offered Lyrica and Gabaptentin and 
did not want to take these drugs.  



Case Three Continued  

We placed her on LD Naltrexone and she 
was at 4.5 mg daily beginning  April 4, 
2018 

On October 23, 2018 she presented again 
for treatment of an ankle sprain.  

 She told me her neuropathic symptoms 
totally abated and her blood glucose levels 
and Hemaglobin A1C for the first time in 
28 years is normal.  
 



Note About Case Three 

Until further research is done, do not 
prescribe this as a first line in the 
management of hyperglycemia . 



What These Cases Mean 

 LD Naltrexone will reduce pain but not 
eliminate it  

 Patients with CRPS are happy with the 
results.  



Does This Work for Every Case 
of Painful Neuropathy 

No 



What The Future Holds 

 There are studies being conducted all over 
the world testing LD naltrexone for 
numerous conditions.  

My gut feeling is that there will be other 
glial moderating drugs what will be 
developed and marketed. 

 LD Naltrexone might also be taken over by 
a drug company and marketed directly if 
they get FDA approval.  



Big Unanswered Question 

Why does it stop working in high doses? 
 There are many theories and one is that 

high doses interfere with endogenous 
opioids  

 There are other theories but no general 
consensus  



Summary  

 Low Dosage Naltrexone is a glial 
moderator 

 It is part of but not the total package in the 
pharmaceutical management of painful 
neuropathic disorders such CRPS  

 It should be administered with caution to 
patients taking opioids for their pain 

 Further research will open new avenues 
for its usage as well new glial moderators  
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