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History of Naltrexone

» Naltrexone is a mu-opioid receptor antagonist with a long half-life compared with
naloxone.

» Both of these drugs, along with others, were developed with the intention of
reversing the effects of opioid abuse or toxicity.

» Evidence has also shown that naltrexone has a benefit in preventing relapse by
reducing opioid cravings and reducing symptoms of opioid withdrawal. The benefits of
this drug were not only shown with opioid abuse.

» In 1984 this drug was also approved for alcohol abuse. Naltrexone has been proven
to decrease alcohol relapse by decreasing the craving.

» Apart from these approved indications for the use of naltrexone, with time, it has
been seen that this drug has a benefit in treating chronic pain.




Introduction
to Low Dose

Naltrexone
(LDN)

LDN is a low dose (1-5 mg)
formulation of Naltrexone,
traditionally used to treat opioid
addiction at higher doses (50 mg).

Emerging Use: LDN is being explored
for its effectiveness in treating
chronic pain, particularly for
conditions where inflammation and
immune dysfunction are central



How Low Dose
Naltrexone Works

. Mechanism:

. Opioid Receptor Blockade: LDN
temporarily blocks opioid receptors,
triggering the brain to produce more
endorphins and enkephalins.

. Endorphin and Enkephalin Release:
This rebound effect helps to manage pain
and promote a sense of well-being.

. Anti-inflammatory Effects: By enhancing
immune regulation, LDN also reduces
inflammation associated with chronic pain
conditions.




Conditions Treated with LDN for Pain

Other Potential Uses:

Chronic Pain Conditions:

e Fibromyalgia » Cancer pain (as part of
» Multiple Sclerosis (MS) integrative care)
» Complex Regional Pain » Neuropathic pain

Syndrome (CRPS)
« Rheumatoid Arthritis

e Crohn’s Disease and other
autoimmune conditions




Benefits of Low Dose Naltrexone for Pain
Management

Non-addictive: Unlike traditional painkillers (e.g., opioids), LDN does not
carry a risk of addiction.

Minimal Side Effects: LDN is generally well-tolerated with few side
effects, making it a safe alternative for long-term pain management.

Improved Quality of Life: By reducing pain and inflammation, patients
experience improved mobility, sleep, and emotional well-being.

Improved Immune Function: LDN’s immune-modulating properties can
also benefit patients with autoimmune diseases.




Key Research Studies on LDN for Pain
Management

Study 1: Fibromyalgia (2013) Authors: Younger J, et al. Journal: The Journal of Pain

« Findings: A randomized controlled trial demonstrated that LDN significantly reduced pain and improved quality of life in
fibromyalgia patients.
» Conclusion: LDN may be an effective treatment for fibromyalgia, offering relief without the risks of opioid medications.

Study 2: Multiple Sclerosis (2014) Authors: Zagon, et al. Journal: The Journal of
Neuroimmunology

« Findings: The study highlighted that LDN reduced spasticity and pain in MS patients by modulating immune responses.
» Conclusion: LDN may help manage the chronic pain and spasticity associated with MS.

Study 3: Complex Regional Pain Syndrome (2017) Authors: Amato, et al. Journal: Pain

Medicine

« Findings: A clinical trial showed that LDN provided significant pain relief and improved function in CRPS patients.
» Conclusion: LDN may serve as an alternative or adjunctive treatment for CRPS, offering pain reduction without the side
effects of opioids.




Key Research Studies on LDN for Pain
Management (Continued)

Study 4: Systematic Review of LDN in Pain Management (2021) Authors: Lutz, et
al. Journal: Frontiers in Pharmacology

o Findings: A systematic review concluded that LDN holds promise in treating a variety of
chronic pain conditions, particularly those related to inflammation and immune
dysregulation.

o Conclusion: LDN has potential as a safe, non-addictive treatment for chronic pain
management, though further studies are necessary for broader application.

Additional Findings:

» LDN for Cancer Pain: Some preliminary studies suggest LDN's role in adjunctive pain
relief for cancer patients undergoing conventional treatments, as it may help reduce
opioid use




Dosage and

Administration

Typical Starting Dose: 1 mg to 3 mg per day.

Titration: Gradually increase the dose up to 4.5 mg daily,
depending on patient tolerance and response.

Administration: Taken in the evening before bedtime to minimize
potential insomnia-related side effects.

Compounded Form: LDN is typically compounded by a
pharmacist, as it is not commercially available in these lower
doses. Can be costly and barrier to starting therapy in patients.



Potential Side Effects

Sleep disturbances (vivid dreams, mild insomnia)
Common S]de Effects ‘Gastrointestinal discomfort (nausea, bloating)

Headaches or dizziness

Tolerance: Most side effects are mild and transient,
subsiding as the body adjusts to the medication.

Rare Side Effects: Less frequently, some patients may
experience irritability or mood changes.




Practical Considerations for
Clinicians

Patient Selection: LDN may be suitable for patients with
chronic pain conditions where inflammation plays a key role
(e.g., fibromyalgia, MS, CRPS).

Monitoring: Close monitoring during titration is necessary
to manage side effects and optimize the dose.

Combination with Other Therapies: LDN can
complement other pain management strategies, including
physical therapy, lifestyle interventions, and non-opioid
medications.




Practical Considerations for
Clinicians

Patient Selection: LDN may be suitable for patients with
chronic pain conditions where inflammation plays a key role
(e.g., fibromyalgia, MS, CRPS).

Monitoring: Close monitoring during titration is necessary
to manage side effects and optimize the dose.

Combination with Other Therapies: LDN can
complement other pain management strategies, including
physical therapy, lifestyle interventions, and non-opioid
medications.




Case Studies
and Clinical
Observations

Case Study 1: A 63-year-old female with

fibromyalgia experienced a 40% reduction
in pain and improved sleep quality after 3

months of LDN therapy. Had been treated
previously in years past with Tramadol.

Case Study 2: A 42-year-old male with
CRPS saw reduced pain intensity and
Increased limb mobility following LDN
treatment.

Anecdotal Evidence: Many patients report
improved quality of life and reduced
reliance on traditional pain medications.



Conclusion: Low Dose Naltrexone is a promising, non-
addictive therapy for chronic pain management, especially in
conditions with an inflammatory or autoimmune component.

Conclusion

Future Directions: More large-scale, randomized controlled
trials are needed to validate LDN's long-term effectiveness
and safety.

and Future
Directions

Call to Action: Clinicians should consider LDN as part of a
comprehensive pain management plan, particularly for
patients seeking non-opioid alternatives.
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