LLDN 2026 Patient Guide

Naltrexone has been commonly used at daily doses of 50-300mg since it was first licensed in 1984. Nal-
trexone has been used in lower doses to treat multiple diseases since 1988. Naltrexone is considered
“standard dose” when given in daily amounts of 25mg or more and low dose when the daily dose is less
than or equal to 12mg. When prescribed in standard dose, Naltrexone acts primarily to block opiate recep-

tors and as such is used mainly in addictions. When used in low doses, it is anti-inflammatory and immuno

-modulatory.

Formal Disclaimer

This pamphlet is designed to guide patients and
enable them to make an informed choice about
treatment. It does not replace the need for clinical
involvement and the LDN Research Trust will not
support patients who obtain LDN without a
prescriber’s order.

Mechanisms of Action

When used in a lower dose Naltrexone has
Immunomodulatory, opiate blocking and
antitumor effects and multiple Phase I and II trials
have shown efficacy.

Improves the immune system response

Creates an increase in the production of
endorphins, which should result in a reduction of
painful symptoms and an increased sense of
wellbeing.

Increased levels of endorphins should be expected
to stimulate the immune system, promoting an
increase in the number of T lymphocytes.

This effect was observed in Dr Bihari’s research.
This increase in T-cell numbers apparently
restores a more normal balance of the T-cells such
that the effects of the disease process are
significantly reduced. It may also act directly on
these immune cells to stimulate or restore normal
function.

Attenuate Toll-Like Receptors (TLRs), which
directly interact with components of the immune
system. TLRs (especially TLR-4) are bound by
microbial pathogens such as bacteria and viruses
(including COVID) to cause infection and severe
illness.

Cancer

Intermittent Dosing with LDN causes increased
cell death and increases cell sensitivity to
chemotherapy agents. Cells treated with LDN
upregulate genes that are responsible for cell death
(BAD and BIK1). Tumor cells pre-treated with
intermittent LDN dosing are far more likely to be
killed by chemotherapy drugs. LDN seems to have
a direct cytotoxic effect on cancer cells, viaa P13
kinase, cyclin P21 and downstream G-Protein
coupled receptor routes.

. Opiate Blockade for short period (4-6 hours)

. Levo Naltrexone molecule binds to opiate
receptors

. Causes rebound increased endorphin release.

. Increases sensitivity of existing opiate/

endorphin receptors.

. More Opiate receptors are formed to capture
endorphins.

Which Diseases Are Being Treated with LDN?

This list is not exhaustive and patients are directed
to the LDN Research Trust website for more
information www.ldnresearchtrust.org/conditions

Adenomyosis

Ankylosing Spondylitis

Anxiety and Depression

Asthma

Autoimmune Hepatitis

CFS/ME

Complex Regional Pain Syndrome (CRPS)
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Chronic Viral Infections
Cancer (All Forms of Cancer)

COVID/Long-Covid/Post-Acute Sequelae of
COVID-19 (PASC)

Diabetes Type |

Dysautonomia (POTS)/ Hypermobility Spectrum
Disorders (HSD) / Hypermobile Ehlers-Danlos

Syndrome (hEDS)
Endometriosis

Graves’ Disease
Hailey-Hailey Disease
Hashimoto’s Thyroiditis
Infertility

Inflammatory Bowel Disease (Crohn’s Disease/

Ulcerative Colitis)

Lyme Disease and coinfections

Mast Cell Activation Syndrome (MCAS)
Mixed Connective Tissue Diseases
Multiple Sclerosis

Nerve Pain (Neuropathic conditions)
PANDAS PANS

Parkinson’s Disease

PCOS (Polycystic Ovarian Syndrome)
PMDD (Premenstrual Dysphoric Disorder)
Pre-eclampsia

Pseudoseizures

Psoriasis

PTSD

Pulmonary Fibrosis

Recurrent Miscarriage

Refractory Uremic Pruritis (severe itching) in
End-Stage Renal Disease (ESKD)
Rheumatoid Arthritis

Scleroderma

Tourette’s Syndrome

Trigeminal Neuralgia

Autoimmune Vasculitic Conditions
Vitiligo

How to Obtain LDN

Not all medical professionals are aware of LDN and
its potential benefits and not all are prepared to
prescribe LDN. It does help to have a knowledgeable
LDN prescriber working with you. The LDN
Research Trust has a list of LDN Prescribers in the
US and across the world, which can be found here:
(www.ldnresearchtrust.org/LDN-Prescribers).

The LDN Research Trust works hard to maintain a
support network for prescribers in many countries
through the regular conferences and media events.
LDN is not generally covered by insurance plans but
is an affordable prescription through your local
compounding pharmacy (https://ldnresearchtrust.org/
ldn-pharmacists).

How To Use

Read this leaflet before you use this medicine, it
includes information that might be especially
important for you. Keep this leaflet you may need it
again. Ask your pharmacist or doctor for more
advice if you need it. LDN comes in several forms:
tablets, capsules, liquid, sublingual drops, troches,
lozenges, and as a cream.

Consult your doctor prior to using this medication if
you are currently taking long-acting opiate
medicines like codeine, tramadol, morphine, fentanyl
or oxycodone.

Do not use this medicine if you are pregnant or
breastfeeding without informing your doctor.

Dosing Options for LDN

For many conditions, your prescriber will usually
start treatment at a low dose and increase gradually
over a period of weeks until you are stable at your
goal dose. Starting dose can vary from 0.5 mg to 1.5
mg and is often increased up to 4.5 mg. You may
have a lower or higher dose goal with your
prescribing clinician. You may be instructed to take
multiple smaller doses on a daily basis for certain
medical conditions, such as for mental health
conditions (See Mental Health Guide). Higher,



standard doses of 50mg or more may be required
for TBI (Traumatic Brain Injury) patients until
they are stabilized before transitioning to chronic
daily low doses of naltrexone.

Additionally, for MCAS/Hypermobility Spectrum
or EDS patients with chronic pain, some
clinicians are following a protocol to use
extremely low doses multiple times (up to 4
times) per day to find a patient’s individual MED
— Maximally Effective Dose. This starts at 0.1mg
and increases every couple of days, combining
doses as needed. The MED in the Marcus chronic
pain study ranged from 0.1 to 6mg. (Norman J.
Marcus et al.).

Some MCAS (mast cell activation syndrome
patients or those with conditions aggravated by
baseline mast cell activity (e.g. interstitial
cystitis), have often found higher doses, or twice
daily dosing totally at least 8mg. The same goes
for allergy patients. In addition, those with GI
malabsorption or bariatric patients may need
higher doses than 4.5mg, sometimes significantly
SO.

LDN dosing for patients with chronic pain
conditions on concomitant opioid medications
will start at an Ultra-Low Dose and you will take
the medication twice daily, separating it by 4-6
hours from short acting opioid medications. For
cancer patients, the dose should get to 4.5mg, or
the goal dose, although your provider may adjust
as necessary. In cancer patients, combining a
cannabinoid (CBD) or Sativex (THC/CBD),
seems to enhance the anti-tumor effect. No
chemotherapy agents are currently
contraindicated assuming standard tests are done,
however, LDN should not be taken during
treatment with immune checkpoint inhibitors (e.g.
Opdivo or Keytruda -- PD1 inhibitors) without
clinician guidance.

Storing the Medicine

LDN Liquid should be stored in the fridge once
opened and can last 30 days, or 12 months
unopened. Capsules should be stored at room
temperature in their original container for up to 6
months. All forms of LDN will be labeled with a

specific expiration date by your compounding
pharmacy. Only obtain LDN via a doctor’s
prescription and a reputable pharmacy - LDN is
extensively counterfeited all over the world so it
is not safe to purchase it from websites willing to
sell it to you without a prescription - it is likely to
be fake, or even dangerous, and it is illegal.

Possible Side Effects

LDN is well tolerated in most patients. However,
care should be taken to titrate dose up slowly to
avoid side effects.

Common: Sleep disturbances, Mild headache,
Mild agitation, Nausea/GI effects - consider
switching to liquid sublingual LDN to bypass GI
tract, Hyperthyroidism in Hashimoto’s patients
(Regular checks needed).

Uncommon: Flu-like symptoms, (CFS/ME) Rash
Herxheimer reactions (elevated temperature),
Dizziness, headaches, increased fatigue or
spasticity (Parkinson’s-like).

These side effects are usually only present in the
initial phase and can be stopped by halving the
dose for 2-3 days and then continuing with
titration again. The half-life of LDN is about 4-6
hours. Report any side effects to your prescriber.

For Up-to-Date Clinical Trials and References
visit - https://ldnresearchtrust.org/ldn-clinical-
trials

Marcus NJ, Robbins L, Araki A, Gracely EJ,
Theoharides TC. “Effective Doses of Low-Dose
Naltrexone for Chronic Pain — An Observational
Study”. J Pain Res. 2024 Mar 21;17:1273-1284. doi:
10.2147/JPR.S451183. PMID: 38532991; PMCID:
PMC10964028. https://
pubmed.ncbi.nlm.nih.gov/38532991/

Aalto, H., S. Paul, and V. McEwen. “Real-World
Effectiveness and Tolerability of Low Dose
Naltrexone to Treat Chronic Pain: A Retrospective
Cohort Study of One Pain Physician’s Practice.”
Journal of Pain Research 18 (December 10, 2025):

6637-49. https://pme.ncbi.nlm.nih.gov/articles/
PMC12702260/

Sasso, Etianne Martini, Natalie Eaton-Fitch, Peter

-
O
Z.
!
S
.
N
0
=
(T
Z.
—
Q
=
O
[T




[
=
-
O
=
Z
=
—~
S
O
=
S
'
Z
A
—

Smith, Katsuhiko Muraki, and Sonya
Marshall-Gradisnik. “Low-Dose Naltrexone
Restored TRPM3 Ion Channel Function in Natural
Killer Cells from Long COVID Patients.”
Frontiers in Molecular Biosciences 12 (May 19,
2025): Article 1582967. https://
www.frontiersin.org/journals/molecular-
biosciences/articles/10.3389/fmolb.2025.1582967/

Recovery after Spinal Injury”, Science, 1981 Jan
30;211(4481):493-4. https://www.science.org/
doi/10.1126/science.7455690

Tennant FS Jr, Wild J. “Naltrexone Treatment for
Postconcussional Syndrome”. Am J Psychiatry,
1987 Jun;144(6):813-4. https://
pubmed.ncbi.nlm.nih.gov/3592007/

full

Zagon IS, McLaughlin PJ. “Naltrexone Modulates
Tumor Response in Mice with Neuroblastoma”,

Science, 1983;221:671-3, https://www.science.org/
doi/10.1126/science.6867737

Zagon IS, McLaughlin PJ. “Naltrexone Modulates
Body and Brain Development in Rats: A Role for

Endogenous Opioid Systems in Growth”, Life Sci.
1984;35:2057-64. https://www.sciencedirect.com/
science/article/abs/pii/0024320584905630

Wai M Liu et al., “Naltrexone at Low Doses
Upregulates a Unique Gene Expression Not Seen
with Normal Doses: Implications for its use in
Cancer Therapy”, Int J Oncol., 2016, Aug;49
(2):793-802. https://Idnresearchtrust.org/sites/
default/files/2024-02/Patient-Guide-2024.pdf

Pape, W., Woller, W. “Low Dose Naltrexone and
the Treatment of Dissociative Symptoms”, Der
Nervenarzt, 2015 Mar;86(3):346-51. https://
pubmed.ncbi.nlm.nih.gov/25421416/

Calvanio R et al., “Naltrexone: Effects on Motor
Function, Speech and Activities of Daily Living in
a Patient with Traumatic Brain Injury”, Brain Inj.
2000 Oct;14(10):933-4.2. https://
www.tandfonline.com/doi/
abs/10.1080/026990500445745 7. Faden Al et al.,
“Opiate Antagonist Improves Neurologic

LDN

UK: 01223 08 2021
US: (773) 57 222 46

Vink R et al., “Opiate Antagonist Nalmefene
Improves Intracellular Free Mg2+, Bioenergetic
State, and Neurologic Outcome Following
Traumatic Brain Injury in Rats”, J Neurosci. 1990
Nov;10(11):3524-30. https://www. jneurosci.org/
content/10/11/3524

Yang L et al., “Protective Effects of Naloxone in
Two-Hit Seizure Model”, Epilepsia, 2010 Mar;51
(3):344-53. https://pmc.ncbi.nlm.nih.gov/articles/
PMC4018639/

Zhang H et al., “Naloxone for Severe Traumatic
Brain Injury: A Meta-Analysis”, PLoS One, 2014
Dec 19;9(12):e113093. https://journals.plos.org/
plosone/article?id=10.1371/journal.pone.0113093

Toljan K, Vrooman B. “Low-Dose Naltrexone
(LDN)-Review of Therapeutic Utilization”, Med
Sci (Basel). 2018 Sep 21; 6(4). Epub 2018 Sep 21.
https://www.mdpi.com/2076-3271/6/4/82

Leavitt SB. “Opioid Antagonists in Pain
Management”, Practical Pain Management, 9
Articles https://www.medcentral.com/pain/chronic/
opioid-antagonists-pain-management

Compiled by: Dr. Sarah Zielsdorf MD, MS
LDN Research Trust Education Director

Email: linda@Idnresearchtrust.org

Research Trust Registered Charity Number: 1106636



