
Role of Low Dose Naltrexone  (LDN) 
 The current patient was successfully treated with dose naltrexone. 
Naltrexone is a opioid receptor antagonist originally approved by FDA for 
alcohol and opiate addition, but has been used at lower doses (i.e 2-5mg 
daily) or higher doses (50mg daily) to treat various conditions including 
atopic eczema, cholestatic pruritus, crohn’s disease, fibromyalgia, multiple 
sclerosis, and pruritus.  
 HHD patients have attested to the success of LDN in the treatment 
of their disease on online blogs, websites, and Facebook support groups 
have, although LDN has never been reported in the literature as a 
treatment for HHD. Patients report up to 90% healed skin and reduction in 
weight and suicidal thoughts.  
 Although the mechanism of action remains unknown, LDN may 
improve HHD through inhibition of opiod receptors and thereby increasing 
endorphine and enkephalin levels, which would reduce pain and fatigue. 
In addition, LDN has been shown to reduce proinflammatory molecules, 
such as tumor necrosis factor and superoxide radicals, and it  is believed to 
reduce inflammation by acting on toll-like receptor 4. Moreover, 
stimulation of keratinocyte opiod receptors promote wound healing by 
promoting keratinocyte migration and wound healing. 
 The current patient with HHD reported LDN of 1.5 mg daily 
completely cleared her skin. In the rare event of a disease flare,  an 
increased dosage to 3 mg daily for 3-5 days relieves her symptoms.  These 
data and patient testimonials should prompt more clinical studies to 
determine the efficacy of LDH in HHD as a low-cost, relatively safe 
treatment option. 
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Figure 2. Histological analysis demonstrated acanthotic epidermis with 
acantholysis at multiple levels of the epidermis. With  intact granular layer. Direct 

immunofluorescence studies were negative.  

Case Presentation 
 41 year old Caucasian female with hypertension and hyperlipidemia 
presented with 13-year history of an eroded, painful rash under her breasts, 
under her abdomen, in the axillary vaults, and in the groin (Figure 1). She had 
been diagnosed with psoriasis, and treated with hydrocortisone and econazole 
creams with minimal improvement. Family history significant for her 
grandmother having the same condition. Physical exam revealed erythematous, 
macerated and eroded plaques under the pannus, under the breasts, in the 
axillae, and in the groin. Biopsy of inflamed areas revealed an acanthotic 
epidermis with acantholysis at multiple levels of the epidermis. The granular 
layer was intact. Direct immunofluorescence studies were negative.  Patient 
was diagnosed with Hailey-Hailey disease (HHD). 

 She was treated with low dose naltrexone 1.5mg per day and up to 3mg 
per day for flares with complete resolution of her symptoms.  

Figure 1. Patient with multiple erythematous, macerated and eroded plaques in 
intertriginous regions such as axillae, groin, under breasts. Acknowledgments  

 Thank you Dr. Anthony Fernandez for providing this patient case. 
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Figure 3. Top panels showed the patient’s skin lesions  on initial presentation, 
and bottom panels showed resolution of erythematous plaques and pruititis 

following treatment with low dose  naltrexone. 

Discussion 
 HHD, or familial benign pemphigus, is a chronic, autosomal dominant or 
rarely sporadic condition characterized by painful erosions and macerations in 
the skin folds. It is caused by a mutation ATP2C1 gene affecting the calcium-
dependent ATPases whose function is to sequester calcium within the Golgi 
apparatus. On histology, there is prominent suprabasilar acantholysis, occasional 
dyskeratosis, and rarely dermal lymphocytic infiltrate.  
 HHD  is chronic, often recalcitrant to treatment, and significantly reduces 
the quality of life. Classically, treatment options for this condition include topical 
steroids, topical and systemic retinoids, cyclosporin, vitamin D3, topical 
tacrolimus and immunomodulators such as methotrexate.  Physicians often 
struggle in intractable cases due to the limited treatment options.  


