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CASE LETTER

To the Editor:
Hailey-Hailey disease (HHD)(also known as familial 
benign chronic pemphigus) is an inherited autosomal-
dominant condition in the family of chronic bullous 
diseases. It is characterized by flaccid blisters, erosions, 
and macerated vegetative plaques with a predilection for 
intertriginous sites. Lesions often are weeping, painful, 
pruritic, and malodorous, leading to decreased quality 
of life for patients. Complications of this chronic disease 
include an increased risk for secondary infection and 
malignant transformation to squamous cell carcinoma.1

Treatment of HHD remains difficult. Topical steroids, 
oral steroids, and ablative techniques such as dermabra-
sion and ablative lasers are the most widely reported 
therapies. OnabotulinumtoxinA has been described as 
a successful treatment for patients with HHD, including 
for disease recalcitrant to other therapies.2 We describe 
2 patients with HHD who responded to treatment with 
intralesional onabotulinumtoxinA injections with and 
without adjuvant oral glycopyrrolate. 

A 54-year-old woman presented with painful flaccid 
blisters under the breasts (Figure 1A) and in the axillae 

and groin of 3 weeks’ duration. Biopsy results from this 
initial visit were consistent with a diagnosis of HHD. The 
patient reported that the onset of blisters coincided with 
episodes of severe hyperhidrosis. Therapy with topical and 
oral steroids, antifungals, antibiotics, and topical aluminum 
chloride failed to achieve adequate disease control. After 
a discussion of the risks and benefits, the patient agreed 
to treatment with injections of onabotulinumtoxinA. At 
months 0, 3, and 6, the patient received 50 U of onabotu-
linumtoxinA under the breasts and in the axillae and the 
groin, for a total of 250 U each session. Each injection con-
sisted of 2.5 U of onabotulinumtoxinA spaced 1-cm apart. 
Clinical improvement was noted within 2 weeks of initiat-
ing neuromodulator therapy. Follow-up at 9 months dem-
onstrated improvement (Figure 1B); however, complete 
clearance was not achieved, and the patient required ongo-
ing treatment with onabotulinumtoxinA every 3 months.

A 43-year-old woman presented with erythematous 
eroded plaques of the antecubital fossae, axillae, and 
chest (Figure 2A) of 10 years’ duration. A biopsy from an 
outside provider demonstrated findings consistent with 
a diagnosis of HHD. Prior therapies included topical and 
oral steroids. After a discussion of the risks and ben-
efits, the patient was treated with onabotulinumtoxinA 
injections in combination with oral glycopyrrolate 5 mg 
daily. She received 30 U of onabotulinumtoxinA to each 
axilla, 10 U to each antecubital fossa, and 20 U to the 
central chest. At 1 month follow-up, the patient reported  
great improvement in lesion burden and active disease 
(Figure 2B). Nine months after treatment, her HHD was 
in complete remission with glycopyrrolate alone and she 
did not require further therapy with onabotulinumtoxinA.

Hailey-Hailey disease has been attributed to mutations 
of the ATPase secretory pathway Ca2+ transporting 1 gene, 
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PRACTICE POINTS
•	 �Hailey-Hailey disease is associated with decreased 

quality of life for patients, and current treatment 
options are limited.

•	 �A combination of local neuromodulator injections and 
systemic oral anticholinergic therapy may provide sus-
tained disease remission compared to neuromodula-
tor therapy alone. 
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ATP2C1, that lead to aberrations in calcium signal-
ing and subsequent impaired adhesion between kerati-
nocytes.2 These compromised cell-cell connections are 
worsened by the presence of humidity, causing further 
acantholysis. Chemical denervation of the sweat glands 
with botulinum toxin has been postulated to improve 
HHD by reducing moisture in vulnerable areas. Our  
2 cases add to the existing literature documenting tan-
gible clinical results that correlate with this hypothesis.3-5 

Our second case is unique in that the patient achieved 
rapid improvement using a combination of onabotu-
linumtoxinA and glycopyrrolate therapy. Both onabotu-
linumtoxinA and glycopyrrolate inhibit acetylcholine 
signaling that is required for sweat production; however, 
each drug exerts its effect on different zones of the cho-
linergic pathway, which may partially account for the syn-
ergistic effect of onabotulinumtoxinA and glycopyrrolate 
to improve HHD, as sweating is dually inhibited by the 
2 drugs. Additionally, the combined local and systemic 
administration of these anticholinergic medications may 

further potentiate the sweat blockade, particularly in 
areas most prone to disease.

Botulinum toxin for the treatment of HHD is an effec-
tive monotherapy. The addition of an oral anticholinergic 
to local neuromodulator injections may speed symptom 
resolution and sustain disease remission. Further studies 
to evaluate this combination are warranted. 
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FIGURE 1. A and B, Hailey-Hailey disease under the breast at  
presentation and 9 months after initiating treatment with onabotu-
linumtoxinA, respectively.

FIGURE 2. A and B, Hailey-Hailey disease of the chest at presentation 
and 1 month after initiating treatment with onabotulinumtoxinA and 
glycopyrrolate, respectively.
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