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INTRODUCTION 

Hailey-Hailey disease (HHD) is a rare autosomal 

dominant acantholytic disorder which recurs with 

remitting and relapsing episodes.
1
 The defect in ATPC2 

gene leads to calcium channel dysfunction which results 

in defect in epidermis. It is characterized by painful, 

pruritic, foul smelling vesicles and bullous lesions with 

erosions in intertriginous areas. Lesions get aggravated 

by friction, ultraviolet radiation, warmth, moisture and 

superficial bacterial, viral or fungal infections.
2
 

Histopathology has a key role in diagnosis of Hailey-

Hailey disease. Topical modalities of treatment are 

antibiotics, steroids, tacalcitol another vitamin D3 

derivative and tacrolimus while systemic treatment 

includes antibiotics, steroids, cyclosporine, dapsone, 

methotrexate and thalidomide. A case of Hailey-Hailey 

disease is presented here with characteristic 

histopathological features to highlight the importance of 

early diagnosis. 

CASE REPORT 

A 45 year old married female presented to our skin OPD 

with itchy, erythematous papules and vesicles mainly 

over the flexural areas on and off on since 15 years. The 

first episode was 15 years back when she noticed sudden 

appearance of 8-10 itchy vesicles over erythematous base 

in the periumbilical region. It healed in 2-4 days with 

crusting and hyperpigmentation. On and off similar 

lesions used to occur on abdomen in the inframammary 

region and medial aspect of thigh, for which she was 

prescribed oral/topical medications. She got temporarily 

relieved of her symptoms. The lesions aggravated in the 

rainy seasons. Since last 2 years she has observed 

increase in size of vesicles to bulla which burst forming  
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Shallow ulcers with subsequent crusting. Such lesions 

appeared over the years every 2 months approximately. 

No history of fever, oral/genital lesions, involvement of 

nails, family history. Multiple itchy erythematous papules 

and thin roofed vesicles were found over hyperpigmented 

base on inframammmary and groin region, also multiple 

hyperpigmented macules as shown in Figure 1 and 2 of 

healed previous lesions are also present. All her blood 

and urine routine examinations were within normal 

limits.  

 

Figure 1: Multiple erosions, a few vesicles noted over 

hyperpigmented base and hyperpigmentation due to 

earlier lesions over right inframmary area. 

 

Figure 2: Multiple papules over a hyperpigmented 

base, a 1.5 by 1 cm ulcer secondary to rupture of a 

bullae over left breast and multiple brown 

discrete/confluent hyperpigmented macules over left 

inframmary region. 

On histopathological examination widespread partial loss 

of cohesion between suprabasal keratinocytes are present, 

few keratinocytes are linked by few intact intercellular 

bridges-dilapitated brick wall appearance, the 

acantholytic cells have well defined nuclei and sharply 

lined cytoplasm, hyperkeratosis and moderate 

lymphocytic infiltration of dermis is present as in Figure 

3. 

 

Figure 3: HPE 40 X showing most of the suprabasal 

keratinocytes are acantholytic except a few with intact 

intercellular ridges forming dilapitated brick wall 

appearance; lymphocytic infiltration of dermis seen. 

DISCUSSION 

Hailey-Hailey disease also known as familial benign 

chronic pemphigus is a relatively uncommon disease in 

India. Family history is obtained in about two-thirds of 

the patients. Incidence is 1 in 50,000 and appears in the 

third decade of life.
3,4

 It is rarely found genodermatosis 

having an autosomal dominant mode of inheritance.
5
 It 

was first described in 1939 by dermatologist brothers 

Hailey and Hailey.
6
 HHD occurs due to defect in 

Ca2+/Mn2+-ATPase protein 1 (hSPCA1) due to mutation 

in ATPC2.
7
 resulting in lack of Ca2+signaling, irregular 

sorting and glycosylation of desmosomal proteins in 

keratinocytes  which leads to epidermal defects. Lesions 

commonly occurs over intertriginous areas such as the 

neck, axillae, inframammary areas and groin. Generalized 

or disseminated forms are observed but are extremely 

rare, usually induced by superficial bacterial skin 

infection
 
or even rarely drugs.

8,9
 Lesions are initially 

flaccid vesicles and papules with erythematous base 

which may turn into macerated or crusted erosions, have 

tendency to spread peripherally and turn into chronic, 

moist, painful, malodorous vegetations with painful 

fissures. They leave behind postinflammatory 

hyperpigmentation without scarring. Although mucosal 

involvement is not common, oral, esophageal, vulvar and 

conjunctival involvement can occur.
10,11 

Longitudinal 

white lines on the fingernails and fine palmer pits are 

observed. Atypical variants are hyperkeratotic, verrucous, 

lichenified, papular, papulovesicular and vesiculopustular 

forms. Aggravating factors are trauma, heat, sweating, 

UV light, and infections caused by scabies, bacteria, 

herpes virus and yeasts. It has tendency of remission and 

exacerbations. Rare consequence of HHD is squamous-

cell carcinoma.
12

 The differential diagnoses of Hailey-

Hailey disease included fungal infection, intertrigo, 

psoriasis, extramammary Paget's disease, acanthosis 
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nigricans, pemphigus  vegetans and Darier's disease. 

Histopathology of early lesions shows lacunae formed by 

suprabasilar clefting with acantholytic cells either singly 

or in clumps lining the clefts. The lacunae progress to 

broad, acantholytic vesicles and bullae. Intercellular 

oedema leads to partial acantholysis and gives rise to 

areas with characteristic dilapidated brick wall 

appearance. Acantholytic, dyskeratotic cells are found 

within the epidermis.
13

 

Treatment 

Simple measures should be tried to reduce skin friction 

and keep flexures dry, including weight loss if 

appropriate, loose cool clothing and absorbent pads in 

skin folds. Combinations of moderate to potent topical 

corticosteroids with antibacterial and/or antifungal agents 

may be effective, particularly if topical steroids are 

applied promptly to early lesions, but no controlled trials 

have been performed.
14

 The potency of topical 

corticosteroids should be reduced as soon as possible to 

prevent atrophy.
15

 Systemic corticosteroids have been 

recommended for widespread disease.
16-18

 Treatment may 

up-regulate SPCA1 expression either indirectly  through 

an effect on cytokine production or by a direct effect on 

keratinocytes.
19,20 

 

The role of antiseptics, antibiotics and/or topical 

antifungal agents as steroid-sparing agents is unproven, 

but long-term antimicrobial treatment appears to be 

helpful.
14,16,21

 Topical tetracyclines, aminoglycosides, 

fusidic acid or imidazoles may be added to a topical 

corticosteroid. Topical aminoglycosides may have the 

added benefit of reversing the effects of pathogenic 

nonsense mutations by inducing read through of stop 

mutations.
22

 Low-dose oral tetracyclines, erythromycin or 

flucloxacillin should also be entertained. Oral treatment 

of herpes simplex should be considered in patients with 

unresponsive, painful disease. Without controlled trials 

the evidence base for the efficacy of any of the following 

is poor: ciclosporin topically and orally (3–4 mg/kg/day), 

topical tacrolimus, topical vitaminD3 analogues, oral 

retinoids and etanercept.
23-33

 Botulinum toxin (axillary or 

inframammary) may help by reducing sweating, as may 

breast reduction.
34-36

 Although ultraviolet light may 

exacerbate Hailey–Hailey disease, PUVA was apparently 

effective in some patients. Suberythemal UVB controlled 

both psoriasis and co-existing Hailey–Hailey disease in 

another patient. Superficial radiotherapy may produce 

temporary benefit. The long-term benefit of any surgical 

approach is equally uncertain, but many have been 

recommended for recalcitrant disease including: 

cryosurgery, excision with or without grafting, 

dermabrasion, electrodesiccation, various forms of laser 

surgery and photodynamic therapy.
6,25,35
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