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Abstract

Transient acantholytic dermatosis (TAD, Grover disease) is a benign skin
disease with a nonspecific rash that may present as a reddish-brown, derma-
tomal edematous papule or herpetiform rash with a partially central horny
plug. This disease is usually self-limiting and can subside within weeks or
months, but it may also have a chronic progression with a trend towards long-
term recurrence. The patient is an 80-year-old male who visited the clinic due
to recurring erythema and blisters all over his body that had been present for
over 2 years. Based on the patient’s course, laboratory tests and histopatho-
logical findings were consistent with the diagnosis. The final diagnosis was
transient acantholytic dermatosis. The patient has a long course of the dis-
ease, a wide range of skin lesions and he has the different subtypes of patho-
logical manifestations. This case and corresponding literature review help us
have a clear understanding of Grover’s disease, which has received reference
value for the diagnosis and treatment of this disease in clinical work.
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1. Introduction

Transient acantholytic dermatosis (TAD, Grover disease) was first described in
1970 as a self-limited eruption of pruritic, discrete, and edematous papules and
vesicles which appeared on the trunk and extremities following non-specific ir-
ritation. TAD is a benign skin disease with a nonspecific rash that may present
as a reddish-brown, dermatomal edematous papule or herpetiform rash with a
partially central horny plug. Scattered or aggregated in clusters, most patients

present with pruritus of varying intensity, and episodes of severe pruritus may
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precede rash attacks [1]. This disease is usually self-limiting and can subside with-
in weeks or months, but it may also have a chronic progression with a trend to-
wards long-term recurrence and persistent itching, which may even last for several
years or longer [2]. The etiology of this disease is not yet clear. Hot environ-
ments, sweating, dry air, kidney failure, malignant tumors, and other triggering
factors may trigger the disease. Other triggering factors include sunlight, ioniz-
ing radiation, and ultraviolet radiation [3] [4]. Other triggering factors include
sunlight, ionizing radiation, and ultraviolet radiation. It has been reported abroad
that most cases occur in middle-aged men [5] and that the male-to-female sex
ratio ranges from 3:1 to 7:1 [6]. The trunk and proximal end are the most com-
mon affected areas of TAD, usually limited to the front of the chest, upper back,
and lower part of the chest, widely dispersed, without a tendency to merge, while
the scalp, palms, and soles of the feet are usually not affected [7]. It has been re-
ported that up to 50% of patients experience recurrence [8]. The patient has a
long course of disease, a wide range of skin lesions, and has pleomorphism, va-
riability, and confusion. The pathological manifestations also show transitions
between different subtypes, which are somewhat different from the clinical cha-
racteristics of Grover’s disease. This case and corresponding literature review help
us have a clearer understanding of Grover’s disease, which has a certain reference

value for the diagnosis and treatment of this disease in clinical work.

2. Case Report
2.1. First Diagnosis and Treatment

The patient is an 80-year-old male who visited the clinic due to recurring ery-
thema and blisters all over his body that had been present for over 2 years. He
initially developed erythema, blisters, scaling, and severe itching in the right
popliteal fossa (the hollow behind the knee) 2 years ago, which would ooze after
he scratched and irritated it. Over time, the rash gradually spread to his abdo-
men and both upper limbs. He had been prescribed intermittent oral or intra-
venous methylprednisolone, which provided some improvement but the symp-
toms returned after he stopped the medication. He was also given oral azathio-
prine, 40mg, twice daily for over two weeks, but he did not notice significant
improvement and thus discontinued the medication.

Past medical history: The patient has a history of hypertension, coronary ar-
tery disease, stomach bleeding, and renal insufficiency. The patient denies any
familial or hereditary diseases, as well as food and drug allergies. He has a histo-
ry of smoking for over 40 years, averaging about ten cigarettes per day, and has
no history of alcohol abuse.

The patient complained that he was diagnosed with “psoriasis” locally in 1997,
and had intermittent recurrent attacks for 3 months. After treatment with topi-
cal and oral Chinese medicine, the rash basically subsided, and there was occa-
sional local re-emergence of the rash for more than 20 years, which basically
improved after topical medicine.

First hospital system examination: The patient’s body temperature, respira-
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tion, blood pressure, and heart rate are all within the normal range. But the pa-
tient has arrhythmia with premature beats.

Dermatologic conditions: The patient had widely distributed edematous dark
red erythema, papules and maculopapular rash on the chest and back, partially
fused into large plaques, covered with flaky thin adherent scales; dark red pla-
ques covered with loose flaky thin scales and scabs on both forearms, dorsum of
both feet and groin; numerous fissures on the plaques of both lower limbs, no
obvious oozing or blistering, no involvement of mucous membranes.

Laboratory examination: erythrocytes: 3.14 x 10" (4.5 - 5.5 x 10'?), HGB: 101
g/L (120 - 160 g/L), urinary microalbumin: >0.15 g/L (<20 mg/L), albumin: 33.5
g/L (30 - 50 g/L), creatinine: 112 umol/L (44 - 132 umol/L), sedimentation: 31
mm/H (0 - 15 mm/H), anti-O: 226.00 KIU/L (0 - 200 KIU/L), humoral immuni-
ty: IgG19.3 g/l (7 - 16 g/1), total IgE > 2500 IU/ml (20 - 200 IU/ml), no signifi-
cant abnormalities were found in fecal routine, electrolytes, lipids, blood glucose,
tumor markers and syphilis.

2.2. Three Times Pathological Examinations

The patient was admitted to the hospital several times over a period of 3 years
due to recurrent skin rashes, and three pathological examinations were performed:
first dermatopathological examination (Figure 1): (right forearm) hyperkerato-
sis, focal epidermal spicule relaxation, and visible acantholytic cell. Direct and
indirect immunofluorescence: negative. Diagnosis: eczema, transient acantholytic
dermatosis. Treatment: oral levocetirizine tablets and topical fusidic acid cream
and halometasone ointment. The patient was discharged after improvement.
Second dermatopathological examination (Figure 2): (left thigh) histopatholog-
ical image: hyperkeratosis, focal epidermal spicule relaxation, visible acantholytic
cell and dyskeratotic cells. Direct and indirect immunofluorescence: negative.
Third dermatopathological examination (Figure 3): (abdominal) mild hyper-
plasia and hypertrophy of the epidermis with spiny layer loosening cells visible
on the basal layer with a collapsed brick wall-like appearance, edema of the der-
mal papillae, and infiltration of lymphocytes predominantly in the superficial

perivascular layer. Direct and indirect immunofluorescence: negative.

Figure 1. (a) Lesions on the popliteal fossa; (b) lesions on the back; (c) lesions on
the feet; (d) HP x 40; (e¢) HP x 100.
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Figure 3. (a) Skin lesions of both lower limbs; (b) back skin lesions; (c) foot skin lesions:
lesions; (d) HP x 40; (e¢) HP x 100.

Based on the patient’s course, laboratory tests and histopathological findings
were consistent with the diagnosis. The final diagnosis of transient acantholytic

dermatosis was made.

3. Discussion

Transient acantholytic dermatoses require histopathologic confirmation of the
diagnosis and the exclusion of other differential diagnoses. The typical histopa-
thologic presentation is focal spondylolysis and varying degrees of dyskeratosis.
There are six histologic subtypes of the disease: Darier’s disease-like, common
aspergillosis-like, Hailey-hailey-like, spongiform edema, deciduous aspergillosis-
like, and maculopapular. These subtypes can occur separately or simultaneously
[8] [9]. It is worth noting that PV and Darier’s disease-like patterns are the most
common types of reporting [8] [10].

It is necessary to differentiate this disease from psoriasis, eczema, and follicu-
lar keratosis. Chronic eczema often persists from acute and subacute eczema,
with skin lesions characterized by hypertrophy of the affected area, infiltration
or mossy-like changes. The skin lesions are mostly dark red or grayish brown,
with dry, rough, scaly areas, and may be accompanied by pigmentation or hypo-
pigmentation [11], However, in this case, the patient’s skin lesions showed dark
red erythema, papules, and maculopapules, partially fused into large plaques,
overlaid with thin adhesive scales. The appearance of the two skin lesions did

not match. The pathological manifestations of chronic eczema include excessive
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or incomplete keratinization, obvious thickening of the spinous layer, thickening
of the superficial capillary walls of the dermis, and thickening of collagen fibers.
However, the pathological examination of the patient, in this case, revealed a
symbol of acantholysis, and the pathological phenomena of them are different;
follicular keratosis is an autosomal dominant disorder that often develops in child-
hood, usually caused by sun exposure and other triggers. The lesions are mainly
tan-colored warty papules or plaques that occur in seborrheic areas, such as the
scalp, forehead, forehead, and axilla. The pathological manifestations of Darier’s
disease include hyperkeratosis with focal parakeratosis and mild acanthosis. Su-
prabasal cleft, single dyskeratotic in all layers of the epidermis (corps ronds, grains).
Immunofluorescence investigations are negative [12]; about 2/3 of patients with
chronic familial benign pemphigus have a clear family history and occur mainly
in the folds of the neck, axilla, and groin. The lesions are mainly recurrent blisters
or large blisters with thin walls, easily broken crusts, and gradually expanding to
form a ring around the skin [13]. The diagnosis of follicular keratosis and chronic
familial benign pemphigus was not consistent with the age of onset, rash distri-
bution, lesion morphology, and family history of this patient, so they are excluded;
the patient’s rash morphology, histopathological examination, and multiple di-
rect and indirect immunofluorescence were negative, so autoimmune bullous dis-
ease was not considered.

The patient’s condition is different with multiple domestic and foreign reports
[14] [15] [16] [17], who has extensive skin lesions, a long course of disease and
recurrent seizures. The appearance of the lesion evolves from acute eczema-like,
blister exudation chronic to hypertrophic plaques and scales. Multiple patholog-
ical examinations all found acantholysis. The evolution from Darier’s disease-
like to Hailey-hailey like type suggests that the morphology of the lesion and pa-
thological morphology of this disease are not fixed and unchanged, but have vari-
able and transformative properties.

In this case, the patient has a past history of psoriasis, which may be one of the
triggers for the development of the disease. Many skin conditions have been re-
ported in the literature that are also associated with transient acantholytic der-
matoses, including dry eczema, allergic contact dermatitis, and atopic dermatitis
[18]. This disease also sometimes occurs after skin infections resolution, includ-
ing lichen planus and scabies [19]. There are also some studies indicating that
GD may be a paraneoplastic disease, so the occurrence of GD may be related to
hematological malignancies [20].

Although the disease has a tendency to heal spontaneously, this patient had a
severe condition and first-line treatment included topical glucocorticoids and
vitamin D analogs with antihistamines [21]. Sun exposure and strenuous exer-
cise should be avoided. The patient’s hypertrophic rash was given antihistamines
in combination with acitretin and topical fusidic acid cream and halometasone
ointment to obtain a more lasting improvement.

The long-term prognosis remains unclear as transient acantholytic dermatoses

are less common clinically.
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