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A 42-year-old man presented to our department with oedema 
and thickening of his hands. Lesions were present, occurring 
as multiple pinhead-sized white symmetrical, transparent 
papules on the wrists, palms, and dorsum of his hands 
(Fig. 1) within 3 min of immersion into water, accompanied 
by burning sensations. The papules resolved within 30–60 
min after drying, and may have developed due to frequent 
handwashing during the COVID-19 pandemic. The patient 
was treated with topical hydrocortisone ointment for 2 
months after previously being diagnosed with chronic ec-

zema, which was largely ineffective. Routine laboratory test 
results, including serology for syphilis and HIV antibodies, 
were negative or within normal limits. At the same time, 
the man reported a 10-year history of hyperhidrosis and 
denied any history of cystic fibrosis (CF), family histories 
of significant skin disorders, or using of non-steroidal anti-
inflammatory drugs (NSAIDs), such as aspirin or celecoxib. 
A biopsy was taken from his left palm.

What is your diagnosis? See next page for answer.

Symmetrical White Transparent Papules: A Quiz
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Department of Dermatology, The First Hospital of China Medical University, 155N Nanjing Street, Shenyang 110001, PR China. *E-mail: guo-
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Fig. 1. Skin lesions. Multiple pinhead-sized white symmetrical 
and transparent papules on the dorsum of the hands (a), wrists 
and palms (b) of a 42-year-old man.
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Diagnosis: Aquagenic syringeal acrokeratoderma

A skin biopsy specimen from the left palm revealed ort-
hokeratotic hyperkeratosis, thickened granular layers, and 
dilated eccrine sweat ducts in the dermis and epidermis, 
meanwhile, dilated sweat duct ostia (acrosyringium) passing 
through the stratum corneum (Fig. 2). Histopathological 
examination was consistent with a diagnosis of aquagenic 
syringeal acrokeratoderma (ASA).

Based on the clinical manifestations, contact history, 
and non-specific pathological examination, a diagnosis of 
ASA was formulated. The patient was treated with topical 
hydrocortisone urea ointment and immersing both hands 
into formalin. In the meantime, washing the hands was not 
recommended unless necessary. The patient was treated 
with botulinum toxin injection for hyperhidrosis. After 2 
months, the symptoms were obviously improved.

ASA is a rare and transient acquired palmoplantar kera-
toderma, characterized by white symmetrical, transparent, 
papules. It mostly affected the palms and occasionally the 
soles, and is seen predominantly in adolescence and women. 
ASA demonstrates “hand in the bucket sign” after a brief 
immersion in water (1). In the current case, the patient was 
a middle-aged man, and the sites involved were the dorsal 
hands and palms, which is a rare clinical presentation. This 
case is the first report of this disease in a middle-aged man 
in both dorsal hands according to previous literature (1–5).

The diagnosis of ASA relies mainly on the clinical mani-
festation and contact history, and ASA is usually conside-
red to be primarily a clinical entity. The histopathological 
chang es in ASA are not specific. The most recognizable 

features of histopathological changes that have been report-
ed are orthohyperkeratosis with increased thickness and 
dilated dermal eccrine ducts (3).

The pathophysiology of ASA remains unclear, and in-
creased sodium retention in epidermal cells contributing to 
increased water uptake capacity is a commonly described 
mechanism (6). Other theories include a decrease in stratum 
corneum barrier function, increased skin aquaporin expres-
sion, and increased sympathetic activity and the involve-
ment of eccrine sweat glands, which are innervated by the 
sympathetic nervous system (6, 7). Similar manifestations 
have been observed in patients taking COX-2 inhibitors 
(6). It has been reported that 40–84% of patients with 
cystic fibrosis (CF) also developed ASA (7). We consider 
that, in the current patient, frequent hand washing during 
the COVID-19 pandemic was the main underlying cause. 

The differential diagnosis includes chronic eczema, 
progressive symmetrical erythrokeratodermia (PSEK), and 
hereditary papulotranslucent acrokeratoderma (HPA) (8). 
Initially, ASA may easily be misdiagnosed as eczema, and 
when skin manifestations are found to be aggravated by 
immersion into water, we should reconsider the diagnosis. 
PSEK is characterized by stable, well-defined, erythema-
tous, hyperkeratotic plaques, mainly affecting the knees, 
elbows, buttocks, head and dorsal surfaces of the hands 
and feet (9); HPA is characterized by yellowish-white, 
translucent, papules or plaques, mainly on palms and oc-
casionally on soles, and it occurred shortly after puberty. 
To our knowledge, this disorder is inherited through an 
autosomal-dominant pattern (10). 

During the COVID-19 pandemic, many people’s hygiene 
habits have changed. As a result of frequent handwashing 
and hand disinfection the frequency of ASA has greatly 
increased. Occurrence on the both dorsal hands of middle-
aged men is still rare, and dermatologists should pay parti-
cular attention to diagnosis of this disorder.
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