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To the Editor

Actinic keratosis is the precursor lesion for invasive squamous 
cell carcinoma (SCC) and SCC in situ. Clinically, SCC in situ 
manifests as well-circumscribed, hyperkeratotic, and reddish 
plaques. Topical imiquimod 5% is an off-label but frequently 
used treatment for SCC in situ.
We report a female patient, aged 83 years, with exaggerated 
hyperkeratotic plaques after applying imiquimod 5% for 
treating SCC in situ. The patient presented to our dermatology 
outpatient clinic with small crusting lesions on her face that 
surfaced 5 years ago (Figure 1A). She denied pain, pruritus, 
burning, or stinging related to the lesions.
Dermatological examination revealed one filiform 
hyperkeratotic papule and one thick scaly plaque. Both 
lesions were located on an erythematous, thin plaque with 
a diameter of approximately 10x10 cm in the right malar 
region (Figure 1B). Additionally, there were around 5-10 
erythematous, thin plaques on the left and right malar 
regions.

Two separate 4-millimeter punch biopsies were taken from 
the previously mentioned filiform hyperkeratotic papule and 
thick scaly plaque located on the right malar region. The 
results of the biopsies showed actinic keratosis in the filiform 
papule and SCC in situ in the thick scaly plaque.
Topical imiquimod 5% was prescribed to be taken once 
daily for 5 days a week. In the sixth week of treatment, we 
observed large hyperkeratotic fissured plaques that tightly 
adhered to the base, covering the bilateral malar regions 
(Figure 1C, D).
Consequently, we discontinued imiquimod and put the 
patient on balsam of Peru ointment twice daily for 5 days. 
Following the removal of the hyperkeratotic plaques, we 
applied Centella asiatica extract and topical 5-fluorouracil 
treatments in turn, and the patient’s lesions completely 
regressed (Figure 1E, F).
Imiquimod enhances the natural immunity by increasing the 
release of interferon gamma, tumour necrosis factor alpha, 
and interleukin-12 and by activating the Langerhans cells of 
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the skin and acquired immunity by enabling the conversion of naive 

T-cells to Th11-3. Although topical imiquimod has not been proven in the 

treatment of SCC in situ, it has been successfully used for treating SCC 

in situ lesions, including lesions in sensitive areas such as the eyelids 

and nose4,5.

Many side effects were reported after the application of imiquimod, 

such as exudate formation, erosion, bleeding, tenderness, and, rarely, 

scar formation. The literature reported a hyperkeratotic plaque named 

“arbor cutis” that occurred secondary to using topical imiquimod to 

treat SCC in situ lesions with surgical margin positivity. The authors 
claimed that imiquimod causes excessive immune response in severely 
sun-damaged skin2.
Based on the previously mentioned claim, we considered that 
imiquimod caused the mentioned lesions, which may be a mild type of 
irritant cytokine dermatitis6. Additionally, the retention hyperkeratosis 
due to corneocyte accumulation in the stratum corneum may affect the 
formation of these rough thick adherent scales.
To conclude, hyperkeratotic plaque formation is one of the side effects 
of topical imiquimod 5%. The hyperkeratotic plaque formation, which 
clinically seems intimidating, is in fact an innocent side effect. Clinicians 
may be overconcerned about the formation of such hyperkeratotic 
plaques; however, the base under the plaques is extremely satisfying. 
Informed written consent was taken from the patient.
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Figure 1. (A) Hyperkeratotic papules and plaques are denser in the 
right malar region. (B) Filiform hyperkeratotic papule (red arrow) and 
thick scaly plaque on the erythematous base (blue arrow). (C, D) 
Thick hyperkeratotic fissured plaques denser in the right malar region 
and tightly adhered to the base. (E, F) Regressed lesions following all 
treatment methods


