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Imiquimod is considered one of the treatments of choice 
for low-risk superficial basal cell carcinoma (sBCC) and 
an alternative option for non-superficial tumours when 
surgery is contraindicated or not feasible (1–3). 

In addition to its well-known value in the diagnosis of 
BCC, dermoscopy has recently been shown to provide 
valid information about the histopathological subtype 
or the presence of clinically undetectable pigmentation 
(4–6). The aim of the present study was to investigate 
whether dermoscopic criteria (especially ulceration) of 
the primary tumour can predict a favourable response of 
BCC to imiquimod.

MATERIALS AND METHODS
This was a retrospective study conducted in a referral unit for 
skin cancer diagnosis and management. Inclusion criteria were: 
(i) availability of clinical and dermoscopic images of the lesion 
before treatment; (ii) a complete treatment cycle of imiquimod 
5%, 5 days per week for 6 weeks; (iii) available medical records 
of the post-treatment follow-up visit conducted one month after 
the end of treatment; and (iv) available medical records of the 
follow-up visit conducted one year after the end of treatment for 
lesions assessed as completely healed.

Patients’ data and the anatomical sites of the lesions were recor-
ded. The dermoscopic images were evaluated by 2 independent 
investigators (MU and AL) and a third 
investigator (GA) was involved in cases 
of disagreement. Selection of dermoscopic 
criteria to be evaluated was based on the 
available literature and on our primary 
hypothesis that ulceration might represent 
a predictor of response to imiquimod. In 
our analysis, the presence of erosions/
ulceration was included as a categorical 
variable with the following possible values: 
0 (no erosions/ulceration), 1 (solitary small 
erosion), 2 (multiple small erosions) and 3 
(large ulceration) (Fig. 1).

The treatment outcome was recorded 
after a single cycle of imiquimod, as 
evaluated at the post-treatment visit. For 
completely responding BCCs, the report of 
the visit conducted one year after the end 
of treatment was recorded.

Both patients and lesions were used as 
units of analysis, and correlations between 
patients and lesions were examined to 
compensate for possible data clustering (7). 
Parametric or non-parametric tests were 
used, following normality explorations. 

Collinearity was assessed (Spearman’s rho coefficient). Relative 
risks were calculated for all dichotomous variables. Categorical 
pseudo-variables were coded for categorical variables. Crude and 
adjusted odds ratios (OR; with 95% confidence intervals [CI]) 
were calculated by univariate and conditional multivariate logistic 
regression, respectively. The type I error probability associated 
with all tests was set at < 0.05. All statistical calculations were 
made with SPSS 22.0 (IBM SPSS, USA).

RESULTS

A total of 134 lesions from 85 patients were included. 
The majority of BCCs (115/134, 85.8%) were diagnosed 
clinically and/or dermoscopically, whereas 19 lesions 
(14.2%) were diagnosed histopathologically. The mean 
follow-up period after the end of treatment was 12.5 
months, ranging between one month (for not completely 
responding tumours) and 56 months. The most common 
lesion location was the head and neck (105/134, 78.4%), 
followed by the trunk (28/134, 20.9%) and the extremi-
ties (1/134, 0.7%). 

At the post-treatment evaluation visit, 83 of 134 
(61.9%) BCCs were assessed as having responded com-
pletely, since all the clinical and dermoscopic criteria of 
BCC had disappeared. Indeed, none of these tumours 
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Fig. 1. Examples of dermoscopic ulceration visualized at × 10 magnification (DermLite 
Foto). a) absent; b) single, small erosion; c) multiple, small erosions; d) large ulceration. 

A
ct

aD
V

A
ct

aD
V

A
d
v
a
n

c
e
s 

in
 d

e
rm

a
to

lo
g
y
 a

n
d
 v

e
n

e
re

o
lo

g
y

A
c
ta

 D
e
rm

a
to

-V
e
n

e
re

o
lo

g
ic

a

mailto:http://crossmark.crossref.org/dialog/%3Fdoi%3D10.2340/00015555-2464%26domain%3Dpdf?subject=


Short communication118

www.medicaljournals.se/acta

recurred during the 1-year follow-up period. Of the 
remaining lesions, 14 (10.4%) were assessed as having 
responded partially, 20 (14.9%) as non-responding, and 
in 14 lesions (10.4%) the assessment was not conclusive. 

The response to treatment was found to correlate with 
the anatomical site of the trunk (r = –0.302, p < 0.001) and 
with the presence of dermoscopic ulceration (r = –0.297, 
p = 0.001). In detail, the presence of a solitary small 
erosion posed a 7-fold higher probability for complete 
response (OR 7.00, 95% CI: 1.25–39.15, p = 0.027), the 
presence of multiple small erosions posed a 38-fold 
higher odd for complete response (OR 38.89, 95% CI: 
7.52–201.04, p < 0.001) and the presence of large ulcera-
tion was associated with an 8-fold increased probability 
for complete response (OR 8.17, 95% CI: 1.63–40.85, 
p = 0.011) (Fig. S11). This effect of ulceration was further 
amplified in the multivariate adjusted model, as shown 
in Table I.

DISCUSSION

Imiquimod is an attractive modality routinely used in the 
everyday practice to treat BCC. Its cost-effectiveness has 
been assessed as superior to surgery (2), which becomes 
particularly relevant in the light of evidence suggesting 
that non-melanoma skin cancer is among the 5 most 
costly cancers (8). However, the response rates of BCC 
to imiquimod have been reported to vary significantly, 
namely from 65% to 100% (9–11). Our findings suggest 
that dermoscopy could provide an indication of the pos-
sibility of response to imiquimod, thus optimizing the 
utility of the drug.

The finding that multiple small erosions represent 
the strongest predictor of response to imiquimod can 
probably be explained by the fact that this dermoscopic 
criterion is commonly seen in superficial tumours (5, 
12–14). However, large ulceration, although predictive 
of non-superficial subtypes (5, 12–14), was also found 
to predict a favourable response. Indeed, the multivariate 
analysis revealed that the presence of ulceration was a 
potent predictor of response to imiquimod irrespective 
of the subtype, suggesting that ulceration predicts a fa-

vourable response both for superficial and non-superficial 
BCCs.

This study has several limitations. First, the retro-
spective design is subject to evaluation bias. To address 
this limitation, the evaluation of dermoscopic images 
was performed by 2 independent investigators who 
were blinded for treatment outcome. Secondly, the pre-
operative diagnosis and the post-treatment outcome were 
not histopathologically confirmed. However, a recent 
study (15) showed that the post-treatment detection of 
BCC-related criteria is absolutely predictive of residual 
disease. Similarly, the same study suggested that the 
absence of any BCC-related dermoscopic criterion can 
safely predict a complete clearance of BCC after imiqui-
mod therapy. Indeed, none of the tumours assessed as 
completely healed at post-treatment evaluation recurred 
during one year of follow-up. However, we still cannot 
rule out that some of the tumours may recur later.

In conclusion, the results of this study suggest that the 
dermoscopic detection of erosions or ulceration in BCC 
represents a strong predictor of favourable response to 
imiquimod. The results might help clinicians to better 
select BCCs to be treated with imiquimod, thus opti-
mizing the utility of this modality in everyday practice.
The authors declare no conflicts of interest.

REFERENCES
1.	Tefler NR, Colver GB, Morton CA. Guidelines for the manage-

ment of basal cell carcinoma. Br J Dermatol 2008; 150: 35–48.
2.	Bath-Hextall F, Ozolins M, Armstrong SJ, Colver GB, Per-

kins W, Miller PS, et al. Surgical excision versus imiquimod 
5% cream for nodular and superficial basal-cell carcinoma 
(SINS): a multicentre, non-inferiority, randomised controlled 
trial. Lancet Oncol 2014; 15: 96–105.

3.	Doğruk Kaçar S, Ozuğuz P, Erkan F, Karaca S. Treatment of 
various types of basal cell carcinoma with topical 5% imiqui-
mod in the elderly who refused surgical intervention: a case 
series. J Dermatolog Treat 2015; 26: 165–177.

4.	Longo C, Lallas A, Kyrgidis A, Rabinovitz H, Moscarella E, 
Ciardo S, et al. Classifying distinct basal cell carcinoma 
subtype by means of dermatoscopy and reflectance confocal 
microscopy. J Am Acad Dermatol 2014; 71: 716–724.

5.	Lallas A, Tzellos T, Kyrgidis A, Apalla Z, Zalaudek I, Karatolias 
A, et al. Accuracy of dermoscopic criteria for discriminating 
superficial from other subtypes of basal cell carcinoma. J Am 
Acad Dermatol 2014; 70: 303–311.

6.	Lallas A, Argenziano G, Kyrgidis A, Apalla Z, Moscarella E, 
Longo C, et al. Dermoscopy uncovers clinically undetectable 
pigmentation in basal cell carcinoma. Br J Dermatol 2014; 
170: 192–195.

7.	Genders TS, Spronk S, Stijnen T, Steyerberg EW, Lesaffre E, 
Hunink MG. Methods for calculating sensitivity and specificity 
of clustered data: a tutorial. Radiology 2012; 265: 910–916.

8.	Housman TS, Feldman SR, Williford PM, Fleischer AB Jr, Gold-
man ND, Acostamadiedo JM, et al. Skin cancer is among the 
most costly of all cancers to treat for the Medicare population. 
J Am Acad Dermatol 2003; 48: 425–429.

9.	Gollnick H, Barona CG, Frank RG, Ruzicka T, Megahed M, Maus 
J, et al. Recurrence rate of superficial basal cell carcinoma 
following treatment with imiquimod 5% cream: conclusion of 
a 5-year long-term follow-up study in Europe. Eur J Dermatol 
2008; 18: 677–682.

10.	Chitwood K, Etzkorn J, Cohen G. Topical and intralesional 
treatment of nonmelanoma skin cancer: efficacy and cost 

Table I. Adjusted predictors for complete response of basal 
cell carcinoma (BCC) to imiquimod

Variable p-value Adjusted OR 95% CI for OR

Ulceration
   Solitary erosion 0.004 19.609 2.650–145.095
   Multiple erosions < 0.001 63.366 8.925–449.906
   Large ulceration 0.019 11.130 1.486–83.362
Location on the trunk 0.008 9.449 1.793–49.803

Multivariate logistic regression. All variables entered together. Reported odds ratio 
(OR) mutually adjusted for all ulceration at baseline (no/large/multiple/solitary), 
sex, age and location (head and neck/trunk/extremities). For ulceration at baseline, 
logit=none; for location, logit=head and neck. CI: confidence interval.

1https://doi.org/10.2340/00015555-2464

A
ct

aD
V

A
ct

aD
V

A
d
v
a
n

c
e
s 

in
 d

e
rm

a
to

lo
g
y
 a

n
d
 v

e
n

e
re

o
lo

g
y

A
c
ta

 D
e
rm

a
to

-V
e
n

e
re

o
lo

g
ic

a

https://doi.org/10.2340/00015555-2464


119Short communication

Acta Derm Venereol 2017

comparisons. Dermatol Surg 2013; 39: 1306–1316.
11.	Daudén E; BASALE Study Group. Effectiveness and satisfac-

tion with imiquimod for the treatment of superficial basal 
cell carcinoma in daily dermatological practice. J Eur Acad 
Dermatol Venereol 2011; 25: 1304–1310. 

12.	Lallas A, Apalla Z, Argenziano G, Longo C, Moscarella E, 
Specchio F, et al. The dermatoscopic universe of basal cell 
carcinoma. Dermatol Pract Concept 2014; 4: 11–24.

13.	Tabanlıoğlu Onan D, Sahin S, Gököz O, Erkin G, Cakır B, 
Elçin G, et al. Correlation between the dermatoscopic and 

histopathological features of pigmented basal cell carcinoma. 
J Eur Acad Dermatol Venereol 2010; 24: 1317–1325.

14.	Popadić M. Dermoscopic features in different morphologic 
types of basal cell carcinoma. Dermatol Surg 2014; 40: 
725–732.

15.	Apalla Z, Lallas A, Tzellos T, Sidiropoulos T, Lefaki I, Traka-
telli M, et al. Applicability of dermoscopy for evaluation of 
patients’ response to nonablative therapies for the treatment 
of superficial basal cell carcinoma. Br J Dermatol 2014; 170: 
809–815.

A
ct

aD
V

A
ct

aD
V

A
d
v
a
n

c
e
s 

in
 d

e
rm

a
to

lo
g
y
 a

n
d
 v

e
n

e
re

o
lo

g
y

A
c
ta

 D
e
rm

a
to

-V
e
n

e
re

o
lo

g
ic

a


