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Abstract

Background

Clinical diagnosis of actinic keratosis is known to have intra- and inter-observer variability,
and there is currently no non-invasive and objective measure to diagnose these lesions.

Objective

The aim of this pilot study was to determine if automatically detecting and circumscribing
actinic keratoses in clinical photographs is feasible.

Methods

Photographs of the face and dorsal forearms were acquired in 20 volunteers from two
groups: the first with at least on actinic keratosis present on the face and each arm, the sec-
ond with no actinic keratoses. The photographs were automatically analysed using colour
space transforms and morphological features to detect erythema. The automated output
was compared with a senior consultant dermatologist’s assessment of the photographs, in-
cluding the intra-observer variability. Performance was assessed by the correlation be-
tween total lesions detected by automated method and dermatologist, and whether the
individual lesions detected were in the same location as the dermatologist identified lesions.
Additionally, the ability to limit false positives was assessed by automatic assessment of the
photographs from the no actinic keratosis group in comparison to the high actinic keratosis

group.

Results

The correlation between the automatic and dermatologist counts was 0.62 on the face and
0.51 on the arms, compared to the dermatologist’s intra-observer variation of 0.83 and 0.93
for the same. Sensitivity of automatic detection was 39.5% on the face, 53.1% on the arms.
Positive predictive values were 13.9% on the face and 39.8% on the arms. Significantly
more lesions (p<0.0001) were detected in the high actinic keratosis group compared to the
no actinic keratosis group.
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Conclusions

The proposed method was inferior to assessment by the dermatologist in terms of sensitivity
and positive predictive value. However, this pilot study used only a single simple feature
and was still able to achieve sensitivity of detection of 53.1% on the arms.This suggests that
image analysis is a feasible avenue of investigation for overcoming variability in clinical as-
sessment. Future studies should focus on more sophisticated features to improve sensitivity
for actinic keratoses without erythema and limit false positives associated with the anatomi-
cal structures on the face.

Introduction

Histopathology is the gold standard for diagnosis of actinic keratosis, however it is rarely war-
ranted given the low risk of a single lesion progressing to squamous cell carcinoma; even in a
high risk population progression rates were lower than 1% per year[1]. Assessment for patient
care, epidemiological study and research into treatment depends on subjective clinical exami-
nation, a process that has been shown to have inter- and intra- observer variability[2-6]. Addi-
tionally, a number of treatments are available including lesion and field directed modes|7].

If interobserver variability in assessment is high it stands to reason that the same field could
be treated using different modalities, the same participant could be evaluated with a different
actinic keratosis burden or the same response to a new treatment could be assessed differently.
Further, treatment variability could extend to some lesions being treated in a given area and le-
sions equally suspicious being left untreated in other areas. The best patient outcomes depend
critically on accurate and repeatable assessment. Diagnostic standardisation is a means to this
end. Automated image analysis has the potential to eliminate inter-observer variability and is a
potential first step towards standardising the diagnosis and care of actinic keratosis.

A number of image analysis techniques have been proposed and validated for various prob-
lems in dermatology, but have typically focused on imaging of single lesions. Dermoscopic im-
ages of lesions have been analysed using a variety of methods to extract pigment networks[8,9],
detect telangiectasia[10], segment lesion borders[11,12], and to diagnose melanoma[13,14].
Reflectance confocal microscopy optical sections have been analysed to detect the dermal-epi-
dermal junction[15], estimate keratinocyte density[16] and diagnose melanocytic lesions[17].

Most promising for actinic keratosis assessment is the work of Cho et al.[18] and Lee et al.
[19]. Both reported systems for counting nevi in clinical photographs of large body regions as
opposed to single lesions in dermoscopic or closeup clinical images. Each used different ap-
proaches but both validated their process by comparison with dermatologist assessment; re-
ported sensitivity and diagnostic accuracy were 84.7% and 79.3% for Cho et al. and 91% and
90% for Lee et al.

Since many of the signs of actinic keratosis are visual, including erythema, it was hypothe-
sized that image analysis of clinical photographs could detect actinic keratoses similarly to an
experienced dermatologist. In this pilot study a method for evaluating actinic keratosis using
automated analysis of clinical photographs is proposed. The proposed algorithm is based on a
colour space transform and morphological analysis to extract regions of skin displaying more
erythema than surrounding skin. This approach was validated by directly comparing the auto-
mated output to the evaluation of the same images assessed by an experienced dermatologist,
including the intra-observer variability of the dermatologist.
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Methods
Volunteer recruitment

Two groups of volunteers were recruited: a high actinic keratosis group wherein each member
had at least one actinic keratosis lesion on the face and each forearm, and a no actinic keratosis
group with no clinically detected actinic keratoses. Volunteers were included in each group
based on the number of actinic keratoses detected. Volunteers were not eligible to participate if
they had been treated for actinic keratoses in the study areas within the previous three months
at the time of photography. Each group had 10 members; the high actinic keratosis group con-
sisted of 8 males and 2 females (mean age: 62.2, range 44-84 years), whereas the no actinic ker-
atosis group consisted of 3 males and 7 females (mean age: 31.8, range 19-42 years). The study
was approved by the Metro South and North Health Service Districts Human Research Ethics
Committees (Approval: HREC/11/QPAH/236 and HREC/10/QPCH/181) according to the
Declaration of Helsinki and informed consent was given in writing by the volunteers.

Clinical photography

Clinical photographs were acquired using a digital SLR (550D, Canon, Tokyo, Japan) equipped
with a telephoto lens (EF-S 60mm F/2.8 macro, Canon, Tokyo, Japan). Five photographs were
acquired of each volunteer in standardized views: the front of the face, left and right profile
views of the face, and the left and right arm, spanning from the tips of the fingers to past the
elbow, with the elbow rotated so that the most sun exposed regions of the arm and hand were
presented to the camera. The background was a standard white backdrop and lighting was pro-
vided by two studio flash lamps (Bowens Gemini 400s) each passing through a 0.8 m diameter
octagonal soft box. The lights were positioned approximately 1 m from the subject to the left
and right at 45 degrees to provide soft and even lighting of the skin with minimal reflections,
glare and shadowing. The camera to subject distance was approximately 1.5 m, this varied
slightly in order to appropriately frame the region of interest. The final image scale ranged
from 9 to 11 pixels per millimetre. In total there were 100 photographs — 30 for each group of
the face, and 20 of each group for the hands and arms.

Dermatologist assessment

Each image was assessed by a senior consultant dermatologist (HPS), with the boundaries of
actinic keratosis lesions digitally annotated on the original, full resolution image file. The
dermatologist circumscribed distinct actinic keratosis lesions greater than 2 mm in size occur-
ring on the arms and hands above the elbow, and on the face excluding the neck. 686 distinct
actinic keratoses were identified in the high actinic keratosis group, with 557 (81%) occurring
on the hands and arms. To incorporate the known variability in assessment of actinic keratosis,
the images were labelled twice with at least two weeks in between sessions to minimize the bias
introduced by memory of the previous labelling.

Automated actinic keratosis location method

The automated method focused on identifying the erythema associated with actinic keratosis
lesions, the main operations are visualized in Fig. 1. In detail, the YCbCr transform of the
input RGB image was computed, and the mean of the Cb and Cr channels taken as the
erythema intensity image. This image was smoothed using guided filtering[20] to remove un-
important textural variation. The peaks in this smoothed image were extracted by taking the
difference of the smoothed erythema intensity image and the same image morphologically
opened-by-reconstruction[21] with a disk. Hysteresis thresholding[22] was applied to the
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Figure 1. Overview of analysis steps in automated actinic keratosis detection, as applied to the
dorsum of hand with the contrast adjusted for visualization. A) Inputimage. B) YCbCr transform of input
image. C) Mean of Cb and Cr channels shows distinct hotspots for erythema. D) Guided filtering to remove
unneeded texture. E) Distinct peaks extracted by morphological analysis. F) Hysteresis thresholding to
identify erythematic areas. G) Boundaries of automatically detected lesions (white) compared with the
dermatologist’s annotations (blue).

doi:10.1371/journal.pone.0112447.9001

extracted peaks to discard low intensity regions while maintaining detected lesion shape. The
output of this process was a binary image where true pixels indicate the regions likely to be actinic
keratosis. All image processing was performed in Matlab (Version R2012b, The Mathworks Inc.,
Natick, Ma., USA). A reference implementation is provided in S1 Compressed Archive.

The final parameters for each component in the process were selected by a grid search with
nested leave-one-out cross validation on the volunteers and using only the photographs in the
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high actinic keratosis group. The search examined guided filter square window sizes between
0 pixels (no smoothing) to 61 pixels and texture regularization parameter € between 0.01 and
1. The radius of the disc for opening by reconstruction was varied between 10 and 70 pixels,
and the low and high thresholds for hysteresis were varied between 0 and 0.008, and 0.001 and
0.012 respectively. The inner cross validation loop was used to select the parameters that maxi-
mized F2, the harmonic mean of sensitivity and positive predictive value (PPV), with sensitivi-
ty weighted twice as highly as PPV. Sensitivity and PPV were measured on a pixel basis with
respect to the annotations made by the dermatologist. Sensitivity was calculated as the fraction
of dermatologist labelled actinic keratosis pixels also labelled by the automated method, and
PPV was calculated as the fraction of automated pixels that were also labelled by the dermatol-
ogist. The photographs of the face and arms were analysed separately.

Comparison with dermatologist in the high actinic keratosis group

The automated method was compared to the dermatologist’s assessment by (1) whether the
distinct lesions identified by each approach were co-local to each other (count measurement)
and (2) how well the total lesions counted in each photograph by each method were correlated
by Pearson’s correlation coefficient (correlation measurement). For the count measurement a
lesion was defined as a connected group of pixels surrounded completely by non-lesional skin,
and a lesion identified by the automated method was considered co-localized with a lesion
identified by the dermatologist if the centroid of one lesion was contained within the border
of the other or vice-versa. If more than one automatically detected lesion matched a single
dermatologist identified lesion, only the first was counted as a match and the remainder were
removed from consideration to avoid double counting matches. The correlation measurement
was calculated as the Pearson correlation coefficient between the automated method and the
dermatologist.

For the count measurement, performance was calculated as sensitivity (fraction of derma-
tologist identified lesions co-localized by the automated method) and PPV (fraction of auto-
matically identified lesions co-localized by the dermatologist), both of these measures were
calculated using the leave-one-out process determined parameters to limit over-fitting giving
an optimistic bias to the results. To incorporate human variability as a reference, the sensitivity
and PPV were also calculated between the two sets of dermatologist annotations, using identi-
cal definitions and measurements as for the automatic/dermatologist comparison. The correla-
tion between the two dermatologist annotations was computed in the same way as for the
automated/dermatologist comparison.

Comparison of high and no actinic keratosis groups

Finally, the automated output on the severe and low photodamage groups was compared using
a two sided t-test for the difference of the means, considering both the area and lesions counted
per image. Comparing these two groups provides an indication of how well the automated
method supresses false positives for the extreme case of no lesions being present.

Statistical Analyses

The agreement between the automated method and the dermatologist and the repeat reliability
of the dermatologist were assessed by calculating Pearson’s product moment correlation coeffi-
cient between the two groups. Significance was assessed by determining the probability that the
observed slope was significantly different from zero (no correlation between the two methods).
The difference between the high actinic keratosis and no actinic keratosis groups was assessed
using Welch’s t test to account for the differing standard deviations of the high and no actinic
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keratosis groups. Statistical calculations were performed in Prism (Version 6, GraphPad Soft-
ware, La Jolla, Ca., USA).

Results
Parameter estimation

The impacts of varying the guided filter regularization €, the radius of the disc used to extract
peaks, and the high hysteresis threshold are illustrated in Fig. 2. The grid search optimization
process yielded different parameters for optimal detection in the face and arm groups. For the
face, optimal parameters were: a guided filter size of 41 pixels, regularization € of 1, disc size for
reconstruction of 60 pixels radius and high and low hysteresis threshold of 0.007 and 0.005 while

€ 0.01 0.1 1

Radius: 25 50 100

Threshold:  0.003 0.006 0.012

Figure 2. Impact of different parameters on automatically identified actinic keratosis lesions. A-C) The
texture regularization parameter € controls how smooth the detected lesions boundaries are. D-F) The radius
of the disc used in morphological opening by reconstruction controls the size of detected lesions. G-I) The
high hysteresis threshold controls whether or not a potential lesion is included based on the maximum
erythema intensity.

doi:10.1371/journal.pone.0112447.9002
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for the arms the parameters were: a guided filter size of 21 pixels, regularization € of 0.1, disc size
for reconstruction of 50 pixels radius and high and low hysteresis threshold of 0.008 and 0.003.

Comparison with dermatologist in the high actinic keratosis group

On the photographs of the face, comparing the automated method with the dermatologist gave
leave-one-out sensitivity and positive predictive value of 39.5% and 13.9% respectively. By
comparison, the two dermatologist annotations gave sensitivity and positive predictive value of
65.9% and 54.5% respectively. For the photographs of the arm, the automated method had sen-
sitivity and positive predictive value of 53.1% and 39.8%, with corresponding dermatologist re-
sults of 75.9% and 66.6%. The complete confusion matrices are shown in Table 1. The per
image lesion counts for all methods are provided in S1 Table.

Comparing the correlations between the different sets of data, the correlation between the
automatic method and the dermatologist was 0.62 (slope significantly different from zero,

p =0.0003) on the photographs of the face and 0.51 (p = 0.021) on the photographs of the arm.
The corresponding dermatologist intra-observer correlations were 0.88 (p < 0.0001) for the
face and 0.89 (p < 0.0001) for the arms. The distributions of the counts for each method, along
with the number of co-localized lesions for each case are shown in Fig. 3. Unlike the dermatol-
ogist, there is a non-zero offset in the number of lesions identified, even in images with low
number of actinic keratosis lesions counted by the dermatologist.

False positives were frequently associated with anatomical structures on the hands and face,
especially the corner of the eyes, nostrils, mouth and ears. False negatives were associated with
lesions that presented with scaling but no erythema. Additionally, very large lesions were not
always detectable.

Comparison of high and no actinic keratosis groups

Significantly more lesions were identified on the images of the face in the high actinic keratosis
group (mean = 12.60, SD = 6.18) compared to the no actinic keratosis group (mean = 6.33,

SD =2.32); t(37.05)=5.199, p < 0.0001. This was also true for the images of the arm in the high
actinic keratosis group (mean = 42.05, SD = 18.2) compared to the no actinic keratosis group
(mean = 9.85, SD = 4.11); £(20.92) = 7.694, p < 0.0001. The counts over all images in each
group are compared in Fig. 4. Although the means were significantly different for the faces
there was still overlap between the groups, potentially due to the lower number of actinic kera-
toses present in the high actinic keratosis group (only 19% of the lesions were located on the
face), and the higher number of false positives due to additional structure in the face.

Discussion

The automated performance on the arms was better than on the face when comparing sensitiv-
ity (53.1% vs 39.5%) and positive predictive value (39.8% vs 13.9%). The very low positive

Table 1. Confusion between automated/dermatologist assessment and the first and second dermatologist assessments on the face and arms.

Number of lesions Automated Dermatologist Count 2
Present Absent Present Absent
Dermatologist Count 1 Faces Present 51 78 85 44
Absent 316 n/a 71 n/a
Arms Present 296 261 423 134
Absent 447 n/a 212 n/a

doi:10.1371/journal.pone.0112447.t001
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Figure 3. Comparison of automatically detected lesions with dermatologist circumscribed lesions for
each body site. Each point represents the total count for each method from one clinical photograph in the
severe photodamage group. Labelled points correspond to photographs shown. White outlines are
automatically detected regions, blue/green outlines are dermatologist annotations. A) Automatically counted
lesions on each face photograph compared with dermatologist count, and number of co-localized lesions. B)
Dermatologist second count on faces compared with first count, and number of co-localized lesions. C-D)
Example of automated output compared with dermatologist on two foreheads. E) Automatically counted
lesions on each arm photograph compared with dermatologist count, and number of co-localized lesions. F)
Dermatologist second count on arms compared with first count, and number of co-localized lesions. G-H)
Example of automated output compared with dermatologist annotation on forearm and hand.

doi:10.1371/journal.pone.0112447.9003

predictive value on the face (13.9%) indicates that for every true positive there were 6.2 false
positives or a severe over counting of the number of lesions present.

The assessment by the dermatologist also showed high variability of assessment over time.
While the sensitivity and positive predictive values were higher than the automated method,
there were still a large number of lesions identified on the second assessment that were not
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Figure 4. Comparison of automated detection output on low and severe photodamage groups, for all
images. A) Lesions counted in each photograph of the face for both low and severe photodamage groups. B)
Lesions counted in each photograph of the arm for both low and severe photodamage groups. C) Example
output on hand and forearm from severe photodamage group. D) Example output on hand and forearm from
low photodamage group.

doi:10.1371/journal.pone.0112447.9004
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identified during the first assessment. Specifically on the arms 212 (33.4%) lesions were not
identified during the first assessment, and on the faces 71 (44.5%) lesions were not identified
during the first assessment.

This level of disagreement is higher than suggested by previous work assessing variability in
terms of the agreement in the total number of lesions counted, rather than examining whether
lesions identified were actually in the same location. Using the correlation coefficients to com-
pare with other studies, the intra-observer agreement reported here (0.88 for the face and 0.89
for the arms) is directly comparable to Ianhez et al.[3] (0.93 for the face, 0.83 for the arms), and
Atkins et al.[5] (0.7 on the arms, when counting lesions >5mm). Reported inter-observer
agreements have been lower: Ianhez et al.[3] found agreement of 0.74 for the face, 0.77 for the
arms, Chen et al.[4] found a total count correlation of 0.66 on the face and ears, and Lee et al.
[2] found that after 4 years of consensus meetings the maximum agreement had reached
0.75 on the face and ears. By comparison, the correlation between automated assessment and
dermatologist assessment was lower than all reported figures at 0.62 and 0.51 for the face and
arms respectively.

Lee et al.[19] and Cho et al.[18] both developed systems for locating nevi in clinical photo-
graphs. Like in the approach reported here Lee et al. used no background detection or hair re-
moval, while Cho et al. included sophisticated filtering for both. Lee et al. used a non-linear
smoothing operation similar to the guided filtering used here, while Cho et al. selected potential
nevi locations using a multi-scale difference of Gaussian detector. To select final lesions Lee et
al. used heuristic filtering based on contrast, size and shape of pixel clusters; Cho et al. used a
steerable pyramid filter description in the L«xA*Bx colour space and a support vector machine
classifier, whereas the approach reported here used a simpler hysteresis thresholding which
simplifies the task of classification but may limit performance.

Both Lee et al. and Cho et al. compared their detectors to experienced dermatologists, but
because the face is not a major nevi location compared to the back neither Lee et al. nor Cho et
al. needed to consider false positives due to anatomical structure. Lee et al. reported sensitivity
of 90% on 8 photographs of the back; Cho et al. reported 84.7% sensitivity on 28 photographs
of the back and arms, including the performance of their hair and background filtering. While
the sensitivity reported here is lower (53.1% on images of the arm and 39.8% on images of the
face) this is more representative of the challenge of actinic keratosis detection in general com-
pared with locating melanocytic nevi.

This report includes the same variability in clinical assessment that has already been noted,
and furthermore these results depend on the validity of photographic rather than clinical as-
sessment; however, using the annotations on the clinical photographs does allow consideration
of co-localization that would not be possible with a clinical diagnosis only. There is also no
non-invasive tool to validate the clinical or photographic diagnosis with the same confidence
as histopathology—ultimately alternative imaging tools such as reflectance confocal microsco-
py or optical coherence tomography may provide an objective validation of clinical diagnosis
of actinic keratosis.

This automated analysis approach is limited by only focusing on erythema which is present
in a variety of other unrelated skin conditions. This study design controlled for this by only in-
vestigating this feature in the context of clinically defined actinic keratosis in high actinic kera-
tosis and no actinic keratosis groups without any other known skin conditions present. It is
expected that other conditions characterized by erythema would cause false positives or that
this approach could be used to characterize those lesions too, e.g. psoriasis. There was also no
attempt made to detect keratotic scale, however with erythema as the only indicator 39.5% of
the dermatologist identified lesions on the face and 53.1% of lesions on the arm were correctly
co-localized by the automated analysis. Additionally, the number of participants in this study
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was small. While the nested leave-one-out cross validation can limit over-fitting and non-
generalizable results, it cannot be ignored that this small sample may not be representative of
actinic keratosis presentation in practice.

In conclusion, this automated method is not a substitute for expert dermatologist’s assess-
ment of the same images. However, given the focus on a single, simple, feature (erythema) the
sensitivity of actinic keratosis detection is promising, as is the correlation between automatic
and dermatologist counts of lesions. Future studies should focus on developing more sophisti-
cated features, both for detecting lesions that do not present with erythema, and suppressing
false positives due to anatomical structures, especially on the face. The true agreement amongst
observers also bears further investigation by taking into account whether counted lesions are
actually in the same location.

Supporting Information

S1 Table. Lesions counted per image, across all images in the dataset.
(CSV)

S1 Compressed Archive. Sample Matlab implementation of the actinic keratosis detection
algorithm.
(Z1P)

Author Contributions

Conceived and designed the experiments: SCH HPS TWP. Performed the experiments: SCH.
Analyzed the data: SCH HPS TWP. Contributed reagents/materials/analysis tools: SCH SS
JMT CM AS. Wrote the paper: SCH TWP.

References

1. Criscione VD, Weinstock MA, Naylor MF, Luque C, Eide MJ, et al. (2009) Actinic keratoses: Natural his-
tory and risk of malignant transformation in the Veterans Affairs Topical Tretinoin Chemoprevention
Trial. Cancer 115:2523-2530. doi: 10.1002/cncr.24284 PMID: 19382202

2. LeeKC, Lew R, Weinstock MA (2013) Improvement in precision of counting actinic keratosis. The Brit-
ish journal of dermatology.

3. lanhez M, Junior LF, Bagatin E, Miot HA (2013) The reliability of counting actinic keratosis. Archives of
dermatological research 305: 841-844. doi: 10.1007/s00403-013-1413-y PMID: 24045957

4. Chen SC, HillND, Veledar E, Swetter SM, Weinstock MA (2013) Reliability of quantification measures
of actinic keratosis. The British journal of dermatology.

5. Atkins D, Bang RH, Sternberg MR, Chen SC (2006) Reliable methods to evaluate the burden of actinic
keratoses. The Journal of investigative dermatology 126: 591-594. doi: 10.1038/s}.jid.5700110 PMID:
16397520

6. Weinstock MA, Bingham SF, Cole GW, Eilers D, Naylor MF, et al. (2001) Reliability of counting actinic
keratoses before and after brief consensus discussion: the VA topical tretinoin chemoprevention
(VATTC) trial. Archives of dermatology 137: 1055-1058. PMID: 11493098

7. Nashan D, Meiss F, Muller M (2013) Therapeutic strategies for actinic keratoses—a systematic review.
European journal of dermatology: EJD 23: 14—-32. doi: 10.1684/ejd.2013.1923 PMID: 23477760

8. Sadeghi M, Razmara M, Lee TK, Atkins MS (2011) A novel method for detection of pigment network in
dermoscopic images using graphs. Computerized medical imaging and graphics: the official journal of
the Computerized Medical Imaging Society 35: 137—-143. doi: 10.1016/j.compmedimag.2010.07.002
PMID: 20724109

9. Barata C, Marques JS, Rozeira J (2012) A system for the detection of pigment network in dermoscopy
images using directional filters. IEEE transactions on bio-medical engineering 59: 2744-2754. doi: 10.
1109/TBME.2012.2209423 PMID: 22829364

10. Cheng B, Stanley RJ, Stoecker WV, Hinton K (2012) Automatic telangiectasia analysis in dermoscopy
images using adaptive critic design. Skin research and technology: official journal of International

PLOS ONE | DOI:10.1371/journal.pone.0112447 January 23, 2015 11/12


http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0112447.s001
http://www.plosone.org/article/fetchSingleRepresentation.action?uri=info:doi/10.1371/journal.pone.0112447.s002
http://dx.doi.org/10.1002/cncr.24284
http://www.ncbi.nlm.nih.gov/pubmed/19382202
http://dx.doi.org/10.1007/s00403-013-1413-y
http://www.ncbi.nlm.nih.gov/pubmed/24045957
http://dx.doi.org/10.1038/sj.jid.5700110
http://www.ncbi.nlm.nih.gov/pubmed/16397520
http://www.ncbi.nlm.nih.gov/pubmed/11493098
http://dx.doi.org/10.1684/ejd.2013.1923
http://www.ncbi.nlm.nih.gov/pubmed/23477760
http://dx.doi.org/10.1016/j.compmedimag.2010.07.002
http://www.ncbi.nlm.nih.gov/pubmed/20724109
http://dx.doi.org/10.1109/TBME.2012.2209423
http://dx.doi.org/10.1109/TBME.2012.2209423
http://www.ncbi.nlm.nih.gov/pubmed/22829364

@‘PLOS | ONE

Automated Detection of Actinic Keratoses in Clinical Photographs

11.

12

13.

14.

15.

16.

17.

18.
19.

20.

21.

22,

Society for Bioengineering and the Skin 18: 389-396. doi: 10.1111/j.1600-0846.2011.00584.x PMID:
22136115

Emre Celebi M, Wen Q, Hwang S, lyatomi H, Schaefer G (2013) Lesion Border Detection in Dermo-
scopy Images Using Ensembles of Thresholding Methods. Skin Research and Technology 19: e252—
€258. doi: 10.1111/1.1600-0846.2012.00636.x PMID: 22676490

Norton KA, lyatomi H, Celebi ME, Ishizaki S, Sawada M, et al. (2012) Three-phase general border de-
tection method for dermoscopy images using non-uniform illumination correction. Skin research and
technology: official journal of International Society for Bioengineering and the Skin 18: 290-300. doi:
10.1111/j.1600-0846.2011.00569.x PMID: 22092500

Mete M, Sirakov NM (2012) Dermoscopic diagnosis of melanoma in a 4D space constructed by active
contour extracted features. Computerized medical imaging and graphics: the official journal of the Com-
puterized Medical Imaging Society 36: 572-579. doi: 10.1016/j.compmedimag.2012.06.002 PMID:
22819294

Gilmore S, Hofmann-Wellenhof R, Soyer HP (2010) A support vector machine for decision supportin
melanoma recognition. Experimental dermatology 19: 830—835. doi: 10.1111/j.1600-0625.2010.
01112.x PMID: 20629732

Kurugol S, Dy JG, Brooks DH, Rajadhyaksha M (2011) Pilot study of semiautomated localization of the
dermal/epidermal junction in reflectance confocal microscopy images of skin. Journal of biomedical op-
tics 16:036005. doi: 10.1117/1.3549740 PMID: 21456869

Gareau D (2011) Automated identification of epidermal keratinocytes in reflectance confocal microsco-
py. Journal of biomedical optics 16: 030502. doi: 10.1117/1.3552639 PMID: 21456857

Koller S, Wiltgen M, Ahlgrimm-Siess V, Weger W, Hofmann-Wellenhof R, et al. (2011) In vivo reflec-
tance confocal microscopy: automated diagnostic image analysis of melanocytic skin tumours. Journal
of the European Academy of Dermatology and Venereology: JEADV 25: 554-558. doi: 10.1111/].
1468-3083.2010.03834.x PMID: 20735518

Cho TS, Freeman WT, Hensin T (2007) A reliable skin mole localization scheme. 14—21 pp. 1-8.

Lee TK, Atkins MS, King MA, Lau S, McLean DI (2005) Counting moles automatically from back im-
ages. |IEEE transactions on bio-medical engineering 52: 1966—1969. doi: 10.1109/TBME.2005.856301
PMID: 16285401

He K, Sun J, Tang X (2013) Guided image filtering. IEEE transactions on pattern analysis and machine
intelligence 35: 1397-1409. doi: 10.1109/TPAMI.2012.213 PMID: 23599054

Vincent L (1993) Morphological grayscale reconstruction in image analysis: applications and efficient
algorithms. IEEE transactions on image processing: a publication of the IEEE Signal Processing Socie-
ty 2:176-201. doi: 10.1109/83.217222 PMID: 18296207

Canny J (1986) A computational approach to edge detection. IEEE transactions on pattern analysis
and machine intelligence 8: 679-698. doi: 10.1109/TPAMI.1986.4767851 PMID: 21869365

PLOS ONE | DOI:10.1371/journal.pone.0112447 January 23, 2015 12/12


http://dx.doi.org/10.1111/j.1600-0846.2011.00584.x
http://www.ncbi.nlm.nih.gov/pubmed/22136115
http://dx.doi.org/10.1111/j.1600-0846.2012.00636.x
http://www.ncbi.nlm.nih.gov/pubmed/22676490
http://dx.doi.org/10.1111/j.1600-0846.2011.00569.x
http://www.ncbi.nlm.nih.gov/pubmed/22092500
http://dx.doi.org/10.1016/j.compmedimag.2012.06.002
http://www.ncbi.nlm.nih.gov/pubmed/22819294
http://dx.doi.org/10.1111/j.1600-0625.2010.01112.x
http://dx.doi.org/10.1111/j.1600-0625.2010.01112.x
http://www.ncbi.nlm.nih.gov/pubmed/20629732
http://dx.doi.org/10.1117/1.3549740
http://www.ncbi.nlm.nih.gov/pubmed/21456869
http://dx.doi.org/10.1117/1.3552639
http://www.ncbi.nlm.nih.gov/pubmed/21456857
http://dx.doi.org/10.1111/j.1468-3083.2010.03834.x
http://dx.doi.org/10.1111/j.1468-3083.2010.03834.x
http://www.ncbi.nlm.nih.gov/pubmed/20735518
http://dx.doi.org/10.1109/TBME.2005.856301
http://www.ncbi.nlm.nih.gov/pubmed/16285401
http://dx.doi.org/10.1109/TPAMI.2012.213
http://www.ncbi.nlm.nih.gov/pubmed/23599054
http://dx.doi.org/10.1109/83.217222
http://www.ncbi.nlm.nih.gov/pubmed/18296207
http://dx.doi.org/10.1109/TPAMI.1986.4767851
http://www.ncbi.nlm.nih.gov/pubmed/21869365


<<
  /ASCII85EncodePages false
  /AllowTransparency false
  /AutoPositionEPSFiles true
  /AutoRotatePages /None
  /Binding /Left
  /CalGrayProfile (Dot Gain 20%)
  /CalRGBProfile (sRGB IEC61966-2.1)
  /CalCMYKProfile (U.S. Web Coated \050SWOP\051 v2)
  /sRGBProfile (sRGB IEC61966-2.1)
  /CannotEmbedFontPolicy /Error
  /CompatibilityLevel 1.4
  /CompressObjects /Tags
  /CompressPages true
  /ConvertImagesToIndexed true
  /PassThroughJPEGImages true
  /CreateJobTicket false
  /DefaultRenderingIntent /Default
  /DetectBlends true
  /DetectCurves 0.0000
  /ColorConversionStrategy /CMYK
  /DoThumbnails false
  /EmbedAllFonts true
  /EmbedOpenType false
  /ParseICCProfilesInComments true
  /EmbedJobOptions true
  /DSCReportingLevel 0
  /EmitDSCWarnings false
  /EndPage -1
  /ImageMemory 1048576
  /LockDistillerParams false
  /MaxSubsetPct 100
  /Optimize true
  /OPM 1
  /ParseDSCComments true
  /ParseDSCCommentsForDocInfo true
  /PreserveCopyPage true
  /PreserveDICMYKValues true
  /PreserveEPSInfo true
  /PreserveFlatness true
  /PreserveHalftoneInfo false
  /PreserveOPIComments true
  /PreserveOverprintSettings true
  /StartPage 1
  /SubsetFonts true
  /TransferFunctionInfo /Apply
  /UCRandBGInfo /Preserve
  /UsePrologue false
  /ColorSettingsFile ()
  /AlwaysEmbed [ true
  ]
  /NeverEmbed [ true
  ]
  /AntiAliasColorImages false
  /CropColorImages true
  /ColorImageMinResolution 300
  /ColorImageMinResolutionPolicy /OK
  /DownsampleColorImages true
  /ColorImageDownsampleType /Bicubic
  /ColorImageResolution 300
  /ColorImageDepth -1
  /ColorImageMinDownsampleDepth 1
  /ColorImageDownsampleThreshold 1.50000
  /EncodeColorImages true
  /ColorImageFilter /DCTEncode
  /AutoFilterColorImages true
  /ColorImageAutoFilterStrategy /JPEG
  /ColorACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /ColorImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000ColorACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000ColorImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasGrayImages false
  /CropGrayImages true
  /GrayImageMinResolution 300
  /GrayImageMinResolutionPolicy /OK
  /DownsampleGrayImages true
  /GrayImageDownsampleType /Bicubic
  /GrayImageResolution 300
  /GrayImageDepth -1
  /GrayImageMinDownsampleDepth 2
  /GrayImageDownsampleThreshold 1.50000
  /EncodeGrayImages true
  /GrayImageFilter /DCTEncode
  /AutoFilterGrayImages true
  /GrayImageAutoFilterStrategy /JPEG
  /GrayACSImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /GrayImageDict <<
    /QFactor 0.15
    /HSamples [1 1 1 1] /VSamples [1 1 1 1]
  >>
  /JPEG2000GrayACSImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /JPEG2000GrayImageDict <<
    /TileWidth 256
    /TileHeight 256
    /Quality 30
  >>
  /AntiAliasMonoImages false
  /CropMonoImages true
  /MonoImageMinResolution 1200
  /MonoImageMinResolutionPolicy /OK
  /DownsampleMonoImages true
  /MonoImageDownsampleType /Bicubic
  /MonoImageResolution 1200
  /MonoImageDepth -1
  /MonoImageDownsampleThreshold 1.50000
  /EncodeMonoImages true
  /MonoImageFilter /CCITTFaxEncode
  /MonoImageDict <<
    /K -1
  >>
  /AllowPSXObjects false
  /CheckCompliance [
    /None
  ]
  /PDFX1aCheck false
  /PDFX3Check false
  /PDFXCompliantPDFOnly false
  /PDFXNoTrimBoxError true
  /PDFXTrimBoxToMediaBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXSetBleedBoxToMediaBox true
  /PDFXBleedBoxToTrimBoxOffset [
    0.00000
    0.00000
    0.00000
    0.00000
  ]
  /PDFXOutputIntentProfile ()
  /PDFXOutputConditionIdentifier ()
  /PDFXOutputCondition ()
  /PDFXRegistryName ()
  /PDFXTrapped /False

  /CreateJDFFile false
  /Description <<

    /BGR <>
    /CHS <FEFF4f7f75288fd94e9b8bbe5b9a521b5efa7684002000410064006f006200650020005000440046002065876863900275284e8e9ad88d2891cf76845370524d53705237300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c676562535f00521b5efa768400200050004400460020658768633002>
    /CHT <FEFF4f7f752890194e9b8a2d7f6e5efa7acb7684002000410064006f006200650020005000440046002065874ef69069752865bc9ad854c18cea76845370524d5370523786557406300260a853ef4ee54f7f75280020004100630072006f0062006100740020548c002000410064006f00620065002000520065006100640065007200200035002e003000204ee553ca66f49ad87248672c4f86958b555f5df25efa7acb76840020005000440046002065874ef63002>
    /CZE <>
    /DAN <>
    /DEU <>
    /ESP <>
    /ETI <>
    /FRA <>
    /GRE <>

    /HRV (Za stvaranje Adobe PDF dokumenata najpogodnijih za visokokvalitetni ispis prije tiskanja koristite ove postavke.  Stvoreni PDF dokumenti mogu se otvoriti Acrobat i Adobe Reader 5.0 i kasnijim verzijama.)
    /HUN <>
    /ITA <>
    /JPN <FEFF9ad854c18cea306a30d730ea30d730ec30b951fa529b7528002000410064006f0062006500200050004400460020658766f8306e4f5c6210306b4f7f75283057307e305930023053306e8a2d5b9a30674f5c62103055308c305f0020005000440046002030d530a130a430eb306f3001004100630072006f0062006100740020304a30883073002000410064006f00620065002000520065006100640065007200200035002e003000204ee5964d3067958b304f30533068304c3067304d307e305930023053306e8a2d5b9a306b306f30d530a930f330c8306e57cb30818fbc307f304c5fc59808306730593002>
    /KOR <FEFFc7740020c124c815c7440020c0acc6a9d558c5ec0020ace0d488c9c80020c2dcd5d80020c778c1c4c5d00020ac00c7a50020c801d569d55c002000410064006f0062006500200050004400460020bb38c11cb97c0020c791c131d569b2c8b2e4002e0020c774b807ac8c0020c791c131b41c00200050004400460020bb38c11cb2940020004100630072006f0062006100740020bc0f002000410064006f00620065002000520065006100640065007200200035002e00300020c774c0c1c5d0c11c0020c5f40020c2180020c788c2b5b2c8b2e4002e>
    /LTH <>
    /LVI <>
    /NLD (Gebruik deze instellingen om Adobe PDF-documenten te maken die zijn geoptimaliseerd voor prepress-afdrukken van hoge kwaliteit. De gemaakte PDF-documenten kunnen worden geopend met Acrobat en Adobe Reader 5.0 en hoger.)
    /NOR <>
    /POL <>
    /PTB <>
    /RUM <>
    /RUS <>
    /SKY <>
    /SLV <>
    /SUO <>
    /SVE <>
    /TUR <>
    /UKR <>
    /ENU (Use these settings to create Adobe PDF documents best suited for high-quality prepress printing.  Created PDF documents can be opened with Acrobat and Adobe Reader 5.0 and later.)
  >>
  /Namespace [
    (Adobe)
    (Common)
    (1.0)
  ]
  /OtherNamespaces [
    <<
      /AsReaderSpreads false
      /CropImagesToFrames true
      /ErrorControl /WarnAndContinue
      /FlattenerIgnoreSpreadOverrides false
      /IncludeGuidesGrids false
      /IncludeNonPrinting false
      /IncludeSlug false
      /Namespace [
        (Adobe)
        (InDesign)
        (4.0)
      ]
      /OmitPlacedBitmaps false
      /OmitPlacedEPS false
      /OmitPlacedPDF false
      /SimulateOverprint /Legacy
    >>
    <<
      /AddBleedMarks false
      /AddColorBars false
      /AddCropMarks false
      /AddPageInfo false
      /AddRegMarks false
      /ConvertColors /ConvertToCMYK
      /DestinationProfileName ()
      /DestinationProfileSelector /DocumentCMYK
      /Downsample16BitImages true
      /FlattenerPreset <<
        /PresetSelector /MediumResolution
      >>
      /FormElements false
      /GenerateStructure false
      /IncludeBookmarks false
      /IncludeHyperlinks false
      /IncludeInteractive false
      /IncludeLayers false
      /IncludeProfiles false
      /MultimediaHandling /UseObjectSettings
      /Namespace [
        (Adobe)
        (CreativeSuite)
        (2.0)
      ]
      /PDFXOutputIntentProfileSelector /DocumentCMYK
      /PreserveEditing true
      /UntaggedCMYKHandling /LeaveUntagged
      /UntaggedRGBHandling /UseDocumentProfile
      /UseDocumentBleed false
    >>
  ]
>> setdistillerparams
<<
  /HWResolution [2400 2400]
  /PageSize [612.000 792.000]
>> setpagedevice


