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In this Special Issue, the reader will find nine papers regarding recent progress in
diagnosis and treatment to optimize the clinical management of melanoma and non-
melanoma skin cancer.

Early detection and resection of cutaneous melanoma are essential for a thorough
prognosis [1]. A current topic regarding melanoma diagnosis is delayed diagnosis in the
context of the COVID-19 lockdown. Kostner et al., 2022 report that in Switzerland, only
older female patients showed a greater tumor thickness at first diagnosis during lockdown
compared to pre- and post-lockdown periods [2]. The diagnostic delay in the subgroup of
elderly females is attributed to gender-specific fearful and reserved attitudes during the
COVID-19 pandemic. While skin self-exams remain the backbone of melanoma prevention,
a short time interval dedicated to professional assessment is crucial to avoid upstaging.

However, the visual differentiation of early melanoma from benign nevi remains
difficult. Often, the patient and their families first recognize melanoma [3]. Therefore,
smartphone applications based on artificial intelligence (Al) that support skin self-exams
are becoming increasingly popular [4]. Jahn et al., 2022 investigated the diagnostic accuracy
of the SkinVision® application in classifying pigmented lesions as benign or possible
melanoma [5]. The sensitivity and specificity in the differentiation of nevi and melanoma
were low, with 41.3-83.3% and 60.0-82.9%, respectively. Therefore, applications such as
these may exacerbate the current situation of over-diagnosis, in which a rising incidence
of melanoma is not accompanied by rising mortality [6]. Laura K. Ferris reports: “The
absence of a coordinated strategy and guidelines results in largely patient-driven opportunistic
screening with overrepresentation of those with a higher socioeconomic status. It is important to
identify, educate, and, when appropriate, screen those most likely to die of melanoma and least likely
to find their own melanomas at a treatable stage. In addition, efforts aimed at melanoma prevention
are likely to be more effective and less costly at a population level than early detection through
screening.” [7].

Modern non-invasive diagnostic tools for skin cancer diagnosis also include optical
coherence tomography (OCT) and reflectance confocal microscopy (RCM). Schuh et al,,
2022 describe the differentiation of nevi and melanoma using line-field confocal optical
coherence tomography (LC-OCT), a new technology with high penetration depths and
high single-cell resolution similar to RCM [8]. By non-invasively differentiating nevi
and melanoma using LC-OCT, the frequency of unnecessary surgical procedures could
be reduced.

Another non-invasive strategy in melanoma staging and risk stratification is circulating
tumor DNA (ctDNA). DNA is released during tissue remodeling and cell death; after
entering the bloodstream, cell-free DNA is called ctDNA [9]. Established staging methods
in melanoma to guide clinical risk stratification and decision-making are Breslow tumor
thickness, sentinel lymph node biopsy (SLNB), ultrasound and PET-CT scans, and to a
lesser extent, serum markers such as S-100. Boerlin et al., 2022 postulate that ctDNA could
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be used as a new tool for monitoring and predicting disease progression and therapeutic
response. CtDNA, or “liquid biopsies”, could also aid in molecular analysis to detect
tumor-specific genomic variants [10].

Progress has also been made in rare forms of melanoma. Argininosuccinate synthase
1 activity is a typical metabolic feature of uveal melanoma and the potential therapeutic
target. Kraehenbuehl et al., 2022 investigated the effect of triple therapy, consisting of
a combination of immunotherapy and pegylated arginine deiminase (ADI-PEG 20) [11].
Despite a solid tolerability and safety profile, no clinical benefit was demonstrated.

Immunotherapy with immune checkpoint inhibitors has revolutionized the treatment
of melanoma patients [12]. However, as with any cancer treatment, immune checkpoint
inhibitors are associated with a range of potential side effects, collectively referred to as
immune-related adverse events (irAEs). While immunotherapy has significantly improved
patient outcomes, irAEs remain a significant concern, with immune-related colitis being
one of the most common reasons for therapy discontinuation. Kuo et al., 2022 note that
gastrointestinal immune-related adverse events (Gl irAEs) often appear after cutaneous
irAEs [13]. They postulate that communication via the gut-skin axis could play a role in
this relationship mechanism.

A common delayed adverse event is vitiligo-like depigmentation (VLD), observed
after long-term treatment with immunotherapy. VLD is strongly associated with improved
overall survival and progression-free survival, independent of other prognostic factors [14].
Hermann et al., 2022 observed that the upregulation of EDAR and downregulation of LAG3
was seen in responders amongst melanoma patients with VLD [15].

The advances in non-melanoma skin cancer treatment are also notable. A review of
recent improvements in the diagnosis and management of high-risk SCC emphasizes the
importance of classification in low and high-risk patients using specific criteria [16]. This
classification supports therapy decision-making, as only a minority of SCC patients develop
metastases and can profit from adjuvant systemic treatment.

In a patient cohort with locally advanced and metastatic basal cell carcinoma (BCC)
requiring systemic treatment, a retrospective analysis of the efficacy and side effects of
Smoothened inhibitors was performed by Grossmann et al., 2022 [17]. The patients in their
study represented a more “real-life” population with extensive comorbidities that would
typically prohibit inclusion in clinical trials. They found that smoothened inhibitors’ typical
adverse event spectrum included decreased muscle spasms and alopecia, limiting treatment
duration and long-term disease control. Intermittent dosing is a simple and valuable tool
to postpone treatment discontinuation due to the discomfort of the medication. Overall,
the study provides valuable information on using smoothened inhibitors in a patient
population that may be underrepresented in clinical trials.

This collection of papers is an important contribution to our practical management of
skin cancer patients in specialized units.

Author Contributions: Writing—original draft preparation, L.P. and S.M.; Writing—review and edit-
ing, L.P., 5.M. and R.D. All authors have read and agreed to the published version of the manuscript.

Funding: This research received no external funding.

Conflicts of Interest: Reinhard Dummer has intermittent, project focused consulting and / or advisory
relationships with Novartis, Merck Sharp & Dhome (MSD), Bristol-Myers Squibb (BMS), Roche,
Amgen, Takeda, Pierre Fabre, Sun Pharma, Sanofi, Catalym, Second Genome, Regeneron, Alligator,
T3 Pharma, MaxiVAX SA, Pfizer and touchIME outside the submitted work. Laura Pawlik and Sarah
Morgenroth declare no conflict of interest.



Cancers 2023, 15, 1824 30f3

References

1.

10.

11.

12.

13.

14.

15.

16.

17.

Swetter, S.M.; Tsao, H.; Bichakjian, C.K.; Curiel-Lewandrowski, C.; Elder, D.E.; Gershenwald, J.E.; Guild, V.; Grant-Kels, ].M.;
Halpern, A.C.; Johnson, T.M.; et al. Guidelines of care for the management of primary cutaneous melanoma. J. Am. Acad.
Dermatol. 2019, 80, 208-250. [CrossRef] [PubMed]

Kostner, L.; Cerminara, S.E.; Pamplona, G.S.P.; Maul, ].T.; Dummer, R.; Ramelyte, E.; Mangana, J.; Wagner, N.B.; Cozzio, A,;
Kreiter, S.; et al. Effects of COVID-19 Lockdown on Melanoma Diagnosis in Switzerland: Increased Tumor Thickness in Elderly
Females and Shift towards Stage IV Melanoma during Lockdown. Cancers 2022, 14, 2360. [CrossRef] [PubMed]

Geller, A.C.; Koh, HK.; Miller, D.R.; Lew, R.A. Practices and beliefs concerning screening family members of patients with
melanoma: Results of a survey of New England dermatologists. J. Am. Acad. Dermatol. 1992, 26, 419-422. [CrossRef] [PubMed]
Hogarty, D.T.; Su, ]J.C.; Phan, K; Attia, M.; Hossny, M.; Nahavandi, S.; Lenane, P.; Moloney, FJ.; Yazdabadi, A. Artificial
Intelligence in Dermatology—Where We Are and the Way to the Future: A Review. Am. ]. Clin. Dermatol. 2020, 21, 41-47.
[CrossRef] [PubMed]

Jahn, A.S.; Navarini, A.A.; Cerminara, S.E.; Kostner, L.; Huber, 5S.M.; Kunz, M.; Maul, J.-T.; Dummer, R.; Sommer, S.; Neuner,
A.D; et al. Over-Detection of Melanoma-Suspect Lesions by a CE-Certified Smartphone App: Performance in Comparison to
Dermatologists, 2D and 3D Convolutional Neural Networks in a Prospective Data Set of 1204 Pigmented Skin Lesions Involving
Patients’ Perception. Cancers 2022, 14, 3829. [CrossRef] [PubMed]

Bell, K.J.L.; Nijsten, T. Melanoma overdiagnosis: Why it matters and what can be done about it. Br. ]. Dermatol. 2022, 187, 459-460.
[CrossRef] [PubMed]

Ferris, L.K. Early Detection of Melanoma: Rethinking the Outcomes That Matter. JAMA Dermatol. 2021, 157, 511-513. [CrossRef]
[PubMed]

Schuh, S.; Ruini, C.; Perwein, M.K.E.; Daxenberger, F.; Gust, C.; Sattler, E.C.; Welzel, J. Line-Field Confocal Optical Coherence
Tomography: A New Tool for the Differentiation between Nevi and Melanomas? Cancers 2022, 14, 1140. [CrossRef] [PubMed]
Véraljai, R.; Wistuba-Hamprecht, K.; Seremet, T.; Diaz, ].M.S.; Nsengimana, J.; Sucker, A.; Griewank, K.; Placke, ].M.; Horn,
P.A.; von Neuhoff, N.; et al. Application of Circulating Cell-Free Tumor DNA Profiles for Therapeutic Monitoring and Outcome
Prediction in Genetically Heterogeneous Metastatic Melanoma. JCO Precis. Oncol. 2019, 3, 1-10. [CrossRef] [PubMed]

Boerlin, A.; Bellini, E.; Turko, P.; Cheng, PF.; Levesque, M.P.; Dummer, R.; Ramelyte, E. The Prognostic Value of a Single,
Randomly Timed Circulating Tumor DNA Measurement in Patients with Metastatic Melanoma. Cancers 2022, 14, 4158. [CrossRef]
[PubMed]

Kraehenbuehl, L.; Holland, A.; Armstrong, E.; O’Shea, S.; Mangarin, L.; Chekalil, S.; Johnston, A.; Bomalaski, J.S.; Erinjeri,
J.P; Barker, C.A; et al. Pilot Trial of Arginine Deprivation Plus Nivolumab and Ipilimumab in Patients with Metastatic Uveal
Melanoma. Cancers 2022, 14, 2638. [CrossRef] [PubMed]

Larkin, J.; Chiarion-Sileni, V.; Gonzalez, R.; Grob, ].J.; Rutkowski, P; Lao, C.D.; Cowey, C.L.; Schadendorf, D.; Wagstaff, J.;
Dummer, R;; et al. Five-Year Survival with Combined Nivolumab and Ipilimumab in Advanced Melanoma. N. Engl. J. Med. 2019,
381, 1535-1546. [CrossRef] [PubMed]

Kuo, AM.; Kraehenbuehl, L.; King, S.; Leung, D.Y.M.; Moy, A.P,; Lacouture, M.E.; Shah, N.J.; Faleck, D.M. Contribution of the
Skin-Gut Axis to Immune-Related Adverse Events with Multi-System Involvement. Cancers 2022, 14, 2995. [CrossRef] [PubMed]
Teulings, H.E.; Limpens, J.; Jansen, S.N.; Zwinderman, A.H.; Reitsma, ].B.; Spuls, P.I; Luiten, R.M. Vitiligo-like depigmentation
in patients with stage III-IV melanoma receiving immunotherapy and its association with survival: A systematic review and
meta-analysis. J. Clin. Oncol. 2015, 33, 773-781. [CrossRef] [PubMed]

Hermann, N.; Maul, L.V.,; Ameri, M.,; Traidl, S.; Ziadlou, R.; Papageorgiou, K.; Kolm, I.; Levesque, M.; Maul, J.-T.; Briiggen,
M.-C. Clinical Presentation and Prognostic Features in Patients with Immunotherapy-Induced Vitiligo-like Depigmentation: A
Monocentric Prospective Observational Study. Cancers 2022, 14, 4576. [CrossRef] [PubMed]

Dessinioti, C.; Stratigos, A.J]. Recent Advances in the Diagnosis and Management of High-Risk Cutaneous Squamous Cell
Carcinoma. Cancers 2022, 14, 3556. [CrossRef] [PubMed]

Grossmann, L.E.; Ramelyte, E.; Nageli, M.C.; Dummer, R. Eight Years of Real-Life Experience with Smoothened Inhibitors in a
Swiss Tertiary Skin Referral Center. Cancers 2022, 14, 2496. [CrossRef] [PubMed]

Disclaimer/Publisher’s Note: The statements, opinions and data contained in all publications are solely those of the individual
author(s) and contributor(s) and not of MDPI and/or the editor(s). MDPI and/or the editor(s) disclaim responsibility for any injury to
people or property resulting from any ideas, methods, instructions or products referred to in the content.


http://doi.org/10.1016/j.jaad.2018.08.055
http://www.ncbi.nlm.nih.gov/pubmed/30392755
http://doi.org/10.3390/cancers14102360
http://www.ncbi.nlm.nih.gov/pubmed/35625961
http://doi.org/10.1016/0190-9622(92)70066-O
http://www.ncbi.nlm.nih.gov/pubmed/1564148
http://doi.org/10.1007/s40257-019-00462-6
http://www.ncbi.nlm.nih.gov/pubmed/31278649
http://doi.org/10.3390/cancers14153829
http://www.ncbi.nlm.nih.gov/pubmed/35954491
http://doi.org/10.1111/bjd.21750
http://www.ncbi.nlm.nih.gov/pubmed/35929572
http://doi.org/10.1001/jamadermatol.2020.5650
http://www.ncbi.nlm.nih.gov/pubmed/33729450
http://doi.org/10.3390/cancers14051140
http://www.ncbi.nlm.nih.gov/pubmed/35267448
http://doi.org/10.1200/PO.18.00229
http://www.ncbi.nlm.nih.gov/pubmed/32914028
http://doi.org/10.3390/cancers14174158
http://www.ncbi.nlm.nih.gov/pubmed/36077695
http://doi.org/10.3390/cancers14112638
http://www.ncbi.nlm.nih.gov/pubmed/35681616
http://doi.org/10.1056/NEJMoa1910836
http://www.ncbi.nlm.nih.gov/pubmed/31562797
http://doi.org/10.3390/cancers14122995
http://www.ncbi.nlm.nih.gov/pubmed/35740660
http://doi.org/10.1200/JCO.2014.57.4756
http://www.ncbi.nlm.nih.gov/pubmed/25605840
http://doi.org/10.3390/cancers14194576
http://www.ncbi.nlm.nih.gov/pubmed/36230498
http://doi.org/10.3390/cancers14143556
http://www.ncbi.nlm.nih.gov/pubmed/35884616
http://doi.org/10.3390/cancers14102496
http://www.ncbi.nlm.nih.gov/pubmed/35626100

	References

